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B~ EXPANDED NAP.RATIVE STATEMENT 

1. Introduction and Backgrouad 

The International Fertility Re:search Program ( IFRP) 1.s a nonprofit 

corporation, incorporated under· the laws of Uorth Carolina and 

located in the Research Triangle Park, North Carolina. The IFRP 

was founded ~.n July 1971 to co1itinue the .,,,'Ork of the Pathfinder 

Fund in the international evaluation and testing of contraceptive 

methods. In 1971, the IFRP wa.s administratively attached to the 

Carolina Population Center, University of North Carolina at Chapel 

Hill. Tne sole support for the IFRP came from a five-year research 

Contract ( AID/csd-C-2979) from the Agency for International r>avel­

opment (AI!)). Under this contract the 'v:ork of the !FRP expanded, 

and w1 thin t\.cI<,- years the IFRP had develoved :Lnt>o one of the world's 

foremost research organizations to evaluate c:ontracepti ve 

effectiveness and safety. By :nid=1974 it bec~ame apparent to both 

the IFRP and th~ University of Morth Carolina that the administra­

tive needs of a dynamic research organization, such as the IFRP, 

could not be met by the University of P\Orth Carolina. The IFRP, 

AID and the trniversity of ?lorth Carclina mutually agreed that the 

IFRP sh,,uld become ~m independent organizati('fl, separate from the 

University of North Carolina. The IFRP begal"1 to function as an 

independent nonprof:Lt organization in February 1975 under an inde­

pendent E?card of Di1"ectors. 

The IFRP' s fi ve-yea1r Contract < AID/csd-C~2979) was ex tended for one 

year and, in 1977. the IFRP received from AH> a one-ye;:n'' Contract 

(AID/pha-C-1172) l~ter 6=:.<tended for three additional years. This 

contract will expire on 31 July 1981. 

The primary research objectiVE!S of the IFRP have been to: 

a. bon~uct clinical field trials of various existing, new er 

improved contraceptive met.hods in order to evaluate their 



safety and efficacy under actual use conditions in different 

cultural and clinical settings; 

b. cond 11ct the nec:::ssar y clinical studies required for the devel­

opment of new contraceptive methods that are likely to be 

appropriate for developin;g countries; 

c. analyze ex is ting data to evaluate issue:! related to contracep­

tive safety and use; 

d. conduct the necessary studies to evaluate the relative risks 

and benefits of different contraceptive methods and their 
safety; 

e. aid in the development of fertility control related equipment 

that may prove to be useful in the prov~Lsion of contraceptive 

services; 

f. evaluate contraceptive methods that might significantly 

increase user and provider acceptability; and 

g. disseminate information aind technology on new and improved 

methods of contraception. 

Recognizing that the IFRP' s research objecttves were not necessa­

rily the sa~e as those of its associated investigators, in 1977 the 

IFRP sought and was awarded a grant by AID (AID/pha=G~1198) t.o 

develop and fund work that fell outside the scope of its research 

contract with AID. The grant provided fund~1 fer some work that was 

initially performed under the AID research contract, including the 

development of national fertility research programs and the conduct 

of studies that have programmatic rather than research 

significance. The grant has also enabled the IFRP to transfer the 

;cricwledge and skills it has acq1:ired relating to contraceptive 

research to developing country individuals and institutions. So~e 

of these programs now have the capabi~ity for conducting all 

as~ects o: the ~~~~=~~~ ~ecessary to ~eet thei~ needs as well as 

:~ose of :~e :F~?'s research program. 7.~e addition of the grant to 

... 
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the IFRP' s sources of funding has allowed thie organization to pro­

vide a sharper foci.is to its program of clini1"!'1l rescnrch. 

::: September 1977, a comprehensive evaluation of the IFRP program 

was made by the Research Divi~ion of the Office of Population and 

py a subcommittee of the Research Advisory C~l:ii!nittee (RAC) to AID. 

Recommendations made by both g,roups resulted in a restructuring of 

the IFRP' s scope of activities and its research goals and the 

~hanges recommended by these evaluation teams have been imple­

mented. In 1".arch 1978, a major reorganization of the IFRP 

ocCL"';'ed. The IFRP staff was reduced from 135 to 106; its adminis­

trative, support and research components wer·e restructured to 

increase operating efficiency, the internal committee structures 

and approval mechanisms were revised. research efforts no longer 

pertinent to the objectives of AID were canc·elled, ~nd the IFRP' a 

activities funded by the AID contract and grant were separated 

administratively. Additional changes continue to be made to the 

IFRP's organizational structure and operating procedures to 

increase efficiency and to make maximum use of the .skills and 

professional expertise of its staff. These ·changes have 

significantly increased the sc ienti fie outputs of the IFRP and 

reduced overhead expenses. 

In 1979 the program audit team from the Offic~ of the Auditor Gen­

eral reviewed the IFRP' s operations, The findings and recommenda~ 

tions made by the program audit team are contained in a report 

(number 80-39) from the Office: of the Audito:r General. Recommenda­

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

The IFRP is a nonprofit organization registered in the State of 

North Carolina. The eoard of Directors curriently consists of seven 

individuals of four nationalities and has bot.h an Executive and 

Audit Ccmmittee (Appendix A). A Technical Advisory Ccmraittee 

exists to review IFRP's overall research prcgram (Appendix 8). The 

~~~bershi~ ar.d f~nction of this committee are currently being 

~~:a:ed .. :...:.: ~esear:h ~roposals and all voluntary consent forms 
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used by the IFRP are carefully reviewed by 1 ts Protection of Human 

Subjects Committee (Appendix C:). 

The IFRP is now the lead 1ng spt cial ist organization in the worj,d 

working in the field of clinic~l research relating to contraceptive 

use and developuent. It receives numerous requests from around the 

i-1orld 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 cli:nical co11traceptive 

research 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 trial::1 of two new barrier contraceptive 

methods. The IFRP has also sc>licited and received support from 

philanthropic organizations interested in family planning. 

At the present time, the IFRP is conducting, under its contract to 

AID, studies in the follow~ng contraceptive-related areas: 

a. Female sterilization 

b. Intrauterine device contr~ception 

c. Steroidal contraception 

d. Male sterilization 

e. Barrier contraception 

f. Menstrual regulation/pregmu1cy terminati-on 

Within each of the areas listed above, a diversity of studies are 

conducted. Some studies cut a1cross all areas. The IFRP conducts 

clinical trials of a single contraceptive method and comparative 

studies of two or more methodl!I. The IFRP also conducts 

epidemiologic investigations i.nto the snort and long-term safety of 

contraceptive methods currently in use based on data previously 

collected by the IFRP and by c>thers. 

This proposal request.s support f0r the IFRP to: 

a. continue research work c~rrently supported by Contract 

A!:)/i)ha-C-1172; 

~. 
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b. develop and conduct approp~iate clinical studies to evalu~te 

the safety and efficacy of existing and new contraceptive 

methods; 

c. support epidemiolog1c investigations of ~~vents that potentially 

limit the use of particular contracepti v1~ methods or raise 

questions regarding their safety; 

d. support the develo{'.X!lent. of new and impro11ed contraceptive 

methods; 

e. investigate the effects of local cultural and medical prac­

tices, taboos or laws that might limit tl'le use of contraceptive 

methods or make them unavailable to thos1:: \.Jho most want them; 

f. conduct phase IV (postmarl<:eting) trials to further evaluate 

long-term contraceptive safety; and 

g. conduct other studies t~ 1.nvestigate i3sues related to contra­

ceptive safety. efficacy and acceptability. 

These studies will be cond ucte!d within the present administrative 

and scientific framework of the IFRP, 'di th the available equipment 

and facilities and with the eJt:isting level of staffing. 'fhe IFRP 

will place particular emphasi~1 on the transfer of technology over~ 

seas and the reinforcement of national research activitie:J. 

The IFRP keeps abreast of ongc>ing work in the proposed areas of 

research and will not duplicate the ~rk of other organizations. 

In particular, it will F.>Of'k oJ.osely with other AID-funded organiza­

tions to conduc~ studies that are most pertinent to the overall 

objectives of AID. The work ()f the IFRP will continue to advance 

current knowledge related to l~he safety and efficacy of contracep­

tive methods. It is expected that the proposed work of the IFRP 

will have significant impact cm the contraceptive-related policies 

of developing countries, on the provision of safe and effective 

ccmtraceptive methods in these! countries and on t.hz overall well­

being and betterment of women and their families. 
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2. Research Acc~plishments 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. Tile IFRP 

has built-up an international network of ci:>llaborators that is 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 r~search with 78 investiga­

tors including medical school deans, chairmen of large obstetrics 

and gynecology departments. doctors working in peripheral heal th 

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 v:ork with paramedical workers and tradi­

tional he1l th -personnel. 

Tile IFRP's esearch efforts to evaluate new and imrroved techniques 

of female ~tt.rilization have significantly reduced the time 

required before these improved methods becmne widely used. The 

IFRP has one of the largest bodies of data on remale sterilization 

(over 50,000 ~ases) and is thus in a unique position to answer 

questions relating to the sbort- and long~1~erm effects of different 

methods of tubal occlusion. The IFRP' s ex1~ens1ve evaluations of 

the tubal ring, applied either by laparoscwpy or minilaparotomy, 

have considerably reduced the time required for this method to be 

widely used around the ~~rld, thereby providing a safer method of 

sterilization compared to the use of electr·ocoagulation for tubal 

occlusion. 

The ITRP has ma<le major strides toward the developnent of a 

nonsurgical procedure for fetll::ile sterilization through the intrau­

terine placement of quinacrine hydrochloride. The IFRP hopes that 

it will soon have a practical nonsurgical ste:r il i zation procedure 

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

eventual use by paramedical personnel. 
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Recognizing that all commercially available IUDs are associated 

with high expulsion rates when inserted in the puerperium, the IFRP 

has devoted considerable resources to the development and evalua~ 

tion of modified IUDs suitable: for immediate postpartum use. Trials 

of these IUDs ...... the Dalta-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 wl t~h the use of IUDs. 

The IFRP has documented the s~d'ety and effectiveness of the men­

strual regulation (MR) procedure (a procedure to evacuate the 

uterus of a woman suspected of being pre~nant). The MR procedure 

is now accepted and performed widely throughout the developed and 

developing h~rld. TI'le IFRP's research demonstrated that MR is 

safer and often more acceptable than abortion at a later 

gestational age. 

The following sections summar:l ze some of th<:l! research findings from 

completed work supported by C<n1tract AID/pha1-C~1172. 

Voluntary Female Sterilization CFS) 

On a world level, voluntary sterilization is now the single mo~t 

colill!lon method of family plann.1ng. However, it continues to be 

technically difficult to make current methods of female steriliza­

tion available in certain are.as where demand is great. The IFRP 

has worked hard, and continues to strive, to simplify and increase 

the safety of voluntary sterilization. 

A1J of September 1980, data on 52,407 female sterilization proce­

dures have been collected by the IFRP; 31, 6:26 were interval steril­

izations; 13,819 were postpartum sterilizations; and 6,962 were 

postabortion sterilizations. Tnese figures represent the largest 

data bank en voluntary sterilization in the world and it is being 

intensively axploited. Table 2.1 gives the type of procedure 

performe<i by patient category. Many of the studies collected 
-

baseline data on various approaches and techniques. 
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TABLE 2. 1 

Number of i:-emale Sterilization Ca::1es 

October 1, 1980 

Interval Po stabortion 

Culdoscopy 
Ligation 1. 372 111 
TantalLm Clip 734 74 
Tubal Ring , 10 0 
Other* 178 27 

Total 2. 394 212 

Colpotomy 
Ligation 1 ' 111 1. 061 
Other~ 72 23 

Total 1 ' 183 1. 084 

Laparoscopy 
Electrocoagulation 10. 450 1, 282 

Thermccoagulaticn 283 35 
Hulka Spring-Loaded Clip 1, 553 568 
Rocket Spring-Loaded Clip 648 39 
Tubal Ring 5,496 1, 482 
Otheril 299 56 

Total 18,729 3,462 

Laparotomy/Minilaparotomy 
Ligation 5' 679 1, 732 
Tubal Ring 2,270 318 
Other-11 369 142 

Total 8,318 2,192 

Open Laparoscopy 
Tubal Ring 917 10 
Other 0 6 0 

Total 923 10 

Suprapubic Endosccpy 
:"ubal Ring 79 2 

Tctal 31,626 6,962 

*::1c: :.;des te~hnical fa:.:. ... :-~.s. 

, 1 

Postpartum Total 

36 1,519 
38 846 

0 110 

3 208 

77 2,683 

54 2,226 
2 97 

56 2,323 

592 12,324 
1 319 

171 2,292 
7 694 

760 7.738 
14 369 

1, 545 23,736 

10 I 120 17,531 
1t739 4,327 

227 738 

12,086 22,596 

54 981 
0 6 

54 987 

1 f!'2 

13.819 52.407 



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 approaches and/or technique:> were randomly assigned 

to women requesting a sterilization procedure. or these compara-

tive studies, 39 are complete, 10 are active:! and 6 will be imple­

mented in 1981. 

~.ince August 1977, the IFRP has devel0ped nj~W research admission 

and follow-up forms on which to collect sterilization data. 

BaseJ. ine data have been collected on variou:3 procedures and tech­

niques, including laparotomy, col potomy, laparoscopy, culdoscopy, 

and minilaparotomy approaches, and Pomeroy, electrocoagul~tion, 

tubal ring and spring-loaded clip techniqu~:3 of tubal occlusion. 

The following summarizes results from femali: sterilization studies: 

Procedure Evaluations 

1. Laparoscopy: Prototype Spring-loaded Clip vs Kl.I Tubal Ring. 

The e"se of performance. safety and eff1~ctiveness of these 

techniques was evaluated in a comparative study of interval 

patients. The technical failure rates were low (<1% of the 

proceJures). The pregnancy rate for th1~ prototype spring­

loaded clip was significantly higher th1~n that of the tubal 

ring. Rates of difficult.ies at surgery were similar for both 

groups of patients. Tubal transection occurred in 2$ of the 

tubal ring patients. The severity of p;ain reported by patients 

during sterilization was significantly higher for the tubal 

ring proeed ure s. 

2. Laparoscopy: El-Kady vs Kl.I Tubal Ring. Technical failure, 

complication and pregnancy rates were similar for the two 

techniques. 

3. Culdoscopy: Weck Clip vs Kl.I Tubal Ring. The Weck clip was 

associated with a significantly higher pregnancy rate than the 

Kl.I tubal ring. ?.ates of other events were si::nilar. 
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4. Minilaparotomy: Kt.I Tubal Ring vs Modi fled Pomeroy. Technical 

failure, complication and pregmmcy rates were similar for the 

two techniques when performeJ in interval, postabortion and 

postpartum patients • 

. 5. Minilaparotomy: Rocket Spring-loaded Clip vs KLI Tubal Ring. 

In one comparative stuuy, the tubal ring had a significantly 

higher rate of technical failures than the spring~loaded clip 

in interval patients; in a1 second study, the rates for the t\.K) 

techniques were similar. 

6. Minilaparotomy vs CUldoscopy: Modified f'rlmeroy. 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. 

7. Open vs Closed Laparoscopy with the KLI Tubal Ring. In a com­

parative study of these t~~ approaches in interval patients, 

technical failure, com pl ic:ation and pregnancy rates were 

similar. 

8. Laparoscopy vs Minilaparotomy: Rocket Spring-loaded Clip. A 

study with random allocati.on of study proce;dures to subjects 

showed no difference in te1chnical failure, complication and 
~ 

pregnancy rates between the two approaches. In an analysis of 

pooled data both laparosce>py and minilaparotomy were demon~ 

strated to be safe, effecUve and efficient procedures that can 

be ~rformed on outpatient;s under local anesthesia. 

In most clinical settings~ roinilaparotomy ~nth the ligation 

method of tubal occlusion is superior to laparoscopy and to 

minil aparotomy with the application of mechanical occlusive 

devices. 

The n:"RP' s rese~rch sugge:;ts that laparoscopic sterilization 

should be performed only in institutions 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 cost-effective and to ensure that the laparoscopic 

surgeon and auxiliary personnel maintain a high level of skill. 

Even in institutions that. meet these conditions, minilaparotorny 

may be preferred by the medical personnel or the patients 

because it minimizes the risk of major complications. If 

laparcs<;cpy is performed, the mechanical occlusive devic.:s are 

preferred for tubal occlusion because of the po ten ti al hazards 

of electrocoagulati~n. 

9. Room Air Insufflation. The use of room air insufflaUon during 

laparoscopic aterilization considerably simplif~~s the equip­

ment needed for thi:: proce!d ure, making it more appropriate for 

use in the developing wor·ld. Preliminary results in interval 

patients showed that the complication rate b~:rtg room air is 

the same as with high-prE!!SSure gas. 

10. Topical Anesthesia. ~"o comparative studies evaluated pain 

associated w1 th or without the application of topical anesthe­

sia to the fallopian tub~s during sterilization. Preliminary 

results indicate that the use of topical anesthesia 

significantly reduces the: incidence of pain as perceived by 

both patient and physicia1n during the procedure and in the 

recovery period. 

Equipment Evaluation 

1. Tubal Rings. KL.I and Dyonics tubal rings were applied in 

interval patients via min.ilaparotomy ln a comparative study. 

Rates of surgical difficulties and surgical complications were 

similar for the two ring grcLl;;s. 

2. Wate~'s T.'ier~occagulation Unit. Tile e~~ipment functioned prop... 

erly 1uring ~~~ :r~c?dures and no equipment-re::..a:ed surgical 

ccm~::..:.cations were :-e;::cr:ed. :'.'ie heating of the tissues 
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impaire<i the surgeon's visiLon briefly. The1·mocoagulation 

performance was satisfactory in all casea>. There were few 

postoperative complication:s. 

3. KLI Laprocator. Ten stur.tfos were conduct;ed to evaluate the 

laprocator. a simplified lap2roscope design1:<l by Kl.I. Some 

investigatcrs pa1ticipating in the laproc;at<)r studies reported 

equipment problems to the IFRP. As a re.~1ul t ~ modifications 

were mad~ ana it was sent to the field for further study. 

Because of complaints that the original s;r<>sping tongs were not 

completely in the field of vision, the angle of the tongs was 

changed to permit direct vision by the ~1ur1~eon throughout the 

whole procedure. A longer laprocator was evaluated and found 

to be as easy tc. us~ as th1~ standard instrtzaent in normal 

cases. but to hav~ advantages for obese women. 

Sequelae of Sterilization 

1. Timing of PostabortiC'n Ste~ilization. Pa1ti«~nts who underwent 

sterilization immediately ;after a first trimester abortion had 

similar rates of c~~plications as women ~1te1~111zed one or more 

days postabortion. 

2. Incidence of Fain. Data from five comparative studies show a 

relationship between the t19chnique of tul:1al occlusion and pain 

experi~nced by patients bo't.h ac the time of the procedure and 

during the recovery period. During the procedure 1 the spring­

loaded clip is the tecl:miqlJe least likely and the tubal ring 

the technique most likely ·co be associate?d with pain. t\lring 

the recovery period, both of the2e occlusive devices are asso­

ciated with higher rates of abdominal and/or pelvic pain than 

is electroccagulation. Differences in pain that occurre<i dur­

_ing the recovery period did not persist t~o the early foilcw-up 

visit. 

-
3. Technic-al Failures. The tubal ring is associated wi i..h a higher 

incidence of technical failures C cases in which the ~rocedurt~ 

15 



cannot be completed a.s planned) than electrocoagulation, the 
Rocket clip or the modif!Led Pomeroy tec:hniques. Tne risk 

factors for technical failure include obe:s1 ty. previous IUD use 
and previous abdominal surgery. 

!4. Ris': and Outcome of Pregnancy afte .. Ste·ri1 i zation. Women who 

are sterilized in the early phases of at si:rv ice program, who 

are young or who deliver~:d a child at t.he time of steriliza­

tion, nava a higher risk of sterilization failure. Laparoscopic 

electroc·-~eulation has a reduced risk of pregnancy when com­

pared to the mechanica 1 occlusive devices but has ~ ::- :!.sk of 

ectopic pregnancy, among hJOmen who become pr egna"'t, at least 

nine times higher than that of other techniques. Operator 
error was the major reason for steriJ.iz.ation failures. 

5. Me·nstrual Pattern Changes. Changes in menstrual c·1cle length> 

duration and amount appear to be associated primarily with the 

contraceptive method used before sterilization and not with the 
sterilization procedures.£!!:. se. Women who had i..:sed J:UDs werf> 

more likel~{ than others t~o have a decr~ased amount. of flow twe 

years following sterilization. Conversely, more ·,x;men who had 

used orals were more like!ly than users of other methods to 

change from a reg•1lar to an irregular cycle length by tv10 years 

!)Oststerilization. No significant changes were detected among 

oatients using conventional contraceptives or no contraceptive 

method. 

Nonsurgical Sterilization w~tt Quinacrine Hydrochloride 

While simplifying surgical st.erilization, the IFRP has also given 
i-riority to the study of a rwnsurgical method of female steriliza­

tion, which. if perfect.id, ma;y be more acceptable to women, may be 

associated with less risk than surgery and should be appropriate 

for use by trained auxiliary workers. 

As of Se~~es~er ~980, the :FR? had obtained data on ~60 ::~a:e 

sterilizations by the tran$cervical insertion of quinacrine 
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hydrochloride. The following ~ll.illllllarizes the IFHP' s cons11erable 

work on nonsurgical female ster•ilization that has been accomplished 

since August 1977: 

Since the late 1960s, Of'. Zipp~!r in Chile has experimented with the 

passage of quinacrine solution~s through the c.ervix in an effort to 

achieve tubal occlusion. However, there was a high failure rate 

with a need for repeated appli<?ations and wme volunteers suffered 

a transient toxic psycr1osis. 

From January 1977 through June 1978, 139 wouHm at an ::>utpatient 

cl in:i...: in Santiago, Chile. reciei ved transv ag tnal insertions of 

quinacrine pellets precede-0 by a single pellet of 20 mg of sodium 

thiopenthal as their only means of contraception. The results 

obtained from this study indicate that the pellet method of quina­

crine insertion was more acceptable than the solution and the high 

pregnancy rate assoctated with tf:te quinacrinE: solution instillation 

procedure that occur·r·ed in the month between the first and second 

instillation was greatly red uce-0 w1 th no toxic ps:fcho ses reported. 

The IFR? is currently evaluating the safety and effectiveness of 

the transcervical insertion of quinacrine hydrochloride pellets 

iJi thout the adde-t:i sod iurn thiopenthal pellet 1as a method of 

nonsurgical female sterilization. 

As a first step, twenty-three volunteers who were scheduled for 

hysterectomies due to uterine prolapse vo1 i.m·~aril y accepted the 

intrauterine insertion of 250 mg quinacrine pellets. 

Hysterectomies were performed one month postlnsertion, and the 

intramural portions of the tutH:s <ft:te examined. In more than 50j 

of the '.::.ibes, a definite scler·osing lesion of the tubal lumen was 

identified. As a second step 1, a regimen of three insertions at 

monthly intervals was devised and 262 volunteers seeking per~anent 

s~erilization were recruited at three clinics. Five pregr.ancies 

have been reported; three befc~re completion of the inserticn sched­

ule and two after completion <~f the inser:ion schedule. 
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Blood and :saliva samples were obtained from 11 women who underwent 

pellet insertion; samples are being analyzed to determine the 

amount of quinam·ine 1:1 the saliva and bloodl w:Lthin 48 hours 

following insertion of the pellets. 

In an effort to further simpl:lfy nonsurgical sterUization and 

occlude the tubes with a single procedure, t;he IFRP developed a 

m..!thod of adding a quinacrine mixture to thE~ arms of a plastic IUD 

in order to local 1 ze the effe1::t, reduce the total dose and attempt 

to secure tubal occlusion by a single procecl ur e. Tue quinacrine 

mixture dissolves within four hours. A number of stuc!il'!S on 

quinacrine-loaded IUDs inserted in menstruating irximen awaiting hys­

terectomy for uterine prolapse are no~t being carried out. The 

extirpated uteri are being examined to determine the presence of 

sclerosing lesions in the intramural portion of the tubed. In the 

first series of eight cases, 50~-60~ of the tube5 were occluded. 

Modifications were then ma-de in a further n 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 support from the IFRP, investigators at the Johns Hopkins Uni­

versity are currently studying the tox icolo1~Y and teratology of 

quinacrine. The studies will provide infonnation necessary to 

obtain a Claimed Investigational Ext.4nption for a New Drug (IND) fo1· 

the use of quinacrine hydrochloride as a sclero~1ing agent. \ 

related subcontract was awarded to the University of Horth Carolina 

School of Pharmacy to prepare! quinacrine tx::llets with varying dis= 

solution rates. 

'!1'1e data obtained from t.oxicc•logic and teratolcgic ¥.ork will be 

used in the ~reparation of the IND for submission ~o the US Food 

and Drug Administration so that the !FRP ::nay continue this r:nost 

import.ant piece of coord inatefd research tc- its next state in the 

United St.ates and ether countries. 

18 



Intrauterine Contraceptio~ 

Al though intrauterine devices {IUDs) have mar1y advantages in family 

planning, results from studies on their use cm a large scale have 

been uneven and the IFRP is pu~suing several c~nplementary lines of 

research to measure acceptability, document possible risks and 

improve IUD performance~ 

As of September 1980, data on 66, 769 IUD in~rnrtions have been col­

lected in IFRP studies; 45,845 were interval~ 8,677 were 

postabortion and 12, 247 were p'stpartum 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 imple­

mented in 1981. Other studies were part of clinical trials in 

which IUDs were randomly assigned to women; 1+ 1 have been completed. 

33 are active and 30 will be i:rnplemented in 1981. 
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Tli.BU: 2. 2 

Number of Intrauterine Oavice Cases 
October 1 , 1980 

IUDs of Past· 
Research Interest 

Antigen 

Dal kon Shield 

Ghorbani 

Interval 

5.413 

228 

Grafenberg Ring 169 

Latex Leaf (plain and CU~Zn) 696 

IUH (various materials and designs) 990 

LEM 0 
a 

~~nterrey 4 

M-=device 2,689 

Quadracoil (plain and CU) 700 

Spring Coil (various materials) 1, 030 

Soonai-rala/Cu 317 

Szontagh (plain and Cu) 11, 386 

Teena 290 

U-coil (plain and progesterone) 606 

Weiss 31 

Ypsilon 824 

Subtctal 25,787 

20 

Post Post 
Abortion Pa:rtum Total 

15 15 444 

509 366 6,288 

8 

148 

1, 098 

101 

2 

96 

0 

1, 873 

237 

1. 976 

0 

39 

5 

44 

6. 152 

71 300 

14 191 

229 1,073 

224 2,312 

1, 394 1 '495 

488 494 

97 2,882 

0 770 

19 2,922 

4 558 

315 13, 677 

0 290 

18 663 

1 37 

153 1,021 

3,408 35.347 



TABLE 2.2 Continued 

IUDs ot· current Post Post 

Research Interest Interval Abortion Par tum Total 

Lippes Loops A, B, C 2,069 605 117 2,791 

Lippes Loop 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 9~ 3 n 95 

Prototype Postpartum 0 0 163 163 

Chromic Sutured 0 0 1, 286 1, 286 

Plain T 538 0 0 538 

Nylon T ·127 0 0 127 

Pop Council Postpartum 'l' 2 166 1, 332 i '500 

TCu~200 4,022 225 2,038 6,285 

Copper T Modifications: 

TCu-220C, TCu-300, Finland T , ,062 2'16 296 1,634 

TR-10, TR~11 719 23 5 747 

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 47 350 1, 205 

Multi load (plain and Cu) 1'200 24 371 1,595 

Progestasert 0 0 261 261 

Subtotal 20,058 2,525 8,839 31,422 

Total 45. 845 8,677 12,247 66,769 

A. 
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The folloWing summary of results is broken down into ccrmparati ve 

stud ie:J. efforts to reduce memstrual bleed i111g (which continue:;s to 

be the most immediate dra1'macl< to IUD use) ;;and strategies to 

improve IUD performance by altering the timtJt of insertion. Some of 

the results from these trials are preliminary and follcnt=Up data 

continue to be collected. 

1. Cu-7 vs L,ippes Loop D. Rates of expulsi.on, bleeding/paln 

removals and other medical reasons for removal were all 

significantly lower for the Cli-7 after 'l2 months of use in 

interval patients. 

2. TCu vs Lippes Loop. The th'o devices hacl s:Lmilar event rates at 

12 months in interval patients. 

3. Latex Leaf vs W.ppes Loop D. At 12 months, pregnancy rates for 

the Lat.ex Leaf w:o;re significantly higher than fvr the Ltppes 

Loop, but continuation rates for the th'.<' devices were similar 

in interval patients. 

4. Lippes Loop with and Hi th.out Ccpper. The two devices had 3im1= 

lar event rates at 6 months in interval and postabortion 

patients. 

5. !Cu 220 vs Lippes Loop D. The two devi<:es had similar event 

rates at 12 months for be•th interval and postabortion patients. 

6. Til.-10 vs Cu-Soonawala. 1he two devices had similar event rates 

at 12 months in interval patients. 

7. IUM vs !UM/Wishbone vs Lippes L.oop. At six months, the IUM had 

a significantly higher pregnancy rate, but rates of continua­

tion were similar for the: three devices in postabortion 

?atients. The IL'M users had lower rates of removal for pain. 

8. Tapered Lippes Loop D vs Lippes Loop D. 1he Tapered Loop had a 

significantly lower expulsion rate at 12 months in interval 



patients, but the continua1tion rates for the t\c-.;o devices were 
similar. 

9. Photoreduced Lippes Loop D vs Lippes Loop D. TI1e two devices 

had similar event rates at 6 months in interval patients • 

. 10. TR-11 vs !Cu. The TR-11 had significantly higher pregnancy 

rates at 6 months in interval patients. 

11. Multi!cad vs Multiload Cu~·250. The two devices had similar 
event rates at 3 ~onths in interval patients. 

IUDs that reduce bleeding 

12. U-coil with and without Pr·ogesterone. The addition of proges~ 

terone significantly reduced U~Coil associated bleeding. 

13. Ll.ppes Loop D with and without A.MCA. 1114~ release of AMCA from 

the Loop appeared to red uc.e the amount o:f blood loss. The 
results of the study were equivocal as a result of problems 

associated with the in ut(l!2_ swelling of AMCA=loaded loops. 

14. Uppes Loop with and w1 thout '!'rasylol. The Lippes Loop vri th 

Trasylol had a significantly higher rate of expulsion at 3 
months in inteval patients. ine release of Trasylol was 

effe<:.tive in rl!ducing IUD~·<lSSOCiated blEH~ding. 

Timing of ins~rtion 

15. IUM vs W.ppes Loop D vs TCu vs Postpartum T. Fo!' insertions 
performed 2-36 hours follo~ring a noFma1 vaginal delivery, 

expulsion rates at 6 months were significantly higher for the 
L:!.ppes Loop and the Postpartum T than for the other IUDs. 

16. IPCS-52 mg vs TCu-200, Hand vs Inserter Insertions. The IPCS 

(a Progest.asert IUD with a 3-year 1 ife) had a significan~ y 

higher ex~u~sion rate at 6 months than t~e 7Cu when inserted 

imme-iiately ~~:~~3::~~. regard:ess of the method cf inser:icn. 
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17. Delta Loop vs Delta T. By three.~months postinsertion the two 

devices hed similar e>tpulsion rates in pc)stpartum patients. 

18. Del ta Loop vs Lippes I..oop D. By six-mon1~hs t,ostinsertion the 

Del ta LDop had a significantly lower expulsion rate than the 

Lippes Loop D in postpartum patient.s. 

19. Del ta T vs TCu-220 C. By three~months postinsertion the Del ta 

T had a significantly lower expulsion ra1~e in postpartum 

patients. 

20. Del ta Loop, Hand vs Inserter Insertions. By three=rnonths 

postinsertion there was a significantly lower rate of expulsion 

in postpartum patients wit.h hand insertions of the Dal ta Loop. 

21. Del ta T, Hand vs Inserter In:3ertions. B~r three~months 

postinsertion there was a significantly :Lower rate of expulsion 

w1 th hand insertions in postpartum patients. 

22. Lippes Loop D with and without Endometrial Aspiration. 

Endometrial aspiration before IUD insertion did not have an 

effect on event rates at 3 months postin:3ertion in interval 

patients. 

23. Postcoital IUD Insertions. There 1-1as om:: suspected failure 

among the 191 IUDs ins~rte:d in wcnHm ldi thin 5 days of 

unprotected intercourse. Most wouHUl retained their IUDs for 

continued contraception. 

The most protuising development. in this exten:3ive ser:tes of investi~ 

gations has been the develoµnemt of devices for imIDe-diate postpar­

tum insertion (Del ta Loop and ~l ta T). The::ie are standard, 

well-tried devices tr.at have been modified by the addition of 

absorbable chromic suture mate:rial that projects frooo the surface 

cf the IUD and appears to prevent expulsion during the weeks it 

tai<es for the uterus to returri to its ncnprei~nant size. 
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Trials indicate that the IFRP-.developed Del ta Loop and Del ta 'f can 

significantly reduce the high expulsion rate.s usually ;:issociated 

with 1mme-01ate postpartum IUD insertion, opening up the possibility 

of offering women an effective: contraceptive at a time when the 

individual commonly percei·lfes the need for family planning and the 

professional skills are most r·eadily available. 'Fne trials of the 

Del ta IUDs currently being corhd ucted by the IFRP will provide 

informatiol'.1 on the best procedure for insert:tng IUDs postpartum and 

on the optimun time to insert IUDs postdeliv1ery. Studies are being 

developed to test the Del ta IUDs when insert1::d immediately 

following abortion. 

The technology involved in modifyi~g IUDs for postpartum use is 

simple and appropriate for low-cost, labor-intensive manufacture in 

developing countries. As more! and more women spend a brief inter­

val in a hospital~-albeit tmden· strainoo and overcrowded 

conditions=-the further worl< e>n postpartum IUDs promises to provide 

a quantum leap in IUD acceptability and availability. 

Steroidal Contraception 

More than 50 million women are>m1d the Horld now use oral contracep= 

tives and over one million uSE! injectable contraceptives. The IFRP 

has initiated comparative studies, put a spe1:ial effort into stud~ 

ying problems associated with third=uorld us1:: (paying special 

attention to the needs of brea1st=feeding we.a.en), and is moving into 

the import<r.nt area of monitori.ng long~term r:isks and benafits of 

use. 

Al though widely used, .JOtiH! important gaps remain in our knowledge 

concerning the long-term use of steroidal contraceptives, espe­

cially i:: the developing worlcl. In the case of' oral contracep­

tives, the IFRP RAMOS studies will help assess lcng-term risks and 

benefits cf this and other methods in selec:ed th::-:: ·..K:r:::. 8Ct.:n-

tries. In the case of injectable contraceptives, the ~FR? ~as 

responded tp the current debac.e c·1er ::>e;io-?rovera by studying the 
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heal th status of users who ha1ve obtained th1~ drug from independent 

sources for up to ten years. 

The number of steroidal contr·aception cases on which reports have 

been received by the IFRP as of 1 October 1980 is given in Table 

~.3 (p.27). On the next pag,e results from IFRP supported compara-

tive studies of oral contraCE!ptives (OCs) are surnmarized. 



Comparative: 

Comparative: 

Comparative: 

Com par at iv e : 

Comparative: 

Comparative: 

Crossover: 

Crossover: 

:rossover: 

TABLl~ 2. 3 

Number of Steroidal Contraception Cases 

Qctt.;,ber 1, 1980 

Meogynon vs Lo-Ovral 

Horinyl vs Srev icon vs lfordette 

?1.orinyl vs Bl'ev icon vs Loestrin 

Brevicon vs Loestr in 

Brev icon VS Lo~Ovral 

Nord ette vs Loestrin 

Norinyl & Neogynon to Brev icon or Uordet.te 

Norinyl to Norinyl, Brevi<~on or liordett.e 

Norinyl to Brevicon or Lo·~Dvral 

Straight: Depo~Provera 

Lactation: ?rogestogen-onl y OCs 

27 

tn3 805 

452 246 

30 103 

137 157 

231 326 

32 61 

56 68 

215 277 

300 167 

L~ 5 107 

101 93 



Comparative studies 

1. Neogynon vs Lo-Ovral. No1 pregnancies occurred after 1. 620 

months of use. The six-r.nonth discontinuation rates were 33. 43 

and 38.5$ for Lo-Ovral aIJ1d Neogynon. re2pectively. Headache 

was the most common side effect experienced by both groups. 

Generally, users of Lo-Ovral reported low rates of side 

effects. 

2. Comparative Studies of Norinyl, Norlestrin. OvraJ., 3revicon and 

Lo-Ovral. Two complex and important studies have been ccr.­

ducted to assess the rateis of side effei'.!ts among women usi:ig 

co!l'l)ined oral contraceptives. In the f:lrst study, women were 

randomly assigned to Nori.nyl, Norlestrin or Ovral for 3 cycles 

and then either switched to one of the other two OCs or stayed 

on the same OC. For all three OCs, the rates of ~ost side 

effects significantly dec:l ined with increasing duration of OC 

use. Cycle control appea1red best for 'v~::.irnen using Ovral. There 

were some adverse effect:!• caused by switching from one OC to 

another. Women who swi tc:hed to Ovral e:iC perienced a decrease in 

the rate of breakthrough bleeding. Worn.en who switched from 

Ovral were more likely than others to e:I{ perience an increase in 

breakthrough bleeding. Discontinuatior1 rates were similar for 

the three OCs. 

In a second study, women who had used ~'rinyl or Ovral for at 

least three cycles were r·andomly assign1~d to either Brev icon or 

Lo=Ovral for six eye::. es. The most notkeable effect was a 

large incFease in the rates of breakthrc,ugh bleeding, which 

remained above the rate b~fcre swi tchovier even after six 

cycles. In the initial cycle after crossover there was also an 

increase in the rate of some other side eff~cts. By the com­

pletion of the sixth cycle, the rates of side ef!'ects were gen-

erally lower than the rates before crcs:sover. :':;e results cf 

the study indicate that although w~men on lcw dcse :~3 ~e~c:':. 

:;.ewer -rates of certain si.de effects, breai<t.:-ircugh :J:ee::: :.:-:~ 

occurs more frequently and might, in certai:i cu: :.:..iral se:.:.::.::;s, 
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have an adverse effect on OC continuation rates. The c!iscon­

tinuation rates were si:nilar for Previccm and Lo-Ovr::il. 

Oral contraceptives and lactation 

1. Progestogen-only Oral Contraceptives for Lactating Women. Pre­

liminary data from 101 admissions and 93 follow-up vi3its indi­

cate that progestogen-only OCs given to lactating women 

immediately postpartum are not associati:?d with ar y adverse 

effects. .Among these 101 women. five d1scontinL"-Otions have 

occurred, ranging from si.x to fifteen w1~eks following admission 

'-" the study. 

2. Additional clinical studtes ori the ~ffect of cornbi!'led oral con­

traceptives on the quantHy and quality of human lactation are 

being designed and will begin in the current contract period. 

Male Sterilization 

Vasectomy is a simpler operation to perform than female st~riliza~ 

tion, but. nevertheless, in nP.ed of documentation a:'ld possibly open 

to further improvement. 

As of September 1980, data on 3,245 male sterilization procedures 

have been collected in IFRP :studies. The distribution of proce­

dures by occlusion technique is given in !able 2.4. Many of the 

studies collected surveillan<!e data on methods; others evaluatP.d 

electrocoagulation equipment. Twelve studies have been com?leted, 

one is active and folJf' will begin in the next year. 
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TABLE 2. 4 

Male SteriJ iza1~ion Cases 

Octclber 1 ., 1980 

Ligat~ion 

Excision an~ Ligation 

Electrocoagulation (Schmidt l~echnique) 

Sil astic Ring 

Other 

Total 

30 

200 

2, 87" 

739 

110 

9 

3245 



The follo\>ling summarizes results from male sterilization .·;;'>:.J ;.c,:s. 

1. Vaseal Unit. One study of this equjoment ~1hov.·ed a 7.0~ failure 

rate; failures were due to equipment roalfuriction. A :iecond 

investigator had to abandon use of the Vaseal on six different 

occasions due to equipment'. problems. The IFR? conclude<! that 

the rather delicate Vaseal unit is not an appropriate technol­

ogy for developing countr:les where repaii" facilities for elec­

tr1nic medical equipment are not widely available. 

2. Silastic Ring. One study was conducted to evc..luate this occlu­

sive technique. Surgical difficulties were encountered in one 

fifth oft.he procedures, and surgical complications occurred 

for one fourth of the pat:lents. Al::nost 13.0~ of the patie~.ts 

had high postoperative semen test counts and thus were declared 

methoa failures. The silastic ring, which is similar to the 

tubal ring used for femal1~ sterilization, is no longer used for 

vas occ:lusion. 

3. Prophylactic Administrati<:rn of lu1tibiotics P-r'ior to Vasect-0my. 

Complicat; on and infectio11 rates were similar for those men who 

received antibiotics and for those v.tio 1id not. 

]arrier Contraception 

In recent years attention has been drawn to the simplicity of bar~ 

rier methods ~f contraception and their relative freedom from side 

~ffects. Research is requi:-e<:i to d::termine the limits of their 

usefuln~ss in a developing ~.o~ld ~etting. 

Since August 1977, the IFRP h;as developed data collection forms, 

protocols and computer programs for studies of barrier ccntracep-

tive methods. Phase II studies cf the Collatex sponge and ~lee 

Sampoon foaming tablat have b·een completed. Data on 2,02'! jar;ier 

contracep~ive users have been collected by the IFRP (Table ? :\ 
- •..)I • 

The following is a summary of pre:bi:;ary resu:ts from st:..idies of 

the Collate-~ sponge and Nee Sampcon. 
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1. Collatex Sponge: Using pooled data from 8 centers, the IFRP 

found that the six-month life-table pregnancy rate was 3. 8 pt>f' 

100 women after 1,036.5 woman-months of use. Discomfort and 

other personal reasons accounted for the greatest propo~tion of 

discontinuations. The discontinuation rate was 36. 7 per 100 

women. In one study of 100 women in Yugoslavia, the 6~raonth 

pr~gnancy rate was 1. 1 per 100 women. DLicomfort during inter­

course was a primary reason for subject discontinuation. 

2. Neo Sampoon: Using pooled data frtJm 9 centers, the IFRP found 

that the six-month life-table pregnancy rate was ~.3 per 100 

women after 1. 916. 5 woman*·months of use. '1'''.1e primary reason 

for discontinuation was pregnancy, which was followed by 

dh,comfort and other perscinal reasons. Tne most frequently 

reported reason for discorJtinuation was a burr1ing sensation 

experienced by the women. Tile six-month discontinuation rate 

was 16.7 per 100 women. 
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TAEILE 2. 5 

Number of Barrier Contraception Cases 

CX!tober 1, 1980 

Admission 

Diaphragm with Spermicide 464 

Neo Sampoon 635 

Collatex 462 

Col latex vs Nee Sampoon 411 

Col latex vs Diaphragm 55 

33 

Follow-up 

1, 026 

1 t 173 

729 

602 
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Menstrual Regulaticn (MR) and Pregnancy Termtnation (PT) 

The World Health Organization (WHO) estimates that 30 million 

induced abortions occur in the world annually. 'The IFRP has 

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 r1umbers and 

deal with public health problems posed by large nwnbers of hos­

pital admissions for incomplete abortions, which arise when the 

procedure is illegal. 

b. To improve on postabortal contraceptive counselling and 

service. 

~. To docunent the short- and long-term effects of alternative 

procedures for terminating pregnancy. 

d. To document the 1..reatment and outcome cf spontaneous misca1·­

riage with retained products of conception. 

The treatment of incomp· ete abortion following illegal 

interference, or spontaneous abortion and thE! induction of legal 

abortion can involve use of the hand-held gynecological syringe er 

a more complex apparatus and procedure. 

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

called menstrual regulation. 

As of Se:ptember 1980, data on 31,907 MR procedures and 65,077 PT 

procedures have been collected i:'l IFRP studies (Table 2.6). Many 

of the 226 studies collected baseline data and ethers evaluated 

equipment, such as vacuum sources, cannula, pregnancy tests and the 

gynecclcgical syringe or the e:"! .. i~acy and safety of various proce­

dures in ccmparative studies . 
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TABtr: 2. 6 

Number of Menstrual Regulatior.1/Pregnancy Termir.ation Cases 

October 1, 1980 

tlienstrual Pregnancy 
Regulation Termination 

Va~uum Aspiration 30,324 30,239 

Dilatation and Curettage 9 24,039 

Pro stagl and in 105 , '280 

Intraamniotic Injection 0 2. 311 

Hysterectomy 0 124 

Hysterotomy 0 1. 122 

Other 298 1. 244 

Combination 1 t 171 4,718 

Total 31.907 65,077 



Among the most important r,..sul ts 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 inpatiEmt basis. At one center, vacuum aspi­

ration and sharp curettage had similar complication rates; at 

the second center, women treated by sh3rp curettage had higher 

complication rates. Data have ·been collected and information 

disseminated on the public health problems cf illegally induced 

abortion. The IFRP Grant~ ( AID/pha .. G-1198) continued funding of 

similar studies as a service program. 

2. Battelle Hand Pump. Tni!3 pump can be U1sed for the treatment of 

incomplete abortion or pregnancy terminati.on. A five-

center clinical trial conducted to e'laluate the performance of 

the Battelle hand pump f<nmd there were no failed procedures 

and the low immediate arni follow...up complication rates were 

comparable to those for the hand syringe and electric pump. 

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

ti ve studies show simila1· complication rates for MR procedures 

per formed by physicians and nurses. 

4. Capillary Tube Pregnancy Test. 1he C=pillary Tube Pregnancy 

Test was compared with the Pregnosticori Dri tot Test at three 

centers. !he ~~men were ~lassified by the number of days from 

onset of the last menstriJ.al period (LMP) to the day of the 

pregnancy test. Prelimi1.'lary analyses ~1how that the pregnancy 

tests were not as accura't.e in the less than 42 days LMP group. 

ccmpare<i to the more than 42 days LMP 9;roup, in ter~s of the 

true positive and the ov1erall accuracy rates. In the less than 

42 days LMP grcup there was nc difference i:1 the ' . 
cvera~..:... ace~-

>;acy rate f:r the Dri ec:. Test and the Capi:.:ary 7'.;':)e :es:. 

=~~~sti;atc~s ncted that negative tests we~e diffic~:: :: ~ead 

wit.h the Capil:ary :Ube :~s-:. 
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5. Hormonal Pregnancy Tests., Evaluation of two injectable hormo­
nal pregnancy tests (an e!strogen-progesterone combination and 

progesterone alone) prove!d to be ineffective for the early 
diagnosis of pregnancy. The IFRP has taken steps to curtail 

the use of these exploiti.ve and potentially dangerous drugs. 
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3. Proposed Research 

The IFRP' s research under the proposed contract will focus on l~he 

following: 

a) continuation of investigations that will be ongoing as of 1 August 

1981, the scheduled date for completion of C.ontract AID/pha-C-1172: 

b) evaluation of the safety, effic:acy, side effects, acceril.;ab1llty. 

ccst and demographic impact cf new 3nd improved contraceptive meth­

cd.;;, especiall/ those that can be made available easily to women ir1 

rural areas; 

c) conduct of studies tc evaluate issues related to contraceptive 

safety based on use of the IFRP's extensive data bank and conduct 

of appropriate epidemiological investigations; 

d) expanded phase IV (postmarketing) trials to further evaluate long~ 

term contraceptive safety; and 

e) developuent of new and improved contraceptive· m1:thods suitable for 

use by developing nations. 

a. Continuation of present re:search 

Table 3.1 lists the type and n1.ID1ber of st.ud:Les, for each cf the 

IFRP' s major st.udy areas, which are expected ~ be ongoing 

31 July 1981, when Contrac1::; AID/pta-C-1172 terminates. 
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1'ABLE 3. 1 

Studies Expected to be Ongoing as of 1 August 1981 

Study ~iumber of Studies 

Female Sterilization 
Study to evaluate the ability cf steriliza-
tion facilities to provide sterilization services 
to recently delivered women 

Open laparoscopy with Laprocator: 
1, Topical Y3 no topical anesthesia 
2. Insufflation with room air 2 

Suprapubic endoscopy with Laprocator 6 
Minilaparot.omy: 

1. Rocket clip vs tubal ring 4 
2. Bleier clip vs tubal ring 
3. 3-year follow up of patients 2 

Laparoscopy 
1. filei~r clip vs tubal ring 1 
2. 5-year follow up of patients 3 

Nonsurgical methods (Quinacrine hydrochloride) 
1. Follow up of patients sterilizGd with 

quinacrine pellets with or without 
sodium thiopenthal 

2. Effects of quinacrine-loaded IUDs inserted 
prehysterec tomy 

Intrauterine Devices 
Immediate postpartum insertions 

1. Trials of the Del ta T and Del ta Loop to 
compare the two IUDs with simi:ar IUDs 
without chromic suturest and to compare the 

5 

timing of the insertion and insertion method 59 
2. !PCS 52...mg vs TCu 2 

Immediate postabortion insertions 
Comparative studies of the Del ta T and Del ta Loop 9 

Interval insertions 
TCu~380 Ag vs Multiload Cu 375 6 
!Cu-380 Ag vs Cu-'7 2 
TCu~200 vs Hylon Wound T 2 
TC· 1-200 with and without strings i~ 

Lippes Loop D with and without .AJ~CA 3 
I-Cu 
Levcncrgestrel-T vs Nova T 3 
Effects cf Levcncrgestrel-releasing 7 en 

the endometrium 
Concentration~ cf levcncrgestrel in target 
tissues of users of the Levonorgestrel-releasing T 
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TABLE 3. 1 Continued 

Study Number of Studies 

Steroidal Contraception: 
Comparative studies of high and low 
estrogen dose OCs 7 

Crossover studies of high and low dose OCs 3 
Progestogen-only OCs used by lactating women 4 
Studies of the health effects of long-term 

Depc-Provera use 3 
~ Jliminary investications cf monthly injectables 2 
Evaluaticn of effects of different OCs on lactation 

and their health effects on infants 

Male Sterilization 
The long-term effects of vasectomy on the 

heal th of men 
Percutane~us vas occlusion 

Barrier Contraception: 
Comparative studies 0f the Collate::t sponge 
Comparative "tudies of Meo Sampoon 
Diaphragm with spermicide 
Vaginal chemoprcphylaxis and sexually 
transmitted diseases 

Fertility Awarenes~: 
Ovulation and synit.othermal methods 

Pregnancy Termination 
Ev al u~tion of dcuble~valve hand syringe 
Hidtrimester abortion with :aminari.a, 
urea and prostagland in F 

Midtrimester abortion \.lit~d.:10~ saltne 
Cervical osmotic dilators 

Epidemiclcgic and Other Investigations 
""™'!valuation of the effects of femalei- circtmcision 

on maternal health, childbirth and contraceptive 
practice 

Stu1y of the relationships between contraceptive 
practice and the incidence cf congenital 
abnormalities 

Studies to evaluate the relationships between 
patterns of breast-feeding and the return 
of ovulation 
~tudies tc evaluate the relationshi~s between 
ccntraceptive use and mcrtality for different 
causes amcng wornen of reproductivi:? age 

t+O 

1 

3 

7 
10 

1 

2 

3 

4 

1 
1 
6 

2 

3 

2 



TABLE 3. 1 Continued 

Study Number of Studies 

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

Study to evaluate ·~hanges in the planned method of 
contraception follo~nng childbirth and actual 
methods used 6 months after birth 

eex129 
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b. New research directions 

In addition to the continuat.ion of the spe!cific research stud­

ies described in the previous section. thE~ IFRP proposes to: 

1. evaluate the safety, efficacy and acceptability of new and 

improved contraceptive methods as they become available for 

clinical phase III trials, including fertility aw3ren~ss 

methods: 

2. develop new and improved contraceptive methods and continue 

with the develcµnent and promotion of m~thcds currently 

under investigation by the IFRP; 

3. expand its role in the postmarketing ~:valuation of ccntrz­

ceptive methods to evaluate issues related to contraceptive 

safety, efficacy, acceptability, side effects, ccst and 

demographic impact: 

4. evaluate, on a limited basis, factors that may limit either 

the availability of safe and effective contraceptive meth­

ods er the acceptability of these rne':hods by either- the 

potential users er the providers of contraceptive services; 

and 

5. continue to wide::. y disseminate information related to all 

aspects of contraception through the support of a medical 

journal. newsletters. m:ed ia contacts, rncncgraphs and numer= 

ous clinical papers related to contraceptive evaluation, 

conferences afid meetings. 

Short descriptions cf some specific studies to be undertaken by 

the IFRP are included fer E!ach of the IFRP' s majcr study areas. 

However, the sccpe cf ·,,.rcrk will net be :i;ni.ted tc the specific 

studies described in the follcwi:'lg secti.cns since cne of the 

mcst important aspects cf the :FR?' s ·..;erk is tc be respcr.sive 

to new ~eeds. Research conducted by other o~gan!zaticns and 
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individual3 will almcst c:ertainly continuEi to :>ring t-o the 

!"crefrcnt previousl/ unre!cognized risks and benefits associated 

with the use of some ccnt;ra~eptive methods. The IFHP, through 

its close association wi t;h other population research organi za-

tions, with schools cf aHKlicine in the United States ar.d around 

the 1r..rorld and with indivJldual investig~,tors. keeps abreast cf 

developments ancl respond :s as needs and opportunities arise. 

::~e IFRP will undertake. i-m.enever feasible, ev1luations cf 

these hazards thrcugh thE! analysis cf =:d!lting data at the IFRP 

and/er thr~·Jgh appr(";priately designed ;Jtudies. T.'le IFRP w:!.11 

also continua to disseminate objective infcr~aticn in 

apppropriate ways. 

The IFRP wUl continue to monitor possible devel.:;xnents in 

fertility regulation, su<:h as irrLmunolog ic methods and LH-RH 

analogs, until they are sufficiently developed for the IFRP to 

undertake clinical evaluation!. 

Female Sterilization 

Development of a nonsurg:lcal ruethod of sterilization will 

receive priority. To date, the use of quinacrine appears t~ be 

promising. but as work p1·oceed s. research en al tern a ti v e chem-

ical sterilants will be l<ept under review and expanded if war= 

:-an'ted. Efforts will fo<rns on a simplification of the multiple 

quinacrine pellet inse-rt:Lon procedure and/er ccnt~nut::d develop­

ment of an effective quinacrine-bearing !UD. Studies that 

evaluate different quina<:~rine dosages, d i:ssol ution rates and 

delivery systems will be conducte<l. TI:ie endpoint cf this 

research is to develop a safe and effective ncnsurgical methcd 

of sterilization that can be delivered by paramedical per scnnel 

in a ncnhos?i tal setting. ?rel iLlinary data frcm :P-R?-spcnscred 

~ria:s i~d!cate that this gcal may be ach~evable. 

imprcved rnethcds cf tubal occlusion, w'i.ll be evaluated .n 

shcrt- and lcng-ter=. ~l!:iical trials. The fcc':.ls cf these 



studies will be the suitability and acceptability of the 

simplified/new/11nproved 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 p.}rformed and later' 

reversed. One reversible procedure that shows considerable 

potential under develoµne·nt by th<: IFRP is the firobrial hoed, 

which will socn be available for evaluation in huma11~>. On the 

basis of animal trials, the applicati6n cf the fimbri3l hood 

appedrs to be a relatively easy and safe procedure to perform 

and reverse • 

To increase the availability of female ste:rilizati0nt the IFRP 

will evaluate the use of specially trained auxiliaries (such as 

operating theater nurses) for performin~ ~.ostp:1~'';um steriliza­

tion procedures. 

Epidemiologic investigations to evaluate the lcng~term effects 

of different tubal '.'.icclu~ion procedures will conti:,ue to be 

important. Specifically, the IrRP will evaluate changes in 
menstrual cycle parameters, the inciden1:;e cf gynecclcgic sur-

gery and post'1teriliza~icn failure rate,s, including the risk of 

ectopic pregnancies. The investigation:s will rely on the 

IFRP's ~xtensive data bank (over 50,000 cases to date), the 

continued ccllection of lt.1g-term follorr1...up data, and en case-

control and cohort studies specifically designed to provide 

answers to the long-term effects ':jf sterilization. 

Intrauterine Devices 

Following ccmplet1.cn cf the trials cf the Delta T and l>el ta 

Locp IUDs, the IFR? will make the dissemination cf the techncl­

cgy for th~ manufacture cf these IUDs a priority, in order tc 

assure the widest availability in pcstp;:lrtum family pla:-ining 

programs. 
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The IFRP will continue to 1~val uate in com par a ti ve trials new 

IUD mcd1ficaticns including medicated IUDs that alowly release 

antifibrinolytic agents, steroids and other drugs and Ts wound 

with nyJ.on rather than cepper. 

Epidemiologic investigatiOL'lS will be conducted to ev3luate 

issues that appear to limit the usefulne~ss of IUDs, especially 

use by nulliparous women. lJnresolved i~rnues relating to IUD 

use include the risks of pelvic inflamma1Nry disease ( PID) 

among IUD users and the possibility of an increa.-;ed ri3k cf PID 

with increased duration of IUD use, the risk of infertility 

following discontinuati~n of IUD use and the risk cf ectopic 

preGnancy among IUD users. 1hese issues ~nll be evaluated in 

part through the use of the IFRP's extensiv~ data bank, which 

contains over 100,000 IUD cases. and by case-control and other 

epidemiologi: studies designed. to assess the risks of adverse 

events associated with the use of IUDs. 

Steroidal Contraception 

Continued evaluations of CC-related side effects will provide 

informat:on on different OC formulations when used by groups of 

women Who are ethnically and culturally dissimilar. Tnese 

studies and studies that evaluate the met.abclism of various OC 

preparations in different ethnic and cultural groups ~nll pro~ 

vide leaders of national family planning programs and prac­

ticing ;>hysicians with the infcrma"tion n~~cessary to minimize 

CC-related side effects and maximize OC c~ontinuation 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-~-mcnth i~jectable. 

Su~~ a system may cverccme some of the objections tc the 90-day 

:::~~ct.able ccntraceptive. The I?"~? will ccnduc~ the necessary 

clinical trials tc ccmpletel y evaluate once-a-mc1'.:.h sys~ems 

that ·.n:1 utili:e available delivery syst.ams and drugs, with 



the long-term goal of prov id iag an option that could be added 

to social marketing programs and ensuring; a high quality prod-

uct for pharmacy distribut:lon ir; developing countries. The use 

of existing compounds, ~g, medroxyprogest.erone acetate and 

norethisterone. will obviate the need for expensive animal ter­

e.tology and toxicology stuciies, and will minimize the develop... 

ment time. Epidemiologic investigations of the long-term use 

of De po-Prov era will continue and expand depending on the 

findings from ongci11g IFRP studies. 

The cngcing trials of prcgestogen only c<:s 'JSed by lac ta ting 

wcmen immediately postpartum will be expanded to include adci i­

tional locations a 1d more detailed investigations of the 

effects of the progestogen only OCs on the volume and ccmposi­

ticn of the mothers' milk and their effects en the infants. The 

effects of combined OCs and injectable contracepti ve3 wi 11 al so 

be evaluat.:d in terms of the health effects on infants of 

lactating women. 

'nle IFRP will conduct, as appropriate, clinical and 

epidemiologic investigations into the ri :5ks and benefits of 

steroidal contraception, including case-control studies tc 

study carefully specified issues. 

Male Sterilization 

The IFRP will pursue the evaluation cf simplified methods of 

vas occlusion that will limit short- and long-term side effects 

and complications. be efficacious and serve to increase the 

acceptability of the procedure. Percutaneous vas occlusion 

techniques currently being developed shculd be ready fer clin­

ical phase III evaluation ·;,y the IFR? in 1981. These tach­

niques could greatly enhance the acceptability cf ~ale 

sti:!rilizaticn and permit mere ex:.ensive use cf parame-dical 

personnel. ille IFRP will alsc evaluate the safety and 

e~fectiv:ness cf ~ale sterilizaticn prccedures ~hen perfcr~ed 

~Y paramedical personnel. 

~6 



Depending on the results from an ongoing US-based, IFPP-funded 

epidemic.logic study of the lcng .. term effe·cts of vasectomy on 

health, additional investigat~cns may be iritiated in devel­

oping countiies where results may be anticipated to be 

different from those obtained in the US. 

Barrier Ccntracepticn 

Renewed interest in barrier ccnt:.racepti ves has resulted in the 

develoµnent of new barrier ccntraceptive prcducts that should 

become available for evaluation in clinical phase III trials in 

the near futu:-e. ~ew prcducts include foaming vaginal supposi­

tories, ccntraceptive sponges, disposable diaphragms and con­

doms. and cervical caps. T:1e IFRP will undertake clinical 

trials cf products that ma~· be appropriate for use in the 

developing wcrld. 

Controlled clinical trials and epidemiolcgic investigations 

will be conducted tc assess1 the effectiveness of the use of 

barrier contraceptives against sexually transmitted diseases 

that are endemic in many cc•untries. 

Increased attention will be~ given tc tile evaluation cf 

fertility awareness method~1 of contraception. Initi::ally, the 

IFRP pre.poses to conduct controlled clinical trials to evaluate 

th,:;: effectiveness cf some cif these methods. To date, studies 

on the effectiveness cf the~se methods have lacked methodc·log­

ical adequacy. 

Presnancy Termination 

The !FRP will ccntinue to explore ways to ccmbat the public 

heal ':.h prcblems ;:;resented tly widespread abortion, strivi:1g tc 

imprcve :he treat~ent cf incGnplete abcrticn and ensure ade-

quate ;x stabcrtal ccn tr ace~:: ·1 e ad·1 ice . 

. .;:ter:iatives r..: t~e surgi:a: ~::\ ;:ir:.ced;.;re w:il: oe explored. 

::..;r:-ent infcr::laticn in~::ates that scme 

.... _.I 
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analogs may be effective for inducing uterine bleeding within 

about two weeks of a mis::rnd menstrual period~ If these analogs 

prove to be safe and effec!tive when used in a hospital setting. 

expanded trials will be undertaken to evaluate them •..men used 

in more peripheral settings. 

New and improved pregnancy tests will be! evaluated in ccmpara­

ti ve trials. 

The osmotic dilators bein1~ developed by the IFRP offer 

significant advantages ever the available laminaria; they 3re 

less expensive and can rapidly dilate the cervix. If the 

IFRP' s dilators live uµ to their initial promise fer rapid and 

nontraurnatic cervical dilation, clinical. phase III trials will 

be undertaken to compare ·the osmotic d ilatc;rs wi. th ether meth­

ods of cervical dilati~n and to evaluate them fer routine cer­

vical dilation pr·ior to ut.erine evacuation. The dilators may 

al.so be evaluated in the treatment of intrauterine fetal death 

due to some pathological cause. 

An ongoing concern relates to the long-term effects of 

dj fferent abortion procedures. The IFRP will critically evalu­

at.e, in appropriately designed studies, the long-term effects 

of different abortion procedures on the course of subsequent 

pregnancies and their outcomes. 

Other Investigations 

Factors other than contrai::eptive safety and efficacy help 

determine who uses contraceptives and fer how long. They 

include the availability of contraceptives and their 

acceptability to both p1·ovider and user. Propcsed IFRP studies 

will address the following: 

1. Health and cultural practices that limit contraceptive use 

er suggest that a particular method will net be suitable in 

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

effects cf female circumcision, ~idely practic~d in par~s 
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of Africa, on contraceptive use and the health of the 

mothers and children. 

2. Interrelationships between breast-feedi.ng practi.ces 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 fertility. 

Clinicians and program managers urgently need more exact 

information to pass on to breast-feeding ·,;omen about the 

adoption of modern methods of contrace;ltion. Ti:ne to first 

ovulation and menstruation requires further evaiuation. 

Also, the impact of various contracept:Lve choices on lac ta-

tion requires further exploration. 

3. The attitudes and influence of providers of family planning 

on contraceptive use. Pharmacists repiresenc one of the 

largest single bodies of family planni11g providers, but, in 

several ways, the least utilized. The IFRP, for examfle, 

will conduct a follow-up survey of Egyptian pharmacists to 

evaluate i:hanges in their knowledge of and attitudes toward 

contraception, following the distribution of bulletins 

related to many different aspects of contraception. 

4. Evaluation of the access to contraceptive services and the 

relat::!.onship between social and personnel support and 

acceptability of contraception. 

5. Epid~miologic investigations to inquire into the possible 

beneficial and adverse health effects associated ~ith 

different pregnancy int<:!rvals and previous con..:racepcive 

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

cionships of congenital malformations and events relat:c co 

·o 
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pregnancy, including contraceptive practice. Other inves­

tigations of this typE~ are planned. 

Information Dissemination 

The IFRP will continue to cosponsor the International Journal 

of Gynaecology and Obstetrics ( IJGO) and. will provide approxi­

mately 1. 500-2, 000 subscr:Lptions to selected developing coun­

try physicians. Al though Elsevier /North ~lland Biomedical 

Press will assume the publication, distribution and promotion 

responsibilities fer IJGO in 1981, the ffR? will continue to 

provide limited editorial support for mamuscr ipts accepted from 

authors k~rking in developing countries. 

The publication of the quarterly newsletter ]letwork, which 

started in 1979. will be <.:cntinued. The mid-1981 circulation 

of this publication is estimated to b1::' over 6, 000. Tne IFRP 

will alse continue publication of its mcr.ograph series, which 

began with the publication of the monograph that explained the 

rationale and methodology of the R.AJ~OS ::!itud ies. 

The IFRP will continue tc provide invest.igatcrs with cr1nsul tant 

reportz (CRs) summarizing completed investigations. About 35 

such reports wil! be prepared each year. T.~ese reports are 

designed to help and encourage inv~stigaitors tc publish the 

results of their IFRP-sponsored investigations. A list cf CRs 

prepared sin~e August 1977 can be found in Appendix D. 

Approximataly 60-70 scien1;ific papers re·po1·ting the results cf 

IFRP studies will be prepared by the re5•earch staff each year 

for publication in national and internat.ional jcurnal s. 

Research findings will also be disseminated at appropriate 

national and international meetings. A list cf papers p~epared 

by the IFR? since August 1977 is given in Appendix E. 

Tne :FRP will sponsor one er two internationa: ccn:~rences each 

year to provide physician:3 and ether providers cf ~cntracepti'le 

services in developing countries with updated !nfcr:naticn 
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related to contraceptive safety. efficacy, side effects and 

use, and on the provision of contraceptive services. 'Ihe IFRP 

also will continue 'c.o dis£rnmlnate its research findings at 

national and international meetings. 

By virtue of the IFRP' s considerable expertise in clinical and 

epidemiological investigatl,~~. the IFRP is frequently 

approached by the media for comment and advice on the 

scientific aspects of fertility regulation. 'Ihe IFRP sees the 

1980s as a time of continuing contrcversy in relation to 

0xisting and new method3 of contraception and intends to con~ 

tinue to meet its obligaticins by responding rapidly and 

professionally to the inquiries of the interested and informed 

public with accurate and complete infcrmaticn. The IFHP' s 

multilingual publications staff is comprised cf professionals 

trained in communications. 

Transfer of Technology 

Each year tte IFRP provides training in research methodology to 

persons associated with the IFRP' s proj ~ct5 and programs. The 

IFRP is ~cmmitted tc expanding the research competence of its 

associated investigators, and will continue its program tc pro-

vide them with specialized training in research procedures. 

The research capabilities of selected IFHP programs and/er 

investigators will be enhanced by the prevision of 

microcomputers that will be capable cf performing many of the 

data processing and analysis functions currently performed at 

the IFRP on the Burroughs 6700 computer. l"''ograms for these 

microcomputers will be written at the IFHP and will be immedi~ 

ately usable by investigators. Initially, the IFRP will place 

microcomputers at 2 er 3 c,arefully selected sites. Add iticnal 

sites 'trill be prcvided with microccmputers if the program is 

successful. Cn-site training by the IFRP's research staff will 

be provided tc investigators en an as needed basis. Typic3lly, 

en-site training will be provided by a senior IFRP researcher 
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over a period of several \liJeeks. Priority ccuntr ies for on-site 

trair.ing include Bangladea,h, Brazil. Indonesia. Mexico, and 

Tunisia. 

Tile medical staff will provide training to the IFRP's investi­

gators in methods of fertility control, including. but not lim­

ited tc. postpartl.l.m IUD insertion techniques, methods of tubal 

occlusion using new and/or improved techniques. 
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4. Proposed. Work Plan 

Th('! r·esearch the !F'RP elects to undertake 1~3 selected on the basis 

of: 

(a) its relevance to the objectives of AID; 

tb) the suitability of the research in terms cf meeting individual 

and program needs of the developing countries; 

(c) the expectation that it will enhance th1~ available knowledge on 

fertility control; and 

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

traceptive method suitable for use in d~:!velcping countries. 

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

if they do ~ require sophisticated delivery systems or frequent 

administration, are not too complicated for the user to adept 

and/or can be self-administered. 

Hew initiatives for the IFRP may come from 1any of the following 

sources: AID, IFRP staff. Ir-RP investigator·s, other organizations 

and individuals. New initiatives are revie~~d by IFRP staff and 

summarized once a year in the publication IFRP Directions. Com~ 

ments and input from collaborators and cthet"S are invited. The 

Technical Advisory Committee (TAC) monitors research policy. The 

TAC is composed cf experts actively engaged in reproductive and 

population research (see Appendix B), and at.tended by representa-

tives of AID. Subcommittees of TAC and ad pee advisory groups pro= 

vicle further technical review ar1d assistanc1e to the IFRP' s research 

activities. The IFRP also makes use of consultants for additional · 

technical expertise. A list of currently 2pproved consultants is 

giver. in Appendix F. A Scientific Committee composed of the Execu­

tive Director, Deputy Director, Medical Director, Associate Direct­

ors fer International Projects and Research and Senior Consultant 

establishes priori ties for research. Separate Task Forces operate 

fer each of the IFRP' s major areas cf research, namely, barrier 

contraception, pregnancy termination, sterilization, intrauterine 
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devices, stercidal contracept~ion and operations research. The Task 

Forces serve as a forl.ml for the in-house d:i.ssemination of activi-

ties related t.o each of the major study are?as. 

Hew research studies are submittt=d to AID for approval by the 

!FRP' s technical monitor if the study has net been approved previ­

ously under a research strategy. Research strategies prcvide a 

short description of the studie5, their jm1tification. including 

the number of studies to be conducted and the nl!Ilber of subjects 

per st.ud y. FolloWing approval of the resectrch by AID, the Research 

Department staff develop the study prot~col s, forms and necessary 

procedures to assure the success of the study. The identificatio'n 

cf appropriate study sites and implementatlon of projects are the 

jcint 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 one in the country where the research will 

be conducted • 

Before a clinical trial is initiated, a stJJdy protocol is prepared 

that details the study procedures and datd collection forms, 

specifies which subjects can be in~luded in the study, the number 

of subjects, follow up and reporting req~irements. 411 protocols 

and data co..!.lection forms are reviewed by the IFRP' s research staff 

(including the medical staff and consul tan ts wenever appropriate). 

Statisticians review the SOtlll'ldness of the study de3igns 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 a~d manuals are translated into the lan­

guage of the coi.mtry in which they will be used, including Arabic, 

French, Indonesian, Portugue:se and Spanish. 

Following AID regulations on research involving human subjects, all 

new research projects are re!viewed by the IFRP' s Protection cf 

Hu::ian Subjects Cornmitt<!e ( PHSC), which is responsible for 

safeguarding the rights and welfare of subjects who participate in 

IFRP-funded studies. 111e 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 of steps that will be taken by the investiga-

tcir to safeguard the rights and welfa:e cf the subject and informed 

consent documentation. The PHSC meets th!"'ee c: four times a year. 

At the end of each year. all ongoing projects are reviewed by the 

Committee and approvals renewed. The membership cf the PHSC is 

given in Appendix C. 

11le IFRP keeps in close contact wih its invest~gatcrs. Input from 

investigators is actively sought in the initia~ion and design of 

new research leads. Throu3hout the course C•f a study, site visits 

are made to monitor the progress of a study and resolve any study­

related problems. In addition to site visits, the IFRP regularly 

ccrresponds with investigatcrs regarding data quality, research 

design and study implementation. 

Tiie International Projects Department maintains close liaison with 

the IFRP's investigators, develops new research centers, identifies 

the research needs of the developing countr:Les and coo rd in ates the 

IFRP's research efforts with those of other organizations. 
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5. The IFRP Network of Investigett:.ors and Research 11.ethodology 

In crder t<'I successfully conduct clinical trials, the IFRP main­

tains a close re:.at.ionship wi t;h investigators around the world. 

These researchers form a netwc>rk cf investigators essential to the 

success of t.he IFRP' s research activities. Specified below are the 

number of centers, by region, presently participating in IFRP 

research activities. 

Regions Number of Institutions 

Latin America 26 

Middle East and Afriea 10 

Far East 24 

Europe 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 

on the previous experience of the investigator(s) in conducting 

IFRP studies and the complexit~y of the study, IFRP staff may be 

present for the initiation of the study to deal with any prr ,ems 

that may arise as study procecl ures are followed. Throughout the 

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

whenever possible, records collected during the research are 

checked against independent sclurces to ensure that data are accu-

rately recorded. Site visits by physicians, regional coordinators 

and research staff are also msed 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 follow the protcco1, has an 

insufficient case load, or if the study is nc longer relevant tc 

the research needs cf the IFRP or AID, the study may be terminated 

early. Studies may al sc be teirminated if unacceptable adverse 

reactions occur er if the method under study is found tc be 

ineffective er unsafe. 
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'nie IFRP investigators continue to have c3ntrcl 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 or1: 

a. research conducted by the IFRP's network of investigators; 

b. data already available in the IFRP' s computerized data bank; 

c. studies conducted by other research organizations under 

subcontract from the IFRP; and a 

d. combination of the above. 

Many cf 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 betweien the investigators 

and the IFRP staff prov ides a continuous feedback to the investiga-

tors, which is one of the most important elements in the mainte-

nance of high-quality data. In addi ti.on t chec:k.3 aroe p-~r formed 

comparing forms returned to the IFRP with clinical records kept in 

collaborating institutions. Fi.nall y, data thcit the IFRP has helped 

collect are compared with other in-cotmtry sources of data and 

reviewed for internal consistency. 

In-house, the IFRP has developed computer .programs to check the 

forms for invalid responses, to reject forms if essential 

information 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 proce:ssing of data from ~:inical trials is 

given in Appendix G. 

One of the IFRP' s most impc.rtant investrnent.s is its develoiXI!ent cf 

over 200 computer loading, editing and analysis programs. L~ addi­

tion, the !FRP has an extensi.ve library of packaged analysis pro­

grams (see Append ix H). 

All repo,·ts and papers written by the IFRP staff are fcrmally 

reviewed by selected staff and outside reviewers tc assure that the 
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study results have been correatl y :md aceuratel.y pre:sented and 

interpreted • 
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6. Re~~rcher Competence and Facilities 

The IF'RP' s specia:. .'..s<; ex parie!nc~ in the conduct of clinical trials 

to e\•aluate contrac2ptive safety and ef!"icacy is unparalleled by 

that of ar.y other organizaticin. Tne !FRP has conducted over 380 

clini=al trial.:; 171 47 developing and develcp-ed countries. The 

IFR?' s procedures and methodcllogies fer conducting, monitoring and 

reporting on c! i.nical trials are well established. 

Under the direc~ion of 1~lccJ.m Petts, MB, l3Chir, ?hD, Executive 

Director of the IFRP, the IFHP has become ;;i dynamic organi z.ation 

capable of responding to the needs of AID and those of the devel­

oping ~rld. The management structure of the !FRP has been stream­

line:i, making the organi zaticn extremely c1::H~t-effecti ve. Dr. Potts 

is an international authority on contracepLive use and is the 

author of eight books and ov1::r 100 scholarly monographs and arti­

cles. Before coming to the IFRP in 1978, Dr. Potts served as a 

consultant to the Internatio1:lal Planned Pa:renthood Federation 

(London) and prior tc that S•erve--.! as the ~·edical Director cf that 

organization. 

Assisting Dr. Potts in the management of the !FRP are Peter 

Donaldson, PhD and David Edelman, PhD, who report to Jchn Ganley, 

~2puty Director. Mr. Ganley came to the IFRP with experience in 

beth the government and private business. Iri his most recent posi-

tion he served as Group Vice ?resident of Safetran Systems Corpora­

tion. He previcusly held positions as Deputy Director of ACTION, a 

federal agency fostering volunteer service, and as Auditor General 

of AID. 

Dr. !).)nald.son, Associate Director for International ?roje,,zts, came 

to the IFRP from the Population Council. He served as the Coun­

cil's Representative in Kcre!a where he ac!mir.istered a large tech-

nical ar~J financial assistance program. Prior to going t.c Korea, 

:7'. Xna:.:s~:: -.~:s s:.3:.ic:led in 5angkok, 'f:J)ailetnd, where he ~~rked 

as the ?cpu:!.aticn (..'.;uncil' s advi.sc:- t.c the! Thai Ministry cf Public 



Health. Dr. Donaldson has serve<l as a frequent ccnsu:t.ant for pro­

gram developnent activities thrcughout Asia. 

Dr. Edelman. Associate Director for Research, has been with t.he 

IFRP since 1972 and i..s knowledgeable about all aspects of the 

administration and scientific managf:lment of the IFRP. Dr. Edelman 

has extensive experience in the design. exe<~ution. analysis and 

management of field trials and contraceptiv1e evaluation. He has 

authored or co-authored over iio scientific papers and one book on 

contraceptive use. 

Ir.. Leonard Laufe, Medical Director of the IFRP, also holds a clin­

ical appointment in the Department of Obstetrics and Gynecology, 

Duke University School of Medicine. Dr. La1Jfe is well known fer 

his work in the design of obstetric forceps, but in recent years 

has concentrated on the develop:nent and evaluation of contraceptive 

technolcgy, and has played a key role in th·e development of a 

trans~ervical chemical sterilization procedure and postpartum IUD. 

Dt. Laufe has travelled throughout the developing ¥Drld to provide 

technical assistance and specialized medical trai~ing. He is 

knowledgeable of the medical needs of developing world countries 

and has successfully translated this knowledge i:'lto the develop11ent 

of improved ccntracepti ve met.hods specifically designed ·t,o meet the 

needs of the developing world. 

Dr. El ton Kessel is the found er of the IFRP and is an innovator in 

contraceptive development. Dr. Kessel lived and worked in India 

f1Jr several years and besides. his knowledge and experience in con­

traceptive needs and develcp.Iient, he has particular interest in the 

use of traditiona: practi:ioners and auxiliary workers in the pro­

vision of health care and family planning services. 

Dr. Roger Bernard, Director C>f Field Epidemiology. has particular 

skills in working 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, M'1s. Elena Tomaro, 

Research Administrator and Hr·. Robert Hughe:s. Financial Services 

Manager. 

lbe curriculum vitae of Drs. Potts, r:onald~~n, Edelman, Laufe, 

Bernard, Kessel and Mr. GanlE~Y are given iri Appendix I. 

Tne IFRP is composed of four departments: Office of the Executive 

Director, Administration. International ?rc1j ects and Research. An 

organizational chart of the IFRP is given in Appendix J. 

The IFRP has ari excepticnall:f well qual ifie?d staff with demon­

strated research and adminis1~rative skills.. An IFRP staff listing 

giving the name. title and at:lademic degrees of all IF'RP staff is 

found in Appendix K. The IFlRP staff have demonstrated their abil~ 

ity to rapidly respond to th1: needs of AID, develop contraceptive 

methods 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, cos\; and demographic impact cf contracei>-

ti ve methods. 

The IFRP is located in Resear~h Triangle Park, North ~rolina, an 

area specifically designated for research c>rgani zations. The IFRP 

has well-established working relationships with the University of 

North Carolina at Chapel Hill, L\Jke Univer:sity, North Carolina 

State University and many of the crganizat:Lons in the Research Tri­

angle Park, which provide th1e IFRP with a broad range of scientific 

and technical skills. The If RP is centrally located tc the above 

three nation~l~y known educational institutions. One cf the assets 

of the IFRP's location is its ready access to L\Jke University ans 

the Universi·c.y of North Carolina Schools of Medicine, the Univer­

sity of North Carolina School of Public Heal th, the animal research 

facilities at North Carolina 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 furroughs 6700 computer which has 882 kilobytes 

of main mer· ·y and a capacity for over 520 mi.llion bytes cf online 

disk storage that permit the rc:1pid processing of large data sets. 

Facilities for 16 remote teleprocessing lines: are av ail able. The 

programming section of the IFRP employs six full-time programmers, 

all of whom have extensive ex pi:~rience with research systems devel-

orxnent 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 IF'RP has completed many 

cf its standard analysis programs. Its life~-table program 

(LIFETAB) h~s been used by numerous researchE!rs throughout the 

world. C:Omputer programs for t.he leading and cleaning of data, and 

for performing standard analysis in the IFRP'1 s major study areas 

have alsc been written. 

Each year the IFRP staff prepare more than 6!5 sci~ntific papers for 

presentation or publication. The IFRP's Publications and Graphics 

staff provide support services to authors, which are an important 

part of the technical assistance that the IFRP provides. These 

department staff provide editing services for the IFRP staff and 

collaborators. 

Tile IFRP has a Text Processing Center built around a twin-compu~er 

text management system that allows rapid input, revision and output 

of documents to online, high-quality typewri~ers, high-speed 

pr inter and phototypesetter. 

The IFRP library has direct access to the resources of the 

libraries of the University of North Carolina, D.lke University and 

North Carolin~ State University. MEDLINE, POPINFORM and other bib­

liographic retrieval systems are used frequently. The library sub­

scribes to over 50 professional journals and receives numerous 
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technical reports and bulletins ~n contraceptive develo~ent, eval­

uation and related topics. 
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1. Significance of Proposed Research to AID Objectives 

AID sponsors, through €rant.s and contract:s, basic research in 

re productive biology; the d evelop:nent of new and/or improved con­

traceptive methods, including the necessary pre~linical and initial 

human trials: e" j)anded human clinical trials to demonstrate the 

safety and efficacy of t~e methods; and studies to evaluate deliv­

ery systems for the disti-ioution of contraceptive methods, contra­

ceptive acceptability and use. Also, AID, eithe!" directly or 

through intermediary organizations (such as JH?IEGO, Pathfinder 

Fund, FPIA), provides contraceptive suppl:Les 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 of available contraceptive methods, AID must 

assure national heal th programs and ind iv :ldual users of contracep... 

ti ves that they are being provided with the safest and most 

effective cont~aceptive methods and that those methods are 

culturally acceptable and c.an be provided to those mo~\; in need of 

them. This objective is achievable only :Lf AID has access to per­

tinent data and can institute appropriate studies on which deci­

sions regarding contraceptive safety, ef_f:lcacy and acceptability 

can be based. 

Nearly all research relating to the development of new and/or 
improved contraceptive meth<:1ds including the evaluation of the 

short- a,1d long-term effect:s of existing and widely used contracep.=. 
tive methods has been conducted almost exclusively in developed 

countries. lhere is a paucity of data relatir.g to contraceptive 
acceptability, use, side effects and effectiveness in developing 

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

tion have been extensively evaluated in large-scale studies in 

England and the United Stat1~s. As far as it is laiown today, the 
findings of these investigations are pertinent to other 

developed countries. There is, hoPever, 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 

infect; ous and other disease::; alter the probabilities of oral con­

traceptive risks and benefits~. Both AID and developing country 

heal th authorities need to know how safe and effective contracef)­

ti ·1e methods can be provided to developing count.ries, especially to 

the poor, undernourished w:>mEm 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 k.rorld. The IFRP i.s in a unique position to provide this 

in formation. 

Since its inception in 1971. the IFRP has provided AID, the inves­

tigators with whom it works, and national a1nd international heal th 

organizations with data upon 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 co~duct 

clinical trials of contraceptive methods in a wide variety of clin­

ical and cultural settings, particularly in the developing world. 

The IFRP hC!s established a worldwide network of distinguished, 

experienced and committed biomedical investigators fully capable of 

conducting a variety of studies. The IFRP ha·s trained investiga­

tors within its network of investigators 1n both clinical and 

research areas' in order to improve their abil 1 ty to provide sol u­

tions to the problems of how best to develop and .improve contracep.= 

tive technology. The IFRP he1s also made extensive efforts to 

transfer to developing world institutions technology developert at 

the IFRP for the design, concl uct, analysis and reporting of clin­

ical trials and other studies to 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. Tne value of the methods under use conditions in countries 

where they will eventually be employed must be determined i~ 

advance of widespread use of these methods. 
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b. Since different contraceptive methods e1re associated with prob­

lems specific to particular developing count.ries, fvrther 

develoµuental w:irk and/or modification of the methods may be 
required in order for thE~ methods to bE?corne widely used. 

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

expanded. 

d. In-country work, testing and evaluation 1.s necessary to 

increase the speed with which the methods can become accepted 

and used within national family planning programs. 

e. 1he develop.nent of improved contraceptive delivery systems and 

the wider availability of contraceptive services, especially to 

those in need of them, is essential if the goal of health for 

all by the year 2000 is 1:.0 be achieved and if hundreds of mil­

lions of couples adapting to the changing and increasingly 

harsh socioeconomic conditions are to Y"each their expressed 

fertility goals. 

The IFRP, during its short e>:i.0 tence, has e:valuated many contracep... 

tive method,s in the developing world. This work is leading to the 

increasingly widespread use of several methods including voluntary 

sterilization, intrauterine devices and oral ccntraceptives. 

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 effectivene~ss have been evaluated and established 

in the developing world by local researchers. The result has been 

the prov is ion of safer and m"re effective contrc>cepti ve methods to 

more people. In addition. guidelines and policies have been estab­

lished for program managers relating to every aspect of fertility 

re5ulation. These actions. in turn, are contributing to improved 

health and a better quality e>f life for some of the v!orld 's 

poorest citizens. 

Continued use of the demonstrated capabilities of the IFP.P will 

enable AID to follow up on 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 c"ntinued now of information to 

developing countries that can be used to make important program­

matic d~cisions regarding the provision of health and family 

planning services. The conti.nued work of the IFRP will play an 

integral part in the implementation of thes.e decisio•1s. 
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8. Relationship of Proposed Research to Existing Knowledge 

Most of the contraceptive research and development conducted in the 

United States, er through United States based organizations, is for 

the development and evaluation of products (devices, drugs, etc) to 

be used in the United States. Many of these products are not 

sui for use in developing countries, especially l~ rural areas 

that le. )Oth trained personnel and adequate medical facilities. 

Also, the risks and benefits of contraceptive usage and pregr.ancy 

are very different for developed and developing countries. Given 

these differences, it is important for AID to be abl~ to turn to an 

organization, such as the IFUP, to answer questions related to the 

safety, efficacy, cost and demographic impact of contraceptive 

products. 

Pharmaceutical cor pcraticns in the United States evaluate new prod­

ucts to the extent required by the FDA. Issues relating to the 

safety of contraceptive products do not come from industry~ 

sponsored research. In the past, answers to many of the questions 

related to contraceptive safety have come from nonprofit organiza­

tions such as the World Heal 1:.h Clrganization, the Population Council 

ahd the IFRP. 

The major breakthroughs in contraceptive research that are 

occurring in the 1980s, for 1::xample, the u~1e 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 5.ntervening years, it is 

essential that the existing contraceptive 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. 'Ihe IFRP 

has the obligation to design the appropriate 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 ilas added significantly to the body 

of knowledge relating to contraceptive safe·ty and efficacy. Dt.tring 

this period more than 435 papers, monographs and books have been 

prepared 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 insE!rtion immediately 

postpartum and is in the process of developing a r.onsurgical method 

of female sterilization. It has compared different brands of oral 

~ontraceptives to assist in decisions relating to commodity pur­

chase. 1he IFRP has also developed and evaluated the gynecological 

syringe, which is now a common surgical instrument in ~Nrldwide 

use 

The IFRP, through its support. of research centers around the world, 

has made a major contributiori toward strengthening biomed :.cal 

research, thereby improving programs that provide family planning 

services. Other accomplishmemts of the IFRP that have proved to be 

significant improvements in the develoµnent of contraceptive prod~ 

ucts are detailed elsewhere i.n this proposal. 
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9. Relationship of Proposed Research to Work of other Investigators 

and Institutions 

C.Ontraceptive development and evaluation LS not the sole responsi­

bility of manufacturers of pharmaceutical products. Many depart­

ments of obstetrics and gyne·cology, 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 aspects of contraceptive evaluation, 

including preclinical evalua1tions and clinical phase I, II, III and 

IV (po stmar keting) trials. 

Contracts and grants from AID fund a wide variety of activities 

r~lated to the provision of contraceptive s;rvices, the develop:nent 

of new and improved contraceptive methods and the e'Jaluation of 

contraceptive safety and acceptability. 

In order to avoi1 duplication of effort the IFRP maintains an 

up-tc-".iate knowledge and awareness of any new jeveloJXQents and 

ongoing research through it~; relationships wi. t:1 departments of 

obstetrics and gynecology throughout the world, major phamaceutical 

firms, oth~r AID-funded organizations, corporatior.s and insti tu-

tions, and other branches cf government concerned with contracep... 

ti ve development and safety.. The IFRP will implement for HIH two 

contracts relating to contr<1ceptive develoJXDent in the USA. 

1"he IFRP al~o maintains clo:se liaison with all of the major popula­

tion organizations that sponsor services c:md/or research in areas 

related to IFRP' s interests, A brief description of the IFRP' s 

relationship to some of the majcr populaticn organizations follows. 

WHO (World Heal th Organ:lzation): The Special Program cf 

Research, Development and Research Training in Human Reproduc­

tion of the WHO evaluates many aspects of contraceptive de·:el­

opment, safety and acceptability. The IFRP works closely with 

the WHO staff and leadership to avoid duplication cf effort. 
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Representatives of the WHO are frequently invited to partici­
pate in IFRP meetings, comment on stud ii~s proposed by the IFRP 

that may be related to WHO activities and share ';he findings of 
IFRP-sponsored investigat:ions. The IFRP contributes tc the 

annual review of ongoing 1aontraceptive research that the WHO 

conducts and international liaison roeet:i.ngs that are attended 

by all significant public organizations involved in biomedical 

contraceptive research. 

PIACT (Program for the Introduction and Ad~ptation of Contra­

ceptive Technology): PIAC'f is pr.imarily involved with the pro­

duction and packing cf existing contrac~~ptives to meet .local 

conditions. The IFRP and PIACT have collaborated on sevt?ral 

projects, including an effort to develop a more effective way 

for the cold sterilization of IliDs and the production and eval­

uation of technical bulle 1t.ins for Egyptian pharmc;;ctsts who are 

major providers of c "'ltra<!eptives in th;:1t country. Del ta-Loop 

and Del ta-T IUDs have been provided to ~~he IF'RP for research by 

PIACT through their affil:iated organization in Mexico. Without 

this support, the IFRP' s t!xtensive evaluation and development 

of these IUDs for use in postpartum famHy planning programs 

would have been delayed by at least one year. 

PARFR (Program for Applied Rasearch on Fertility Regulation): 

The focus of the PARFR program, which is entirely funded by 

AID, is the provision of support through subco',tracts for basic 

animal research and phase I and II clininal studies on innova­

tive contraceptive methods. PARFR does not provide support for 

exp;mded clinical trials ()r epiciemiolgic~ investigations. The 

IFRP' s Research Department staff work closely with PARFR. Reg­

ular meetings are schedulE!d with the PAFtFR staff tei review and 

discuss each othere' program so as to mc:iintain close 

cooperation between the two organizations. PARFR does not hnve 

an extensive network of clinical investigators to cond':.K't phase 

II, III and IV (postmarketing) clinical trials, a research 

and/or field staff to initiate and monitor these trials, or a 
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research staff to analyze the results of these t~ials. '!he 

!FR?, therefore. assumes the rL.3ponsibility for conducting 

inves~igaticns tc evaluate ~ontraceptive methods and/or prcd­

ucts that should be tested in expanded clinical trials based on 

favorable results from the PARFR-funded prcj ects. 

Population Ccuncil: Tne Internati~nal Committee for Contracep­

tion Research (!CCR) cf t.he Population Council funds the dev el­

opment of new contraceptive technologies. The IFRP works 

closely with the Populati.on Council. thus minimizing any dupli­

cation of effort between the two organizations. and ensuring an 

efficient use of organiza1tional resourc:es. In the last few 

yea!"s the IFRP and the Population Council have collaborated on 

several projects. The IFRP is conducting studies cf the 

TCu-380 Ag IUD developed by the ?opulat.icn Council and is using 

the TCu-220C in its stud:Les of Delta-! IUDs. Future ccllabora­

tirin includes work on thE~ levonorgestre~l releasing IUD and 

studies of Norplant. a subdermal implant. 

Pc.pul aticn Informatioii Program, The Jo1ms Hopkins Uni ver ~1 tz:: 

This program ls funded to disseminate tnformation on all 

a:>pects of famUy plannilig to physicians, pclicy makers, and 

famEy planning administrators. Tne IFRP staff often collabo­

rate on the preparation and review of ·the Populatio~ Reports. 

Similar relationships e~ ist 1.ri. th other groups including IDRC, The 

Rockefeller Foundat..:ion and N1n·dic. 
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10. Co1atribution of Proposed Research to J.nstitution Building 

It is widely recognized that the IFRP's sp,nscrship of clinical 

contraceptive field trials in developing w'rld countries has: 

a. greatly enhanced the developl'lent of the research C3pabilities 

of the cooperating institutions and countries; 

b. increased in-country ayrareness of contraceptive-related 

research needs; 

c. stimulated in-country sponsorship of other research pertinent 

to reproductive health and family planning; and 

d. speeded up the time required for countrywide 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 assisteince and consul t~ation. The IFR? is actively working 

toward transferring its knowledge of the management, conduct and 

reporting of field trials to strengthen institutional capc:lbil i ties. 

These transfers are accornpll.shed by in-country training provided ~y 

the IFRP staff and by sp-ecic:1lized training at the !FRP. Tne IFRP 

also makes available skills from one country or region t.o another 

as the opportunity arises. 

Within the next few years the IFRP will expand considerably the 

research capabilities of so1me developing country institutions and 

national fertility research programs by providing them with spe­

cially designed microccmput1:rs. Utilizin€; the extensive 

programming knowledge and sldlls availablE~ at the IFRP, many of the 

IFRP' s loading, data editing and cleaning and analysis programs 

will be m:;;d ified and adapted for use by these microcomputers. The 

use of the microcomputers will make the transfer of progr~rns less 

expensive and considerably .speed up the process of technology 

transfer to institutions in developing co1.mtries, thereby enabling 

them to conduct their own i:ndependent res1:arch. 



Under Contract AID/csd-C-2979 the IFRP initiated the work to estab­

lish autonomous national fer1~ility research programs. The funding 

of these programs is now provided through a grant from AID 

{AID/pha-G-1198). tt is anttcipa~ed that funding for these '!Yt'O-

grams will continue. Some of these p:·ogra_ms also receive support 

for specific research wcrk funded under thE! IFRP' s contract to AID. 

The IFRP will continue to mal<e available to these national 

fertility research programs the professiom1l expertise of the IFRP 

and will continue to transfer to them all appropriate technical 

skills. 

The credibility and recognition of t.he institutions \Ii th whom the 

IFRP works is further enhanced through pubJLications relating to 

If RP-funded research. The IlrRP makes concE~rted efforts to encour­

age and aid its investigators in publishing and ~isseminating the 

findings cf IFRP-funded resedrch in local, national and interna­

tional journals and meetings. 
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11. Expected Results from Proposed! Resear-:!h 

It is generally agreed that it is not w1 thin the existing knowledge 

and available technology to produce the ideal contraceptive. one 

that is culturally acceptable to all cen and wc>men, that is 100$ 

effective and without serious adverse effects. !t is therefore 

mandatory that existing contraceptive methods and their 

modifications be made safer. more acceptable, l)JOre 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 contracepti v1:-related events. 

The IFRP, through its ~10rldwicte network C">f clinical investigators, 

is in a special posit.ion and ls uniquely qualified to provide AID 

(a major ~iupplier of commodities and contraceptive services) and 

individual investigators, program.;.; .:;:id countries with the necessary 

~ata and technical assistance on whicr; to ba1se decisions regarding 

the provision, use, safety, effectiveness and a~ceptability of 

different contraceptive mc.daU.ties. 

The work of the IFRP will significantly shorten the time required 

to develop and market new and improved contraceptive methods, with­

out jeopardizing the well-being of the user. The IFRP has provided 

AID, national governments, medical institutions, researchers, 

policy makers, contraceptive aervice provitie?rs and contraceptive 

users wi. th relevant informaticm 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, r~gional fertility research 

programs, funded by the IFRP, complement the oork of the IFRP and 

the IFRP is committed to further upgrading the technical skills of 
these regional programs. It :is expected th<:tt fertility research 

programs will continue tc hav1~ a significant impact on decisions 

regarding the provision, use i?md develoµnent of contraceptives. 
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Through its various publications, the U'RP will continue to be a 

source and provider of up-to-·date information. especiall~· with 

regard to its research and de~veloµ:nent work, but also to a widening 

circle of decision makers and concerned individuals. Local and 

regional IFRP-funded conferences will effectiv~ly disseminate 

up-to-date information relating to contraceptive technology. It is 

expected that these conferences will promote and increase the use 

of effecth·e methods of contraception. TI1e IFRP will continue to 

provide help to investigators to aid them in publishing the results 

of their studies, and will encourage them t.o present results at 

local, national and internati.onal meetings. 

The IFRP is an internationally known and recognized organization. 

The consider able experience smd talent of the IFRP staff will be 

invaluable in the continuation of its ~rork. 'file IFRP will continue 

to provide AID w~ th informati.on pertinent to its objectives for the 

development and ~revision bf safe, effective and acceptable methods 

of contrace?tion, especially to the developing ~'Orld. 1he overall 

ccnsequences of IFRP' s r.<ork will be to bring improved heal th care 

to women and children and offer a better social and economic envi­

rorunent for tens of millions of families who, in implev1enting their 

free and private decision to limit their fertility, will finally 

reduce the many interlocking politico-economic problems associated 

with too rapid and uncontrolled population growth. 
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12. Proposed Five Year Budget and Budget Line Item Justif rcation 

1981-82 1982-ilJ 1983-84 1984-85 1985-86 TOTAL 

$ $ $ $ $ $ 

Salaries and Wages 828,556 903,126 984 ,407 1,073,004 1,169,574 4,958,667 
Fringe Benefits 173,997 195,075 216,570 241,426 269,002 1,096,070 
Consul tan ts 30,269 31, 177 32,112 3Jt07S 'j4 ,067 160,700 
Travel-domestic 39,785 44,161 49,018 54 ,410 60,395 247,769 
Travel-foreign 145,638 160,202 176,222 19Jp844 213,228 889 ,134 

Equipment 19,396 20,000 21,000 22,000 23,000 105,396 

Material and Supplies 35,140 36,897 38,742 40,679 42,713 194 ,171 

Subcontracts .529,363 545,244 561,602 578,4?0 59'),803 2,310,462 

Service Centers 
Computer 330, 7 31 34 7 ,268 364 ,631 382,863 402,006 1,827,499 
Data Entry 28,793 30,233 31, 745 33,332 34,999 159,102 
Graphics 33,815 35,506 "J7 '281 39,145 loi.102 186,949 
Text Processing 136,217 143,028 150,179 157 ,688 165,57~~ 752,684 

-.J iiome Department 
-.J 

Research 150,382 164 ,074 178,623 196,205 213,864 903,148 

Programming 97,418 106,156 115 '710 126,.124 137,475 582,883 
International Projects 34' 737 37,736 41 ,350 43,565 4 7 ,485 204,873 

Other Direct Costs 
Overseas Off ice Expense 27 ,000 40~500 42,000 43,500 le5 ,000 198.000 
Freight 12.,344 13,332 13,999 14,699 15,434 69,808 
Conference Expense 134 '945 138, 993 ll~J D 163 147,458 15.1,882 716,441 
Information Dissemination 65,939 68,936 69,824 70,769 72, 772 348,240 
Other Purch~sed Services 7 fl42 7.356 7 p577 7.804 8,038 37,917 
Contract Labor __!7.:_L 2 9 J :B,262 34l!260 35,2881 36p 34 7 l 7J,450 

Total Direct Costs 2,893,900 J,102,262 3,:U0,015 3,535,328 3,179,758 16,621,263 

General and Administration 662,845 722,.501 787,526 858,403 935,659 3,966,934 

Fixed Fee ~348 77,557 82,750 882383 _9~,494 415,532 

TOTAL 3,629,093 J,902,320 4,180,291 4 ,482 ,114 4 ,809 ~ ~Hl 21,003,729 



BUDGET LINE ITEM JUSTIFICATION 

Salaries and Wages 1981-82 1982-83 1983-84 1984-85 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. 'Ihe amotmt budgeted takes 

into account the recruitment of personnel for ~everal positions that have been 

approved by AID, but are presently vacant. All positions appear on the organ­

ization chart in Appendix I, which also ;n~ludes those currently vacant. 

During contract year 1979-1980, AID/pha-C-1172 funded 53.7% of all direct 

labor charges. Al though the level of effort ex pended on behalf of AID con-

tract work will remain constant over the five-year period. the percentage of 

the total IFRP work the contract re~resents will decrease as the IFRP obtains 

additicnal non-AID contracts and grants. 

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

Fringe Benefits 1981-82 1982-83 1984-85 1985-86 

$ 173.997 195,07~; 216,570 241, 426 269,002 

Fringe Benefit Rate 21 $ 21.6$ 22~ 22.5% 23$ 

The increase in the fringe benefit rate C)ver the five years represents pro­

jected increases in the cost of the benefits and net any changes in the fringe 

benefit package. 

Consultants 1981....82 1982-83 1984-85 1985-86 

$ 30' 269 31' 177 32' 112 33,075 34,067 

78 



The IFRP is working toward making better use of the expertise available from 

the members of its Technical Advisory Ccmrnittee (TAC) whose consultancies 

(13,896 for contract y~ar 1982) are alsc included in this line item. The IFRP 

will rely on .:·:·n:>ul tan ts to provide expertise for its staff on specific 

projects; to review projects and specific doc\Xllents, and to share specialist 

knowledge. 

Travel-domestic 1981-82 1982-83 1983-84 1984-85 1985-86 

$ 39.785 4ll, 161 49,018 54,410 60, 395 

Domestic travel includes travPl of the IFRP staff to monitor ongoing projects 

and initiate new ones, travel of the professional staff to other research 

organizations to discuss collaboration 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 

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

in the cost of air travel. 

Travel-foreign 1981-82 1982-83 1983-84 1984-85 

$ 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 tec~iical 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 t~aining. 



The projected budget over the contract period renects the projected increase 

in the cost:. of air travel and per diems. 

Equipment 1981-82 1982-83 1983-84 1984-85 1985-86 

$ 19 t 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 loaned to contributors for the conduct 

of research projects. 

Materials 

2nd Suppli~~ 1981-82 1982-83 1983-84 1984-85 1985-86 

$ 35,140 36,897 38,742 ~o, 679 42,713 

This line item includes purchases of study supplies such as pregnancy tests, 

IUDs, oral contraceptives and barrier cc>ntracepti ves for clinical trials and 

ether research projects as well as materials to be used in projects at the 

IFRP. 

Subcontracts 1981-82 , 982-83 1983-84 1984-85 1985-86 

$ 529,363 545' 244 561 ,602 578,450 595,803 

The IFRP will continue to fund a signif1cant proportion of 1 ts 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 ~tud ies 

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~ da'l:.a collection. In ad di ti on, the 

IFRP will have an increasing number of ongoing Barrier, Fertility Awareness 

and Systeilli~s studies. 

The following list specifies both subcC>ntracts that a1re expected to be ongoing 

in con~ract 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 contr;:1ct proposal. 

Project 

Health Effects of Vasectomy 

Evaluation of Levonorgestrel-Releasing IUD 

Local Effects of a Levonorgestrel-Releasing IUD 

on the Endometrium and Genital Organs 

RAMOS studies Bali and Egypt 

Longitudinal Breast-Feeding 

Levoncrgestrel Concentrations in Target Tissues 

of Users of a Levonorgestrel-Releasing IUD 

Clinical Evaluation of Female Circumcision 

Relationship of Congenital Abnormalities to 

Contraception 

Negative Heal th Outcomes and Contraception 

Once-a-Month Injectable 

New Prcj ects 

Forms Reimbursement Subcontracts 
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Subtotal 

TOTAL 

1,981-1982 

$ 32. 102 

39. 328 

4,630 

94,387 

55,619 

3.870 

30,000 

25,000 

60,000 

20,000 

364,925 

53.500 

418,436 

110,927 

$529,363 



Service Centers 1981-82 1982-83 1983-84 1984-85 1985--86 

Computer $ 330,731 347,268 364,631 382,863 402,006 
Data Entry $ 28,793 30, 233 31,745 33.332 34,999 
Graphics $ 33,815 35' '506 37,281 39' 145 41 ' 102 
Text 

Processing $ 136,217 143 t 028 150. 179 157,688 156,572 

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

incurred during coutract year 1980. Increases projected over the f1 ve-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. 1bis increase is included in the five-year estimates. 

Home Department 1981-82 1982-83 1983-84 1984-85 1985-86 

Research $ 150' 382 164,074 178 t 623 196,205 213,864 

Programming $ 97,418 106,i56 115,710 126,124 137,475 
International 

Projects ... 34,737 37' 1'36 41,350 43' 565 47,485 ... 

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

specifically ~harged to contracts/grants by direct department personnel and 
the salaries of support personnel within each direct department. 

lbe 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 ever the five-year contract period. 

Other Di:-ect 

Costs 

Over seas Office 

Expense 

Freight 

1981-82 

$ 27,000 

$ 12,344 

, 982-83 

40' 500 

13,332 

1983-84 

42,000 

13,999 

1984-85 

43,500 

14,699 

1985-86 

45,500 

15,434 

--- ---------- ____ _J 



Confere.nce 

Expense $ 134,945 138.993 143,163 . 147' 458 151,882 

Information 

Disseuiination $ 65 f 939 68,936 69. 824 70,769 72,772 

Other Pur<lhfiaed 

Services $ 7 t 142 1t3~)6 7,577 7,804 8,038 

Contract Labor $ 32,293 33,262 34, 260 35,288 36,347 

Ovrrseas Office Expense - in~ludes rental of facilities and general office 

expenditures for the Geneva and ~gota offices. InclL,'<ied in this budget is 

the addition of a third regional offi.ce in Africa during contract year 

1982-83. 

Freight - is calculated at present rc:1tes and an increase of 83 per year is 

projected. This projection covers ex:pected increa.ses in the rates of air and 
surface shipping. Freight includes shipment of comocdities, forms, study sup-

plies, etc. 

Conference Expense - The IFRP will ccintinue to sponsor international 

conferences on family planning and fertility control. Up to three major 

conferences are planned each year that will be sponsored by the IFRP either 

alone or with the collaboration of ot.her research and population agencies. 

Tilis 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 proceed i.ngs. The increase over' the five-year 

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

Information Dissemination - This line, item covers the purchase of subscrip­

tions of the IJGO for overseas distri.bution at $22. 50 per subscription for 

FY 1981-82 as specified in the agreelJllent 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 some projects. the ff RP con­

tracts for services or labor outside of the organization. The Purchased Serv­
ices line item includes projected expenditures for tests requiring facilities 
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not available at the IFRP. It also provides funds for fixed priced labor 
subcontracts. For some specific projects it is more cost effective for the 

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

of a Cold Sterilization Method of Coppe!r IUDs a>'ld various computer loading and 
analysis systems/tables. 

General and 

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

$ 662,845 722. 501 787.526 858,403 935,659 

The General and Administrative rate is projected at 801 cf Salaries and Wages 
for the contract period. 

Fixed Fee 1981-82 1982-83 1983-84 1984-85 1985-86 

$ 72.348 77 t 557 82,750 88,383 94,494 

The fixed fee for this contract is 2. 5,; of direct cos.ts. This fee is consid-

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

eex129.1 
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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 suosequent 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 :evel 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 co~duct Phase IV (post-marketing) 

triais. We believe this reflects a reasonable projection of 

activity. 

Having the primary responsibility for carrying out Phase III 

clinical trials and Phase IV studies v~sted in a single or­

ganization such as IFRP provides significant economies. Con­

sidering the great expense o~ 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 continuous assistance to 

AID by testing and evaluating the performance, safety, and 

accep~ability 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 contracepU.ves, copper IUDs and 

Neo Sampoon foaming vaginal contraceptive cat>lets. An additional 

array of pctenti&lly useful methods are currently being tested. 

Moreover, the orr,anj_zation has entered the area of 11 Phase IV" 

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

·1ari.ou.s fertility control methods and this information will become 

of increasingly greater importance to AID. Tne proposing offic~ 

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

Its continuation is strongly urged. 

0/__,'r1.b'...- !..t~ _.J-~-<.../.~ -----
Signc:ture of Monitor, J.D. Shelton 

Sign~~ure of Duff. Gy?Gillespie 
Ch:i.£f, Research Division 
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Signature of ~.fonitor, H. E. ~-iamlouk 

t re of J.J. Speidel 
g_j Director, Office of Population 




