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A. PROJECT SUMMARI 

1. Statistical 

~rglect Title: InternAtlonRl Fertility Re~p.arc h Program (IYRP) 

Ney or Exten~: Extpnsion 

k2n1racto[ and Address: Primary Contr~ctor - International Fertilltr 
Re!'earch Program I Inc. 
Research Triangle Park, 
North Cacolina 

Principal Inyestigatgr: Dr. Elton Kes~el 

Duration: RAC authorized duration: 
RAC authorized rUDdinR: 
Addltion~l (undin" requested: 
Extpnsion or duration rpquestp.d : 

7 years (6/71 - 7178) 
7 years (6171 - 7178) 
3 years (8/78 - 7181) 
3 years (8178 - 7181) 

Iotal Estimated Costj 

Amount RegYfsted (or 
BAe Approyal: 

Funding bv 
FY 71 
FY 72 
FI 73 
FY 74 
FY 75 
FY 76 

Fiscal Years: 
3,106,000 
1,800,000 

o 
1,499,610 
2,M5,OOO 
3,000,000 

TQ 
FY 77 
FY 78 
FY 79 
FY 80 

DS/POP/J.J. Speidel! 

o 
3.590,266 
3,250,000 
3,500,000 
3,750,000 

Prolect Han~: 
DS/POP/B E.S. Magyire/J.D. ~eltQD 

2. Narratiye 

Th~ International Fertility R~senrch Pro~ramme (IFRP) has been established 
to conduct comparative field trinls on np.w meAns of fertility c,ntrol 1n 
th~ leas developed countries. Since its inception, collaborptlng investi
gators have joinE'd thi.e program and studif"s relaUng to SE'ven fIIajor r~rtl1-

ity control mod8liti~s have been developed, initiate~ and completed. 
Considerable scientific data concerning the performance of various means of 
fertility control are now available from the IFRP to guide family planning 
program administrators. 

a. Oyer the 
contributIoDs 
steated; 

past six and 
to the field 

a balf year,. I~RP bas made the folloving malor 
of fertIlity control technolQgy. It bas demoD_ 

• 
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(1). the safety, pffic.cy ~nd acceptabtlity of fe.al .. st~riltzatlon 
by minilaD in developtn~ countries, p8rti~ulArly 1n the outp~tip.nt 
setting, 

(2). the safety, efficacy and acopptRbillty of fe.alp. laparoscopic 
sterilization via the tubal ring in developing countries, 

(3). the' safety, efftcacy and Rlcceptabil1ty of men;,trual regylatioG 
in developing countrirs, 

(4). the relatlve ~ of safety of female steriliz.tion by 
colpotomy. 

(5). higher pre~nRncy rates with the Hylkg clio technique of female 
sterlllzRtlClo, 

(6). the ~fety of 10001 ane;,the~ia for ~roscgDic sterilization, 

(7). the accpptab1l1ty of vasectgmy io p Latin American setting, 

(8). the safety and efficacy of using a hand pump in the performance 
of menstryal reeulatioD, 

(9). the competence of paramedicBI personnel to perform menstrual 
regulaUgo, 

(10). the effectiveness of copper containing IUDs (Cu_T_2QO) tor up to 
six years of use, and 

(11), the symptoms associated with three different oral contracep
tives, and symptoms Rs~oclated with "crossover" to another oral con
traceptive. 

b. ,fRP and AID have agreed tg undertake. or ace di;,cys;,lng undertaking, 
the fgllowing [ .. ;,earcb pro1ects: 

(1). Conventional or "barrier" methods of contraception such as 
foaming vaginal tablets aod suppositories, the vaRina 1 collagen sponge 
and "e-Film" spermicidal agent. 

(2). Intrauterine quinicrine pellet! for femal~ st~rilizatlon. 

(3). Needlescope ~nd laparocator techniqup.s for female sterilization. 

<_>, Bleier clip for fem~lc sterilization. 

(~). Technlqup.s for rev~r!al ot male and female sterilization. 

(61
). Use of' "Va! flushing" alon,; with vasectomy to obtain azoospermia 

at the time of the operation. 

(7). Evaluation or low dose (30-35 mcg estrogc~) oral contraceptive •. 
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(8). ImmeaiRtcly post-placental IUDs with blodegradanle extensions to 
obtain acceptable rates of expulsion. 

(9). Medicated IUDs with antiflbrinolytic agents s, well as IUDs med
icated with longer acting steroids. 

(10). Long-term follow-up study of abortion sequelae. 

(11). Thromboembolic surve illance study of Asian women. 

(12). Analysia of the world'~ largest dat& b~se on IUD's and on men
strual regulation. 

(13). Evaluation of the new "lrlparocator" for female sterilization. 

During thE> last reviE'w of the IFRP contract on April 1, 1911, the_ Research 
Advisory committee (RAC) recommpndf'd that the- pro.1e-ct be extended for one 
year at the level of 3.7 million for continuation of current rese~rch 
actlvitl.es. Future support and funding levels of IFRP were to be 
contingent on the outcome of a spe0ial RAC evaluation to be carried out 
during 1917, 

ThE' RAC subcommittee conducted it.s ~tte visit of IFRP on September 6 lind 1, 
1977. While their over~ll ~Yaluatlon of IFRP was favorable-, a list of spe
cific rrcommendations were made concerning the future .scope and level of 
IFRP's activities {See Progr~ss Repdft , ExpandeQ Narrative Stateme-nt}. 
These recommendations hAve been complied with i '/ full and thh compl L"nce 
1s clearly reflectrd in the Project Statement. 

c. During the next contract period, the following changes can be noted: 

(1). IFRP's scope of work will be narrowed t~ focu~ on Phas~ 111 
clinical t~sting of f~rtiltty control technologies and 11mit~d Phase- I 
and Pha se II research . Following the expiration of Contract 
AID/pha-C-tl11, development and testing of new and improved IUDs will 
be conducted und~r the IFRP research contract. Other IFRP activities, 
out s ide "pure research", will be funded under an extension of the cur
rent grAnt. 

(2) . Thf numher of ac t i v ~ Research Centers conducting sophisticated 
investi gation s will be rp.duccd to 55. 

(l), A tightened 
ment and approval 

organizational structure aud rev13ed study develop
procpss vtll be j pffect. , 

(4). Propospd funding levrls for FY 78, FY 79 and FY 80 reprp.sent 
mo re than a a 50J r f>ductl on 1n the funding request submitted fo:" RAe 
rev ie w in 1917. 

8 . Expan~ ed Narratiye Statement 

t . Pro lec t Descrip ti on . Background and Progress Beport 

a . Descri ption and BackgrOu nd 
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The International Fertilit.y Research Program was established July 1, 
1971, to permit rapid, hi~h-qu~\ity clinical trials of new means of 
fertility control undpr USE' conditions in a spectrum of countrips and 
cultures . Objectivity and comparability are sought by USE." of stat.h
tical and ppidellliological t.pchniques E'lIIploying standard data collection 
formats and c~ntral analysis of d~ta. There are now numerous fE'rtility 
control techniques, not yet. in ~linical practic~ in develop1ng coun
tries, but which havE' the potential of markpd ~dv~nces 1n ease of use, 
rE'11ability and acceptability. Particularly, the newer IUDs, improved 
sterilization techniques, barrier methods and various steroidal contra
ceptives urgently requirE' com paratlve clinical tp.sting. The program 
aleo supports spE'ctal fiE'ld trials of promisin~ methods and assessment 
o~ the success of c~rtain othE'rs. The most important result of thls 
project is the rapid ev~luatton of various means of fe t11ity control, 
a process either 1mpossible or requiring years of exp~ ienoe in the 
cbsence of dirrctly comparable clinical field trials. 

During the six and one-half years of its existence, the IFRP has pro
duced standardized study protocols, data collection instruments, 
instructi on m8nual~ and computE'r programs to rapidly analyze r~search 
data in eight major study areas: intrauterine contr~ception, systemic 
contraception (both oral and injpctable), female sterilization, male 
sterilization, barripr contraceptives, menstrual regulation and preg
nancy ter~tnation, ~pidemiological surveys and equipment integral to 
fertility control ' ?chnology, The IFRP now has a significant capabil
ity for Phase I and II rp.n ~ a rch on intrauterine devices . IFRP has 
established rE'lationships with over 300 physiCians 1n over 40 coun
tries, primarily less developed oountries (LOC's) • . 

The headquarters of the IFRP is 1n Research Triangle Park, North 
Carolina, where management of the programs is effected through continu
ous dialoguE' with the contributing physic i nns, site visits, and 
periodic Contributor confprencps. As IFRP research methodology has 
attract~d thp interest of nAtional groups in LDCs, several national 
semiautonomous fertility rrsearch programs hav .! begun to be estab
lished, using IFRP standard forms and computer systems as the basis for 
their or~anization . 

The research efforts of IFRP add Significantly to the body of scien
tific knowlrdge in the field of fertility control technology. Fpedback 
from IFRP to its contributors in thr form of computer generated 
standard tAble~ and ~pecial analyses enable leading clin101ans in LDCs 
to write rpsearch reports of pxcellent quality. The IFRP staff also 
prepare reports of pooled data from mAny parts of the world. Informa
tion about methods which have proven safer, more effective and more 
acceptable is dissemi~ JtE'd widely through sciE'ntific conferenop~ and 
~·"blications including thF" lnternetignal Journal of Gmaecolgcy and 
OD=tetr1cs which is the official organ of the IFRP and the Interna
tional Federation of Gynaecology and Obstetrics (FIGO). 

A Medical Advisory Committpe determines broad research priorities among 
the many drugs, devi~es and procedures that are appearing in the field. 
A Protection of Human Subjects Committee approves each new method and 
study design and periodically reviews study results to asaure that the 



benefit~ derived outweigh the ri~k~ to volunteer~ participating in 
them. 

Support of this pro~ram is sought in ord~r to continue this uniquely 
effective international mechanism for field t~stin~ fertility control 
methods, techniqup.s and devices, which provides data relating to the 
safety, effectLveness, and acc~ptabiiity of these methods. The 
instjtutlonallz~tion of family plAn ning in many countries has hpight
ened interest on the part of gcvermnerlt ofrLcit'lh t administrators and 
clinici~ns in the means of Abhieving fertility control. Scientifically 
designed Bnd carefully monitored gtudies under u~e conditions at the 
clinics and hospitals offer the best opportunity for impRrtial 
evaluation of the method.!'. The present and pro(jected computer data 
base of IFRP 19 an important souree of information in the eight ge.neral 
study areas c ited above. IFRP also will support rE'search nE'eded to 
brIng promising methods of fertility control to the point where clin
ical stUdies are appropriate. As needed, Ilmitp,d Phase I ~nd Pha~£ II 
research is done on a limited basis. This ha.!l been particularly true 
of IUDs. The IFRP international network of Contributors will continue 
to be thp rina1 common path for field trials, under use c:lnditions in 
the LDCs, ot npw and improver! fertility control. technology developed at 
IFRP, under other AID projp.cts and through other public and private 
agenCies. 

Continuation of the program will provide for trAining of collAborating 
invp.stigators in thp newer tpchnlques of fertility control s~ thRt 
clinical trials can be initiated in the LDC setting. Interpretation of 
computp.r programmp~ standard tables imposes a form of ~uality control 
in scientific rp.port~. 

During the last few years of the Program, the lp.vel of eXpP.rtise has 
bepn ~eveloped to such a de~re~ among Contributors in sp.veral LOes that 
semiautonomous research programs are being organized, utilizin~ IFRP 
research methodology, i.e. India, BAn~ladesh, Colombia and the Sudan. 
Further transfp.r of trchnology and responsibility to national fertIlity 
research proRrams will be fu~ded through other avenues. 

IFRP was organized on July 1, 1911. The initiRl contract period wa~ 
for a total of five years, to June 30, 1916, with initial funding for 
three years , to June 1974. Subsequently, Ruthorization was provided to 
extpnd the period of services an~ funding to July 30, 1918, a total of 
seven years. By thp end of 191~, lFRP had developed into a large 
international field triAl Centpr with its own administration. It was 
then decided by mutual agreement of the University of North carolina, 
AID, and IFRP that the program could operate as an independent non
profit foundation. On February 14, 1915, the IFRP officially separated 
from the University Rnd is now located in Research TriAngle Park, North 
Carolina. The current proposal requests continued support of the Prc
gram for an additional three years, effective July 31, 1978 when the 
present funding authority expires. 

b. Progress Report 

An comprehensive evaluation of the program was made by the Research 
Division of the Office of Population and ~y a Subcommittee of the 



R~sei'lrch Advi!'1ory Committl"': (RAC) in Septf"mber 1911. Both evaluations 
recommended continuRtion of the project. The followin~ were the RAC 
recommendations: 

RAC SUBCOMMITTEE RECOMHEND~TIONS 

1) IFRP should set and then try to resoect its ceilings 
on the number of participating centers, the amount of data 
to be generated, ~nd the duration of data collection for 
each study. 

2) IFRP should invP!'1t less effort and be more selective 
in maintaining i'lccumul<'ltf'd data as a r('lpository of data 
for future use. 

3) IFRP should devf'lop more complex stu~y designs and 
use more sophistic<'lted analytic<'ll techniques in processing 
existing data. 

4) IFRP should tprminate thos~ studies where enough data 
have alrei'ldy been g~thered. 

5) Institution building efforts should be limited to 
those required for direct researcn objectives. 

6) IFRP should continue to place its greatest emphasis 
on practical Stage-3 research although a limited a~ount of 
relevant Stage-l and Stage-2 research should ~e continued. 

7) IFRP should crf><'lte overall study plans fOi' each vf 
the six major areR~ of work and should give prio~ity to 
specific elements in progressive time periods. 

8) IFRP should concentrate on studying the clinical and 
closely-reli'ltf'~ allied services needed for the implementa
tion of the vi'lrious contraceptive tecrnologies. 

9) IFRP should not attempt to cover the much broader 
administrative, community and socii'll aspects of family 
planning program df'velopment and operation except on a 
pilot basis, and then only after review and approval by 
AID. 

10) IFRP library and information services shoula aim at 
meeting the directly related needs of IFRP staff ~nd col
laborators and not at developing a world library resource 
1n the field. 

11) IFRP should reassess its staffing p~ttern and the 
makeup of its consultative groups to be sure that they 
meet the future needs of the program. 

12) IFRP should similarly reassess its ovrrall structure 
and its i~ternal administrative mechanisms to be certain 



th"t t he y a r t> d c~t,ll;ned to producy thp dr . red rE'sutts with 
thr l e~~l PO~3 ibl (> ex pend iture of time and effort. 

1 .~) iF'R P fundin~ s ho uld bf' rE'ducE'd from that rE'quested in 
it!" F'e bruaq' 1977 proposal in keeping with the above con
tractions o f the ~copc of ~ork, more strictly limitin~ its 
cti vitiE:"s to it!! pri mary ~ol'll of "pure research." 

1 ~ ) In the futurp , on ly th~ r~search components of the 
t f RP pr0il:ram to be undertaken with AID funding should be 
revi ewed by RAC for its approval prior to their impiemen 

t atton . 

Chan2es Inst ityted as a Result of 
RAC Subcommittee RecommendatiQns 

( 1). El(,ln('nLs cover 'f'd under thl" Project Statement. A limited numhf'r 
o f RC ivities a r p propos('d 1n thl ~ documf>nt, all closely rel,ted to 
r f'sl1arch and cons ist('nt witt> th f" RA C s ubcommittee recOIDmendations. 
Th ese inc ludf' ! 

(a). Sl agp - l contra ceptive research (the major component)j 

( b) . A limited ~mount of Stage-1 and Stage-2 researchj 

(e). A l i~it ed amount of training and equipment relevant to the 
rf:" sea r ch ; 

(d ) . Anal ysis o f da t a a l rrad y tn the IFRP data blink; and 

(e) . Limited dist r ibut io n of rr~~~ rch finding~ such as presenta
tions at meetlnf1 ~ .1nd t hr> Tn t" rnatlona l Journa l of OB-GYN. 

(2). Parlictpat In~ Cpnlr>r~. 

Du r i ng thf' P-1st. ye:lr , lh f' o(' I1" lni zat l en h,'! , rarefully sc rutinizf:'d the 
instituti ons wherf' rh('se ph ysic tlln s are 100R t ed a nd f' valuated th E' oapa 
bll1ty of thp mc-diNll stiirr. F'lfty-fiv p ('5 5) of thes e faciliti es havf' 
been cl assif l pd as r"s(.')rc'h cen ters CRpl\blp o f excell en t" highly 
sophi stica\..ed invc.:;ti17::i t ion!'. F'ivp (5) ar "! l oca ted t n the Un1tprt 
St a t,.. ... , spvpn (1) In othfr 1cv1loppd coun ri~s and forty three (i13) 1n 
fOCs . There arc an ~ 1rtiti or.~ 1 w~nty onp ( 21 ) centers i n LDCs capable 
of reliable respar~h of limltpd so ph i s t i c~t ion. 

() . Oyerpll Structure Bnd Staffing Pa ttern 

T ~ IPRP ha s recent ly und~r~one an tn-depth spt f eva l ua tion . First , its 
obj ecti ves wer €'- r eviewed anr1 re.q fftrmed as: (1 ) fi el d testing of new 
de~l elopmf'n ts in fer til tty m'lnagl'm<>nt t.f' chnologie s which (a) offer 
improved protect ion against un wanted pre~nanc y over technologies i n 
ge npra l use In LOCs or (b) o ffpr C'Q u1l prot f' c tion at lesspr costs in 
rpsour ces or c) offe r eQu.q} pro tpct ion with r~duced d iscom fort or side 
effects to thp use r; (2) bulld!n p: <I pr'orpsstonal , cap<lbl e . interna 
tiona l cadrE' of c l inical JI. vestigator s tn t.hE' fertil i t y managemen t 
f1E'ldj and () ~sisttng l ~ss de veloped countrie~ in e~tablisn t~6 their 



ovn f~rtility research programs. 

An organization was then designed to me~t the needs of ~nage.ent by 
objectivp for the nut rive yfoars. All work es tilllated to be requir~d 
wla r2viewed and new position descriptions werp written to absi"n 
r~,ponsibility and distribut~ workload. Qu~lifications for each posi
tion WE're then defined and staffing adjustments were implemented in 
Srptember, 1917. In addition, thp Medical Advisory and Protection of 
Human Subjf!cts C.()mmitt~~s are ..!urrently under review in line RAC eub
committee recommendations. 

(_). Reevaluation of Ongoing Studies and Revised Procedure tor New 
Study Development. 

As tne revisp.d organiz~tion began to function, 8 comprehonsive 
review of all activities was instituted. Protocols for each study 
area are being revised to move ~way from straight tec~nologlc81 com
parisons and toward more c(j!llprf!h~n81ve research and more sophistica-' 
t.ed analysis. 

l'he nc,xt 3tep, conducted concurrently with protoool rev1sirlO, was a 
comprehensive review of all st~dies underway and in the planning 
stage. DatA collection for studies on \tlich adequate data existed 
were termina t ed. Rese~rch centers were scrutinized and reclassi
fied. Centers with demonstrated capability for high quality 
sophisticated research were olassified as Research C~nters. The 
number of Research Centers will be maintained at ab~ut fifty . At 
the conolusion of the reorientation of work within the organization, 
the process of study development and approval was ree~amined. The 
modus operandi of tFRP at present is: to review careCully, with a 
Medical Advisory Committe~ ot experts outside the tFRP starf, each 
modification or existing and new human reproduotive management tech
niques to i1~U,f it~ characteristics u well as its appropriateness 
for wi~espread use in rrproductive management programs, particularly 
thos~ concerned with delivery of service in rural arras of thr 
developing world. From this review, teohnologies are ohosen for 
field trials under use conditions. 

Once a technology ha~ bren chosen, the Associate Director tor 
Research convenes a staff Task Force composed of scientific prrson
nel with r~levant expertise to plan a study strategy. Thi~ strAtegy 
is reviewed with the Protection of Human Subject coamitt~~. Follow
ing clparance by this Committee, the scientific statr designs the 
stUdy. This includes production of a protocol, data collection 
instruments, instruction manuals, data processing screening pro
grams, computer analysis programs, and all ether tools necessary for 
the conduct of the field trials. As this work progresses, Research 
Centers are selected on the basis ot their cap~bilities to meet the 
requirements of the study. An agreement for the conduct ot the 
field trial~ 1~ thpn arranged between thG trRP and the Centers. 

Data are collected from the one or more Centers where the field 
trials are tpking place, screened visually and by computer, and 
loaded into computer memory b~nks. From these banks, the dAta are 
analyzed and publications prepared by the Contributore Cor dissesi-



nation within their own country and by IFRP for profession~l jour
nal~, lntern~tional conferences, and through other media in order 
that widesprend knowled~e of the effectiveness of the t~chnology may 
be brou~ht to the attention of all program managers. 

Priorities within each of the eight study are~s are deter~i,ed by 
the Task Force responsible for the individual area. Overall 
priorities for studies ~rp set by a committee composed of the 
Director, Medical Director, and the Associate Directors of IFRP. 
Priorities are reviewed on a monthly basis. 

(5). More Complex Study D€si~n. 
Although hasic, straightforward, randomized clinical trials have been 
the backbone of IFRP's re3ear~h, IFRP recognizes the need for more com
plex study d~signs and i~ vi~orously pursuing implementation of such 
techniques. Some example~ prep~red or already underway are: 

(a) Multivariate analysis of pooled IUD datA to determine factors 
influencing efficacy and discontinuntion; 

(b) Multiv~ri~te ~nalysis of factors (including induced ~bortions) 
influencing spontaneou~ abortion, st~llbirths and low birthweight 
infant~ in Singapore; 

(c) Correlation of objective meesurements of blood loss with sub
jective representations using the Automatic Interaction Detection 
(AID) computer program; 

(d) Case-control study of Thromboembolic Disorders in Asian Women; 

(e) Development of improved life-table technique for evaluating IUD 
continuation; 

(f) Development of an "irregularity index" for a~sessing degree of 
menstrual irregularity. 

(g) Several "crossover" studies of oral contraceptives involving 
blind ~rossover from several brands of pills to each other. 

IFRP will continue to strive for more sophistication in study design 
and analysis. In addition to individuals recently hired who have 
biostatistical backgrounds, IFRP is making increased use of expertise 
available at nearby universities. 

(6) Institution Building. 
Institution building will only be for the purpose of reaching direct 
research objectives. (See Section 7, "Contribution to Institution 
Building.") 

(7). Reduced Funding Request. 
Since this proposal is limited in scope to the more directly research 
related aspects of IFRP's activities, the funding is reduced from the 
February, 1977 proposal which called for 7,683,614 for FY 1979. 

Additional information of the RAC subcommittee evaluation as well as 



A. I. D. 's own evaluation is presented in section 10, "I~jternal and 
External Review." 

Research Accomplishments 

The work accomplished to date may be summarized as follows: 

(1). Straight and Comparativ~ clinical study protocols and data 
collection instruments have tpen designed, pretested, refined and 
placed into wide field use in the major stu~y areas, i.e. pregnancy 
termination, menstrual regul ation, IUDs, mal.e and female sterilization, 
and systemic contraceptives (orals and injectable~). 

(2). Data processing and analysis hav~ reached a high degree of 
sophistication, reliability and efficiency. 

(3). IFRP has established an international network of more than 300 
Contributors in over 40 countries. The~e clinical investigators hRve 
been trained in IFRP research methodology and medical procedul'es, and 
are &ble to conduct standardized clinical trials . 

(4). Several national and regional fertility research programs are in 
the pr0~ess of being organized to coordinate the research aptivities, 
including datd collection management, in their geographic areas. Semi
autonomous programs are now fune:tioning 1n India, Bangladesh, Colombia 
and the Sudan. 

(5). The computer capabilities have been employed to provide dat.a on 
field use of new means of fertility control in t~e program context 
through a Family Planning Clin!c Record system, a Maternity Record sys
tem, and recor(; system for Community-Based Distribution of Contracep
tives. 

(6). In collaboration with its Contributcrs, IFRP has played a major 
role in developing improved techniques of fertility regulation. 

(7). Research data on more than 300,000 cases in the ~tudy are~s have 
been processed and loaded into the IFRP data bank. 

(8). In excess of seven hundred seventy five (775) scier.tific papers 
and consultant reports have been prepared by IFRP staff and Contribu
tors to disseminate research findings. Presently, over one hundred 
(100) scientific papers are prepared each year. 

(9). Under IFRP auspicies, and in cooperation with the International 
Federation of Gynaecology and Obstetrics (FIGO), the International 
Journal of GyndecoloiY and Obstetrics has been revitalized with a new 
expanded format, a markedly increased distribution &nd an impl 'ved 
quality of articles. 

Significant work in the major study areas are detailed below: 



lDtraut~rineContr~cp.ptjon 

There ~re now a ~re~t v~ripty of JUD~ in existpnce and undpr development, 
both inert devices and those contrlining active agents such as hormones and 
metals. Most of these IUDs n~ed clinical testing on a small population 
(less than 1000 subjects) to obt~in a preliminary assessment of their 
worth. Promisin~ desi~ns c~n th~n be entered into comparative trials. 
Additional clinical data on a variety of IUDs is needed to allow analysis 
to discover which desi~n parameters are relrlted to performance. Early 
removal for pain, bleedinll; or r:l combination thereof iB the sin~le most. 
important problem to solve. ~ number of bioartive IUDs containing, for 
example, anti-bleeding r:lgents, hormones or metals show promise in this 
regard and will be avail~bl~ for testlng. 

IFRP has prep8red the following protocols with the associated data 
collection instrument, instruction manuals, computpr programs, and other 
necessary procedures. 

1. General Protocol for Comparative IUD Studies 

2. Protocol for the Comparative Study of IUD l'llsertion Technique -
Endometrial Aspiration Prior to IUD Insertion 

3. General Protocol 

As of the date of this Project Paper, the following ~tudies have been 
completed with the results indicated. 

1. Lippes D vs.Anti~on F. Aftrr one year the pertinent event rates, 
continuation, and loss-to-follow-up were not significantly dif
ferent. 

2. IUM vs. Wishbone IUM. One year of use of both versions of the 
IUM resulted in low pregnancy rates, low expulsion rates, and low 
bleeding and/or pain removal rates in postabortion women. 

3. Copper-To The results of t.he long-term effectiveness study indi
cate that the Cu-T-200 is a safe and effective contraceptive for 
at least six years. 

4. Copper-7. Evaluation of the long-term USt (~ years) effective
ness of the Cu-7-200, indicated that the yearly rates of rreg
nancy, expUlsion and r€mov~l for medical reasons did not increase 
with increasing duration of use. 

5. Spring Coil with Hydron Coating vs. Spring Coil. The Spring Coil 
is associated with a low pregnancy rate but the accompanying 
~emoval rate for bleeding remained unacceptable with Hydron coat
ing. 

6. Lippes-C with Copper vs. Lippes C. There was no significant dif
ference in any of the pertinent event rates. 

7. lUM with Hydron v~ IUM-EVA vs. rUM. With the use of bleeding 
calendars, it wa~ determined that the standard lUM was associated 



with If'f.!'l blf"r<1ing than the Hy<1ron coate<1 device. The soft IUM
FVA was RSS00i~tr<1 with hi~h expulsion rates. 

8. Ypsilon vs. Lippes D. A comparative trial of the Ypsilon and 
Lippes Loop D W3S t~rminatpd because of high expUlsion r~te of 
the Ypsilon. 

9. Dalkon Shield for interval patients. The pregnancy and expulsion 
rates arE' low an<1 the bleedin~/pain rate is high in interval 
women. 

10. Tecna Fillid IH'v ice for intflrvHl Pi'lt ic·ntfl. Event rates i'\re hi~her 
than thosr prr'v iousl y rpportrd for thf' M-<1f"v icE', the Loop 0 an<1 
Dalkon Shirl<1 in thi~ clinic. Bl~edinp, 3ssoc1ate<1 with thp use 
of this <1pvicr was hPHVY ~nd persistent. 

11. Latex LeAf vs. Lippf's D for interval patients. Preliminary 
resul ts show n lowel' EX pulsion and blEeding/pain removal rate for 
the Latex Leaf, nnd no si~nificant difference in the reports of 
leukorrhea. 

12. TR-1O for intervrll pA tients . The pregnancy rate was high, but 
lower than that for two othe~ inert T-shaped devices. This study 
confirmed the hypothesis that pregnancy rate is invers~ly associ
ated with thicknFss of the IUD. 

13. U-Coil and U-Coil with Proge~teron~, Ouadracoil and Ouadracoil 
with Copper, and U-Coil with AMCA and U-Coil with Cop~er. Analy
sis of the quantitrltive rpsults indicat~s reduction of mean blood 
loss with insertion of pro~esterone U-Cuils, while the mean blood 
loss increaSEd with thp Plain U-Coil. There was no difference 
betwf'f'n thf' Ouadracoi 1 i1n<1 the OuadrAcoil with Copper. Reports of 
heavy menstrual bleFdin~ were morf' prevalent at the one- and 
three-month follow-up~ for the Copper U-Coil acceptors than for 
those usin~ the AMCA-Ioaded U-Coil) demonstrating the capAcity of 
tranexnmic acid to rrducf' menstrunl bloo<1 loss based on percep
tual reports. 

14. Copper-7 nnct Copper-7 with Zinc for interval patients. T~e addi
tion of zinc reduces thE ratE of pregnancy ~nd decreasing the 
size of the Cu-7 reduces the expUlsion ratf'. 

15. M 211 and M 213 for interval patient:'l. The wider M 211 has a 
significantly lower pregnancy rate than the 213. 

16. Latex Leaf with Copper and Zinc for postpartum patients. The 
Latex Leaf compares favorably with the Lippes Loop in this post
part urn study. 

17. ruM for postabort ion pat ients. Pr~gnancy, expUlsion and 
blee<1ing/pain removal rat~~ derived from thi~ study compared 
favorably to similar r3tes derived from a preliminary study of 
interval IUM ifis~rtions and to results from stud~es of 
postabortion insertions using other device~. 



18. Lippes D Clnd Lippes D with Silastic r.xtensioM for postpart.um 
p<lti('nt~. Tbf' expulsion rfJt€' at threE' months for thE Lippps D 
with Silastic Extensions with insertions done within two hours of 
delivery was significantly l~ss than in a comparable data spt at 
the S3me center usin~ the Lippes D. 

19. Dalkon Shielc1 for postprlrtum patients. The expUlsion and preg
nancy rates are higher for the Dalkon Shield than the Lippes 
Loop D. 

20. Mont€'rrFY IUD for postpartum patients. Although the expUlsion 
rate was 10w and pregnancy and bleeding rates were average, com
plication rates were high. 

21. LEM for post;.>artum patients. Th€' LEM does not hav€' optimal 
ret€'ntion propprties whf'n inserted immec1iately postpartum; how
f'v€'r, Lhe retention rate i~ wf'll within the ran~e of acceptabil
ity in comparison to the retfntion ability of other devices 
tested in such a proRr~m. 

The followin~ studips (Ire now ongoing. 

1. rUM vs. Wishbone IUM vs Lippes D. 

2. Spf'ing Coil for interval patients. 

3. Weiss Device for intf'rval patients. 

4. Lippes Loops C and D for interval patients. 

5. Szontagh for interval patients. 

6. Plain T for interval patients. 

1. U-Coil for interval patients. 

8. I lJM fo r in t e rv a I pa t. if' n t s . 

9. Copper-T and Copper-T-220 for interval patients. 

10. Lip~es Loop C with copper for interval patients. 

11. Finland-T for jnterval patients. 

12. Copper Szontagh for intF.rvai patients. 

13. Multiload for interval patients. 

14. Tapered Loop vs. Lippf's D. 

15. Photo~educed Loop vs. Lippes D. 

16. Latex Leaf vs. Lippes D. 

11. Copper-T vs. Lippes D. 



18. Lippes D with Copper vs. Lippes D. 

19. Copper-T-22n vs. LipPES C. 

20. U-Coil with Progesterone vs. U-Coil. 

21. Lippes D with AMCA vs. Lippes D. 

22. Soonawalla-Y vs. TR-l0. 

23. Copper-T-200 v s. TR-ll. 

24. M.lltiload vs. Multiload ?'iO with EACA VB. Hultlload 375. 

25. Postpartum T vs. IUM vs. Copper-T vs. Lippes D. 

26. Lippes D with Silasti~ Extensions vs. Lippes D with Chromic 
Sutures. 

27. Lippes D with Sutures. vs. L1 ppes D with Molded Extension. 

28. Tapered Lippes D and Photoreduc~d Lippes D. 

29. Copper-T-200 for intprv.,l p::Jtients. 

30. Copper-T-22n for interval patients. 

31. Copper-7 and Multiload Cop~er for interval patients. 

32. EACA and AMCA for interval pat1ent~. 

33. Tapered Loop, Li ppes C, and Postpartum T for postabortiou 
patipnts. 

14. Postpartum T, Copper-T, ~no IUM for postpartum patients. 

The following stud ies "lrc: proje~tf'd for the future. 

1. Copper-T vs Multiload vs TRll for interval patients. 

2. Copper Loop D vs. Copper-T VB Multlload for intprval patients. 

3. Copppr-T vs Lippes D for' interval patients. 

4. Multiload v~ Pl~in Multiload for interval patients. 

5. Li ppes D with ftMCA v s. Li ppes D Blank Loaded for interval 
patients. 

6. Pho torf'O uced Loop v~.Lippes D for postabortion patients. 

7. Lippes D with Chromi~ Suturt'3 v~ Lippes D for postpartum 
patients. 



8. L1p,pe~ 0 with Chromic Suture~ vs Copper-T with Chra.ic Suture.s 
for postpartum pati~ot~. 

9. Lippes 0 with Collagen Extensions va Lippes 0 with Molded Exte 
dons for po:ltpartu. patients. 

10. Postp!."tum T vs. Lippes 0 for postpartUIII patients. 

11. rhotoreduced Loop, Polyprope1ene T, and TA-l1 for interval 
pat1ent~ . 

12. Copper Lippes D. 

13. Copper·T-220. 

14. Finland T. 

1,· , . Copper-1, 

16. M..lltlload and Postpartum T for postabor'tion patient!!. 

11. Lippes 0 with Collagen, Lippes 0 with Chromic Sutures, and Post
partum T for postpartum studies. 

18. rxperimental postpartum devices vill be compared to standard 
d~vices to evaluate expulsion rates. Presently Lippes Loop 0 and 
Cu-T's have been modified with biodegradable sutures, collagen, 
and gelatln/polylactic acId projection~ and extensions. As more 
bioaegradable and biocompatable materials are identified, they 
are used in modifications. 

19. The methcd of in~ertlon will al~o be studied. Inserters are 
being developE'd to insert the T and Loop in the open position. 
Their v~e will be comp~red to hand insertions for differencps in 
infection and expulsion rates. 

20. Devices modified to reduce bleeding will be stUdied. Two proges
terone devices, Alza T and Progestacoil, represrnt two different 
sizes and shapes and w111 be studied for optimal use. 
Antlfibrinolytic substances such as AHCA, Trasylol, and EACA will 
be tested using Loops and T's as carriers. 

21. Nev devices to increase continuation tor interval patients will 
be studie~ as they be come available, both trom the IFRP{~evelOP
ment work and from independent developers. The TA ser ~& and the 
Tapered Photorrduced Loop vill be studlf!d. 

22. Studies will be started to evaluate methods ot reducing infec
tion. Two suggestions are the use of a medicated string and the 
use of neosporin gel on the inserter before insertion. 



Systemic Contraception (orals and inlectables) 

AID assisted programs have reported ~r~at variattons in the side efrects 
and acceptability of various preparations provided to LOC family plann1nl 
prolrallS. There is a IICst ur8ent need for additional coaparative studies 
to estabUsh the rate of subjec tive side effects on WOllen in LOCs for dif
ferent preparations in LDCs. Studies of other systeMic contraceptives such 
as injectable! are needed. 

IfRP has prepared the foll owing protocols with the 8s.!lociated data 
collection instruments, instruction manuals, computer programs and other 
necessary procedures. 

1. COIIIparative Oral Contraceptive Study. 

2. Protocol for the Ev"lu8tion of Effects of Different Systemio Con_ 
traceptives on Lactation. 

3. Rcvhj on of the Comparative Systpmic Protocol. 

4. General Comparative Protocol for Systemic Contraceptive Studie~. 

5. Ramadan PilJ Protocol. 

6. Lactation Fill Protocol. 

7. rlusband PUI Protocol . 

8. Comparative study of two oral contr~ceptivp.s including endocrine 
and nutritional assessments in Sri L~nka and Nigeria. 

As of the date of this Projeot Paper, the following studies have been 
completed with the result~ indicated. 

1. Norinyl 1/ C;0, NorlPstrin 1, and Ovrsl Cross-one Study. 

(a). The side-effpct~ of Ovrsl werp ~enr.r81Iy of longer duration 
compared to Horinyl or Norhstrin. 

(~). Thp incidence of various side effects 1n these studies was 
hJ~her than grneralty reported in the literaturf>, The inc i_ 
dencp of brpakthrough bleedin, (Poxcluding spotting), for 
instancp, obt~ln~d in this study was 18 to 26' comparpd to 
about 11' reportpd In the literature. 

(c). Changes in the ~mount of menstrual flow (either an incr~as~ 
or decrea~e compared to prior to plll use) were reported by 
most women durtn~ the study. Of Ovral, Norinyl and 
Norlestrin users, ~n, 80 and 90S had reported changes in the 
menstrual no~. 

http:Croea.vq


(d). The inct dpnce of breast discoafort was higher for Norinyl 
users (U3.Ol) th~n for OVral (25.8') or Norlestrin users 
(28.6J) . 

(e). The incidence of breakthrough bleeding was lower in the 
fir st cycle for Ovra} users btJt incrpa!IJed in the subsequent 
c yclps. For Norinyl and Norlestrin users, the trend was 
rev ersed. 

( f ). The incidence of na usea was higher for Ovral users than t he 
other OCs. 

(g ) . A switch from Ovral to ~orinyl or vice versa resulted in an 
increased incid ence of nausea. The ~orlestrin users, when 
switched to Ovral, reported a highe r incidence of naUSMj no 
significant changes were reported when the switc h was made 
to Norinyl (from Norlestrin). 

(h). There was signifi cant increase i n the incidence of abdominal 
bloating whpn Norlestrin users switched to Ovral. 

(i) , The Norl es trln user s, wheu switched to Norinyl, repor ted a 
higher incidence of ~cne. 

(j). The incidence of breaicthrough bh:edi ng ir.creased siRnifi
cantly when OVral users switched to either Norinyl or 
Norlestrin. When Norinyl or Norl es tr i n users switched to 
Ovral, the incidence of breakthrough bleeding declined . 

(k). Ovral use r s , unlike Norinyl and Norles trin users, showed no 
change in the probabilities of bleeding for the different 
days of the contrace ptive cycle. 

(1). When grouped into three v~ight categories--underwei~ht, nor
mal weight, and overwe lght __ womcn using oral contraceptives 
differed significantly in the inc idence of reported side 
e rt1ects. 

(m). Horlnyl and Nor l est rin have similar patterns of breakthrough 
Ovral. For Norinyl and Nolestrin, withdrawal bleedin~ 
started sooner a fter ingestion of the last contraceptive 
pi ll and there was a higher probability of breakthrough 
bleeding than with OVral. 

G. Com~rative Study of Norlestrin, Norinyl, and Ovral. 

( a) . There is no slgniri~ant increas~ in breakthrough bleed i ng 
among smoking oral contraceptive clients compared to 
nonsmoking clients . 

(b) • A method for quantifyinp breakthrough bleeding in oral 
tr ace pti ves was devel~p.d to comparp. bleeding patterns 
women on ~ ; rferent o ·f l contraceptives. 

(c) . 1 index was develo' ed to combine two a~pects of bruk-

con
or 



(c). An index wa" dpvploped to combine two a"PE'cts of break_ 
throu~n blpeding: sevprity and duration. 

(d). Herinyl and Norl estrin have similar patterns of bre~kthrough 
bleeding and withdrawal bleeding (average duration of break_ 
through bleeding 2 daysj averaRe onset of withdrawal 
bleeding 2q days) . Ovral differs slightly (average duration 
of breakthrough bleeding 1.7 daysj average onset of with_ 
drawal bleeding 23 days). 

(el. 11.0, and 18 . 9S of the Norlestrin and Norinyl clients strual 
flow (compared to their cycl ... " prior to initiation of con
tra cpption), whilp S~.3S cf the Dvra l clients stated a 
decreas~ in thp amount Of men"trual flow. 

(f). The highest probabt I i ty of breakthrough bleeding for all 3 
groups was between days 15-21. The lowest risk of break
through bleeding for Horinyl and Norlestrin users was 
between days 1-1 while t~e lowe~t risk for Ovral users was 
between days ~-1~. There was little change in the probabil
ity of br£akthrough bleeding with Ovral (p. O.119-0.2QQ). 
The probability of brpakthrough bleeding of the 
Norinyl / Norlestrln clients varied from 0.067 between days 
1-1 to O,~71 between days 15-21, 

(~), The foll ow ng sljl;nlf1cant diffe rences were obsprved in the 
side effects of oral contraceptives by weight groups of thA 
clients: 

(1). Underweight women reported a higher incidence of dys
menorrhea than normal or obese wolDen. 

(2). Vomiting, n~usea and breast discomfort were lower among 
obese wom!'n compart"d to the normal and underweight 
vompn, 

(3)· Normal women harj fe wpr headache~ than either under
weijl;ht or overweight women. 

3. Crossover Study: Ovr~l or Norinyl to Brevicon or Lo-Ovral 

(a). The ratE of rppo rted side effec ts W,"lS consistently hi~her 
when w~en were specifically queried about symrtoms compared 
to when thE' mode of 1n<; '.:11·Y VB! a Reneral query. 

(b). The percentage of women reporting symptotl!S was higher for 
the two contacts (l~th and 2~rd day! of the cycle) than the 
one contact schedule (28th cyc le days). 

(c). The four s)'Tllptoms occurring most frequently among the oral 
contraceptive users wpre the ~amp for both Ovral and Nor1nyl 
users ~ ' rorp cross-over. 



(d) . 

(.) . 

U 1 sympto.s del!rei'sed lifter cross-over the low-eatro,;en 
pi t ls wl ~h th~ exeeptlen of. br~8kthreuch Ilee41nc vh!eh 
increased (th~ae a,.ptc.s included n.u.e~, headache, abda-l
nai dt,sca.fort, ar.ne, breast dlaca.fort). 

Breakthrough bleeding was ~-5 tiaes Irealer a.ong th~ Ovral 
user~ who chang~d to Brevlcon and Lo-Ovral and 2-3 times 
greater aaong the Nor-lnyl clients who chanled to Brevicon or 
the LO-Ovral. 

(f) . The .axlaum change 1n decreaae 1n dl.st ~iic blood pressure 
for any group after croas-over was 3 ~ and 1n .,stolie 10.1. 
There were essentially no differences 1n the declines 1n 
blood pressure between the two low-estralen pill croups. 

el). There were essentially no differences 1n the averace day or 
onset or ~eQ,es ong woeen in the &rev icon and ~-Ovral 
groups, no)' was ~here any difference in the averi'ge duration 
of withdrawal bleedi II .. 01\1 these two croups. 

(h). About half the clients reporte~ • decreased .. oun~ of .en_ 
strual flow in all ~ crose-over groups. However, the 
largest proportion of clients report inc delaypd ~enses was 
.. ong the Brevicon clients (both thoae ~o had previously 
been on Ovral and those previously on Norinyl.) In spite of 
this finding, only 0.5' of the Brevicon clients discontinUed 
because of amenorrhea (delayed .enaea). 

(i). Ten percent {lOS} of the clients discontinued pilla during 
the first 6 months after cross-over. Thirty five percent 
(35') of the Brevicon clients and 5_S ot the La Ovral cli
ents discontinued tor rusens unrelated to pill S)'lllptOIU 
(i.e. f moving f parents had tound out they were taking con
traceptives, discontinued seeing aexual partner, etc.). 

_. Comparative Clinical Oral Contraceptive Study in Sri Lanka (done 
in collaboration with the Southwest Fo~,dation). The endocrine 
and nutritional data from this comparative stUdy at Norinyl and 
Ovral is currently being analyzed by Drs. Joseph Goldzeiher and 
George Nicholds. The IFRP role 1n this study Was malnly one or 
data processing. A briet analy.is at reported .,.pto.otology and 
reasons tor discontinuation wa. done at the IFRP. These results 
are as follows: 

(a). Of the clients who discontinued contraception, 29." ,ave 
-husband's object lon- as their reason. 

(b) . AttEr 1 year of contraceptive use, 82.6, at the clients were 
continuing to use contraception. 

(c). The pregnancy rate per 100 wOllen was at or.e year 2.6 tor the 
Norinyl clients and 1.6 tor the Ovral client •• All these 
pregnancies were associated with irregular use ot the pills 
(delptinv, more than 5 pills per cycle, waiting more than 5 
days betwepn oycles to get the next supply trom the clin1c). 

{ 



(d). il'here wero<
IH:nse's l:nd 
tracf'ption 

, 

no slgnirlc9nt chan,es in the av.ra~e duration of 
l.~l'Illth of ilet'latru81 eyelf'! after In-i~iatiOA con
In either at the pill Ir~up •. . , 

~ ). 8etw~e~ cycles 1 ~nd 6, 3-~J of the client. co.plalned ot 
~€ irr@Iular bleed!n!. After the 6th cycle, il~ 

'u" """ '" .1.alned of lrr~guhr bleeding. 

The now on,olng . 

1. Co.pHratlve study of NorlnYl-Brevlcon_Lo_EHtrin. 

2. Straight scudy of Oepo Provers. 

3. Comparative crossover study of NorlnYl-Brevlcon-Lo-Estrln. 

The following studies a,~e projected tor lhe tuture. 

1. Comparatives between? or more lo~-pstrogen pills. 

2. Comparatives b~twe.n 
estro,;en pill. 

or 110ft. low e.t.:t·r'ogen pUIs and a high 

3. Coaparatlv~s between 1 or more low estrogen pills and a pro~es en 
only pill. 

_. Cross-over ~tudies of high to low do~t estrogen pills. 

5. Cru~s-over ~tudies of low-dose to low-dose estrogen plll~. 

6. ComparatIve studie~ of Injectabl~~ ourrently available. 

7. LactAtion Pill Stud Ips (t.o be done in developing country rure1 
populatlbns). Pha~p 1 will study the acceptability of a 
progesten-only pill and continuation; phase 2 will study thp 
effect on infant wpight gatn and mothpr's continuation rates for 
pro~esten-only pill. 

8. Husband Pill Studi~~ (to be done in dpveloping country rural pop_ 
ul~tions). Therp arp ? obJectlve~ of these studies. First, to 
determine if pills are more acceptable and continuation rates 
higher if the husband is in'volved initially and second, to deter
mine if the husband h~s an accurate knowledge of his wJfe's 
health status. 

9. Ramadan Pill Studies (to be done In urban and rural developinR 
country poPu~.tlons). These wlll test the acceptability and con
tinulltion of l~ oral contraceptive Ini tiated during Rallladan to 
prevent mens~2 during Aamadan (63 day cycle). 

10. Resumption of Menstruation and Menstrual Patterns Following Dis
continuation of Sy~temlc Contraceptives. These studiea are to be 
conducted in developing and ~eveloped countries to determine dif
ferences in r"t"rn to regular menses and changes in mf!nstrual 
pattern artpr ol ,:continuatlon of sy~telllics. 

• 
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r'1I1e Sterilization 

Relative rlJk and complication rate or various progedures and surgical 
techniques 1n thE' LDe !let~ln, need stlJdy . Laparo~oplc at,erUlutlon 
aUolIIS us, of local anesthesia on i!!n outpathnt basis. Ita _" jor drawback 
18 th.,,..al tra..-a to abdOlllnal :-tructllres when the t~f!:. are occluded by 
electrocautery. The spring load,fld (Hulks) clip and the Falope (Yoon) rln@i 
shov areat promise In aurmou~ Ing thle jnrrequent but serious side effect. 
These new .ethods need some 8\ dltional test!"' 1n the loDe clinical setting. 
A nuaber of new .eth de of t~al occluslon including aclerosln« asenta, 
oryo.urgery, and plug~ .. e l~'kelY to be rudy tor tee Un, during the pro
posed continuation or this program. Lei. expensive laparoacoplc equipment 
will "hartly be available and should be >tested. 

n'RP has prepared the following protocol!! with the associated data 
oollection instruments, instruct~on "anu~ls, comp~ter programs, and other 
necessary procedurts. 

1. Comparative Female Sterilization tudy. 

2. Intergovernmental Coordinating Comaittee (IOCC) Anesthesia StUd
ies. 

3. Topical Anesthesia Female SteriliZation Study. 

~. A Preliminary Study of IUD Use and Fallopian Tube Inflammation in 
Women Undergoing Sterilization. 

5. Female Sterll i zation Acceptability Study. 

As of the datp of this Project Paper, the following studies have besn 
completed with the results indicated . 

2. 

Laparoscopy: Electrocoagulation vs. Spring-loaded Clip (proto
type). Data were analyzed from two comparative studies of inter
val sterilization via lap~roscopy with electrocoagulation and 
d1vl!ion of the tubes ,or' the application of spring. loaded cUps. 
The technique of tubal occlusion was randomly assigned to a total 
of 600 subjects. Technical difficulties were more frequent with 
the spring-loaded clip (7.3S) than with ~lpctroco.gulation 
(4.1'), primarily as a result of mechanical problems with the 
laparoscope , - Rates of surgi~al and early postoperative complica_ 
tions were similar for the two techniques. The a1x-moni h preg
nancy rates in one study were 0.8J for electrocoagulation and 
O.OJ for clip patients; in the other study there were no pregnan
cies within one year after steriliZation. 

Laparoscopy: Electroc·l~agUlation vs. Tubal Ring (KLI). In two 
300-case co~parative s l udies of sterilization performed in women 
who had not recently ~een pregnant, lapBroscopic electrocoagula_ 
tion and tubal ring applicat.ion were evaluated. The surgical 
complir atl on ra t es of the two techniques were similar 1n both 
studies (2.7' al; ~ 1.3', respectivel1, at one Center and 2.0' and 



3.41, re~pect1ve1y, at the other Center). In one ~tudy, a slg ... 
nit'ican"tly hilllhEr proportion of tubal rio« pathnh experienced 
.oderate or severe paln during the procedure ("'.2'> when COll
pared w1th the electroc¢Blulation pati.nta (20.7'), but 1n the 
other study these rates were s1.Uar ror rin8 (10.2') and cautery 
(6.6'). Pain during the recovery period before discharge wa~ 
significantly flore frequent among tubal ring pat1ent~ 1n both 
studies, wh1l~ pain during the recovery ppriod between discharge 
and the 1- to 21-day follow-up vhit was silllilar for both tech
niques. Hone Cpntflr therp were no prcgnancies during the first 
year after ~terilizationi pregnancy r~te~ free the other study 
have not yet been i~pported. 

3. Laparo~copy: Spring .. loadec1 Clip (prototype) vs. Tubal Ring 
(KLI). Data were analyzed from a comparative study of 
po~tabortlon 'and postpartum ~terll1zation via lapllro~copy with 
the spring-loaded clip (prototype) and the tubal ring (KLI). The 
a~signed proc,.;dure could not bE' performed for t;x> of the ring 
ca~e~ and threE' of the cli~ ca~es, and equipment problems caused 
a change in tech~ique in an cthpr clip casco Surgical and tech
nical dlfficultle~, chlefly the result of equ1~ent problems, 
were ~ign1tic8ntl y hilllhpr for both postpartum and po~t8bort1on 
clip procedures (31.~' and l~.a" camparpd with 6.71 and 2.7' ror 
the ring) . Complications and compla1nts reported immediately 
after surgery and 3t the 7- to 21-day follow-up visit were low 
for all four groups. For both postabortion and postpartum 
patients, 6- ~nd 12-month d~ta show thAt pregnaney rates were 
signif1cantly highO!r for patients stf'ril1zed w1th thE" Clip than 
for patients steriltzed w1th tubal rinp;s. T'welve-month rates tor 
clip patlpnts were 9.~ (postabortion) and 11.1 (postpartum)j for 
ring pat1ents ratp.s ,,"'cre 1.~ (postabortlon) and 0.7 (postp,ntum). 

~. Anpsthesla Study Protocol (IDCC). Adding atropine to e1 ther 
pethidine/droperidol or pethldinE"/diazepam usually increased the 
incidence of side effFcts. Droperidol, when used in addition to 
other anesthettcs, would probably rpduce pain. Patients who were 
admin '.\sterf'd l1a.~catnp .. pidurally reportf'd a mueh hi_her incl
denc!-~ of side efrects, but il signitlcantly lower rat~ of pa {~ll 
dur~ng the procedurE". 

5. In a study or culdoscopy in an outpatlpnt settill3, the procedure 
could not. be completed in Sf'ven (1.3J) patipnts. In 16.6' of the 
proceduN's I tP.chnical difficultits which did not rt.quire a chanse 
in the planned techni !,Ie were encountered. Sursicat complica .. 
tions were reported tor '.l .11 or the patient!!. 

6. Infundibulectomy via laparotomy wa~ pertormed on women sterilized 
within ten days or a va~inal term delivery or abortion. Ditficul
ties at surgery which prcvented intundibulectom)' wp.re encountered 
In three case~ (1.11). Infection and ~ther incision pr~blems 
were the primary compllcations occurring in nine patients. There 
were no pregnancies among the 169 p~tients followed up t'or 3ix Or 
more months. 
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7. The safety and effi~acy of the repeated tran8c~rvical in~ttlla

tion of 1.t; Qllinacrinf' hy<1rochloride in a suspension of ') ml of 
2' xylo~aine was evaluated. The potenti311y serious compltcR
ti'ms following the instillation were four cases of corticRl 
excitation and one case of acute adnexitis. The second instilla
t.ion ''las not performed for Hi.OI, and the third instillathn was 
not performed for an additional 16.71 of the patiert3 for medical 
an,j/or per~onal rf'a~ons. Fi.fty-one pregr:ancies were reported, 41 
(80.4%) before completion of the three instillations. The 
result~ of thi~ study show t~at the instillation schedule used is 
unsatisfactory for widespread use. 

8. Follow-up data from Asian institutions on sterilized women, 
including women stFrilizpd by laparoscopic electrocoagulation, 
laparoscopic application of sprln~-loaded clips or tubal rings, 
laparotomy with Pomeroy tubal ligatior and culdoscopy with 
Pomeroy lip;ation, indicated that: The incidencf' of menstrual 
irregularities within 6 months of ster;lization and the incidence 
of gynecologic abnormal Hies and the ntd for pelvic surgel'y 
within 12 months of sterilization were Lnfrequcnt for all proce
dures. There wer? no significant differences for the different 
ste r il i za t ion proc1i'd IJr es . 

9. Based on an arlalysis of interval laparoscopy procedures (electro
coagulation, spring-loadpd clip and tubal rir,g occlusive tech
niques) and minilaparotomy procedures (ligation and tubal ring 
occlusive technIques): 

(a). The rate of failed proceduies in which both tubAS were not 
occluded or in which laparotomy was required were signifi
cantly higher for laparoscopy (0.5%) than for min1laparo~omy 
(0. 1 ~) . 

(b). The rates of complications occurring ~uring surgery were 
similar for laparoscopy (2.1%) and minilaparotomy (1.7~), 
but the type of complications varied with both the approach 
and the tubal occlusior: technique. Among laparoscopy 
patients, the rate was highest for Rocket clip procedures 
(3.7%), significantly higher than thosf; for cautery (2.0%) 
and the Hulka clip (0.91), but similar to thosE' for tubal 
ring (2. R~) . Among minilaparotomy patif'nts, the surl1,ical 
complication rate was significantly higher for tubAl ring 
(3.2%) than for the Pomeroy (1.4%) procedures. 

10. Pooled data on posterior colpotomy demonstrated a major complica
tion rate of 5.6% including three cases (0.3S) each of bo~el 
injury and pelvic hematoma and two cases (0.2%) of pelvic 
abs~ess. Culdotomy was abandoned and laparotomy performed in 16 
(1.5%) proc~dures. 

11. Follow-up data on women sterilized by laparo~copic electrocoagu
lation or application of spring-loaded clips or tubal rin~s 
showed thAt: 



12. 

(a). thE 12_month 11fp. table pregnancy failure rate among inter_ 
val womer. was si~~ificantly higher among woeen sterilized by 
sprin~_loaded c-lip application (2.2 rer 100 vomen) than 
amonl wa.en sterili~ed by electrocoagulation (0.4), or by 
tubal ring applIcation (0.6). The 6-month pregnancy rates 
amon postabortion patiente were also 8ignirtcantly bigheJ; 
tor c~lp {~2 ( 6) th~n tor cautery (0.7) or ring (0.0); 
12-month data were not available. Among clip cases, the 
6-month rate, were significantly higher tor postabortion 
patients than for interval patients. Half ot the cautery 
failures were ectopic pregnancies, compared with one of the 
clip and none of the ring failures. 

(b). Ratt~ of RynecoloRic surgery during the 10nR-tprm follow-up 
Pf"1~ lod were low for all steriliZation tpchnique and preg
nancy status categories, and none of the sur~ical procedures 
was performed because of complicat ions reaul tinp; from ~ter_ 

ilization. ThPrp were no significant differences in the 
rates of women with one or morp gynecologic abnormalities 
among interval or postabortion patients at the time periods 
anAlyzed. No deaths related to sterilization occurred. 

(c). No consistent changes In menstrual patterns were obsprved 
among interval patients who had not recently used systemic 
contraceptIves or IUDs. ThP majority of women reported no 
signifiCAnt changes in menstrual cycle parameters. 

In an analysIs of 7tO~5 lap~rosaopic stprl1tzation procedures 
performed in An outpatt~nt clinic under local anesth~sia, only 
onp. patir.nt rrquIred hospitalization and laparotomy. There were 
no bowel or bladder injurips. In t~n c~sp.s (O.~I), the procedure 
could not ~ pprformpd vl~ laparcsnopy and In two cases (0.11) an 
alternative tub~l occlusion tp.chnlqu~ wa~ carried out 
laparoscopic~l ly. The pr~gnancy rates were O.~I for elp.ctrocoag
ulatlon, 2.0J for the spring-Ioadpd clip, ~nd 0.9' for the tubRl 
ringj f"ctopi c f!;estatl ons accounted ror four of the seven pregnan
cies following cautHY but none of those followin~ clip or ring 
application. 

Ba ~ed on dat~ analysi S or minilap and laparoscopy procedures, it 
was determined that the rates of major complications, t~chnical 
fail ures, and pregnancy were acceptably low for both 
minilaparotomy and laparoscopy. However, the rates of the most 
serious com plicationD (surginal injuries to the bowel and major 
blood vessels, and procedures requiring laparotomy) were somewhat 
hlghr.r for laparoscopy. 

14. Analysis of culdoscopic procedures using four techniques Ot-r tubal 
occluslon--Pomeroy, Tantalum nlip, flmbrieotomy and tubal ring. 

(a). Wom en sterilized by timbriectomy reported a significantly 
higher rate of surgical difficulties (31.5') and 8 slgnlflce 
hil;her rate of complications at the 1- to 21-day follow.up 
(11.71) than women in the other three groups. Al l groups 
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experienced low rates of 3urgical and postoperative compli
cations prior to hospital discharge. 

(b). Inability to occlude the tubes as planned was reported for 
6% of the cases, including 1.4~ in which one or both tubes 
could not be occluded by any technique. The rates of tech
nical failures for Pomeroy and fimbriectomy were signifi
cantly higher than the rates for the clip or the ring. 

(c). Among the foL:.,' groups, the pregnancy rates were 
significantly higher for tantalum clip patients (3.6 at 6 
months, 7.7 at 12 months). 

15. Analysis of rninilaparotomy cases (Pomeroy technique). 

(a). Surgical difficultjes were reported in 7.3% of the proce
dur€s and, of these, difficulties related to visualizing or 
exteriorizing the tubes wer'e reported most often. 

(b). In b~Gut 11 of the c~ses, surgical 2omplications were dis
covered prior to discharge. The most common complication 
was a torn and/or bleeding tube, which was reported for 0.6% 
of the women. 

(0). In c2 cases (0.9%), a ~~ange in technique from Pomeroy to 
fimbriectomy was required ~0 complete the sterilization. In 
four cases (O.?~), an extend~cl lapar~tomy was required. 

(d). At ttle 7- to 21-day follow-up, 7.5% of the .,.,omen reported 
complications. Fever treated with antibiotics (3%) and 
incision infection (2.5%) were the two most frequently 
reported complicntions. 

The following ~tudies are now ongoing. 

1. Laparoscopy: Spring-Loaded Clip (Prototype vs. tubal ring (KLI). 

2. Minilaparotomy: Pomeroy vs. Tubal Ting (KLI). 

3. Minilaparotomy: Tubal Ring (~LI) vs. Tubal Ring (Oyonics). 

4. Laparoscopy: Electrocoagulation vs. Tubal Ring (KLI). 

5. LaparoscC'py: El-Kady Technique ':3. Tubal Ring (KLI). 

6. Laparoscopy: Tubal Ring (KLI) Immediate vs. [)E>layed Post
abortion. 

7. Open VB. Closed Laparos~opy Tubal Ring (KLI). 

8. Laparoscopy-Electrocoagulation V~. Minilap-Pomeroy vs. 
Culdoscopy-Pomeroy. 

~. Minilap: Pomeroy vs. Tubal Ring (KLI). 



10. Hinilap vs. Culdoscopy: Tubal Ring (KLI). 

11. Culdoscopy: Tubal Rin~ (KLI) vs. TantalL'm Clip (Week). 

The following studi£'~ are plannE'(j for the futurE'. 

1. Th~ collection and analysis of tubal specimens from failed ster
ilization proce~ure~ to determine c~uses of failures. Failuru of 
sterllizatinn i~ one of the critic31 variables in the evaluation 
of sterilization techniques. Therefore, IFRP is now institutin~ 
a new reporting procedure to assist in the evaluation of these 
failures; this will be done by attempting to obtain information 
on every woman whc becomes pregnant following vol untary steril i
zation, regardless of whether or not the woman was sterilized as 
part of an IFRP study. Part of this evaluat.ion will include a 
gross and microscopic evaluation of the Fallopian tubes (to bE' 
done at JOhllS Hopkins). 

2. Determinin.6l; the easf' of performance, safety, ~nd effectiveness of 
a nonsur~ical method of female sterilization (Ouinacrjne pel
lets). Preliminary data on the pellf't method of quinacrjne 
hydrochlorid~ insert jon have shown no pregnancies and only minor 
complications occurring with this transcervical method. Wider 
field testing will be accomplished. Patients will be followed up 
at 6, 12, and 2~ months. 

3. Evaluation of ease of the performance, safety, and effectiveness 
of new approaches/techniques of female sterilization, especially 
open laparoscopy. SeVEral studies will be needed in which two or 
more routes of sterilization are compared (laparoscopy vs. opE'n 
laparoscopy and open laparoscopy vs. minilaparotomy). Of partic
ular importance are studies of laparoscopy vs. minilaparotomy. 
Open laparoscopy is ~pen as another important area of study in 
that the procedure eliminates the blind punct.ure of the abdominal 
wall by both the pneumoperitoneum needle and sharp trocar; 
instead, the abdominal cavity is entered under vision through a 
small "min11ap" incision. 

4. Evaluation of long-tf'rm sequellaF of female sterilization 
including poststerilization menstrual pattprn changes, ~yneco
lo~ic surgery rates, and pregnancy rates. Most studies have 
involved one-year follow-up of patients. Tn future studies, 
rates of pregnancy (intrauterine 3nd ectopic), subsequent gyneco
logic surgery and menstrual ~attern disturbances of approaches/ 
techniques under study will be documented in a two-year (or 
longer) follow-up. For ongoing or completed studies which have 
shown a good follow-up rate in the past, Contribut.ors will be 
asked if they can now ccntact the patients 2-3 years later. In 
addition, specidl protocols will be developed to obtain control 
groups for female sterilization patients. The wives of 
vasectomized men and women using barrier methods of contracep
tives will be compared with female sterilization patients on men
strual pattern changes and gy~aecologic surgery rate~. 



5. Detf'rmining ease of performance, safety and effectiveness of new 
Gevelopmf'nts in femalE' sterilization equipment, such as Mechani
cal devices (Bleier, Rocket, and Wolf clips and Wolf and Chimcon 
rings), thermocoagulation and bipolar electrocoagulation and the 
lapracator. Included in the first group are, primarily, new 
spr~ng-Ioaded clips and tubal rings being producE'd by several 
companies. As most of the clip and ring studies to date are with 
prototype sprin~-loaded c lips and J(LJ tubal rings, comparative 
studies of other manuf.q~t.urers' clips and rings are of impor
tance . N~w ~onc£pt~ of occ lus ion techniques include both mechan
ical and electrical tpchnlques. The Blf'ier (H~~) clip 1s 
considerably different tn design from the spring-loaded clip and 
thus merits testing, via all approaches and in all patient cate
gorips. Thermoco~~ulalion (or electrocautery) and bipolar elec
trocoagulation equipmf'nt should also be tE'sted in comparative 
studies. The laprac~tor, a combined tubal ring applicator/ 
lap~rosco pe. is desi~nrd to provide single incisIon tubal occlu
sion and f'lpctrosur~ery at a ~ignificant reduction in cost of 
equipment. The lapra~Mtor would be easy to maintain, could use 
room air for insufflati on and may be particularly useful In the 
oPE"n l a paroscopy procpdurp~ . 

6. Ease of pprformtlncf! , stl fpty, ~nd effectiveness of female st~rlli
zation in immediat~ly post~bortion patients compared with i nter
val and postp;trt.um PAt Ipnts. tFRP h~s very few postabortion 
studies. Of partlcultlr intprest are comparative studi~s in 
postabortion p~tlents of minilap Pomproy vs. tubal ring and of 
minilap vs. I aparoscopy , with tubal ring. Two or three straight 
stu~!~s of tubal rin~ app lic~tlon via minil~p in postabortion 
patient~ at Centers unable to conduct comparative studlr.s will 
also be of value. 

1. The rel ationship of th~ sit p of tubal occlusion to the pffective
ness of the sterili1.;ttion technique. The efficacy of isthmic 
ampullary application of occlusive devices must be studiedj 
results will havp impli ~ations for modification of current tenh
niqups tiS well as rpvers~ l procedures. 

8. The rel~t lonsh ip of extra - vs. intraperitoneal tubal occlusion to 
pelvic/abdomi nal pain. There is the need for several additional 
studies comp~ring Pomproy and tubal ring, applied in thz pelvis, 
via minil tl parot omy. BPcause mpchanical devices can be applied 
via minilaparotomy without exteriorizing the tube, the tubal 
occlusion process should be less painful than ligation. 

9. Evalu.qtion of the pfff'cti veness of topical administration of 
lidocaine in red·ucin~ or el iminating pain experienced during and 
immediately after femal ~ steriliZation procedures. This protocol 
has recently been finalized and appro~imately five studies arp 
needed to compare i ntrauterine vs. t~bal spray application of 
lidocaine vs. no topical anesthetic. 

10. ThE' determinati on of which techniques of fp.malc sterilization 
have the greatest chance for succpssful reversal (a reversal that 
results in an intrauterine pre~nancy). All Centers which arp. 



called upon by their patients Lo p~r~lrm such procpdurp~ will be 
asked to p~rticipate. The establishment of regional rpferral 
Centers for stprilization reversal will bp pncouragpd, as it is a 
delicatp procedure requirin~ ski~i ana experience. Monitoring of 
reversal of permanpnt remalp sterilization procedures will be 
emphasizEd until reversible female sterilization procedures havp 
been developed. 



HALE SIEbiLI ZATiQN 

Several new techniques of male sterilization, inc luding sealing thp ends of 
the vas with clips and fulgarlzatl on, and c hemical injection of the vas, 
and application of Falope rings need comparative trial. Nonsurgical tech
niques ti r e being developed and will need lPstin,g; in the near fu ture. If'RP 
has preN,red the fo ll o wing pro t ocols with the associated data collection 
Instrument~. l~s t ruc tlon manuals , com puter programs , and othe~ necessary 
procedures for the conduc t o f stud ies . 

1. Comparative St udy of Male St(>rilization (April 1977). 

2. Compar1son o f Bovle and Nase'll Unit.! for Electrocoagulation of 
the Vas Deferens (May 1977), 

3 . Silicone Ring for Va .! Occlu.! i on (August 1971). 

A!!I of the date of the , Ir oject Paper, the following s tUdies have been 
completed wi th the r esults indicated. 

1. A vasectomy study in Guatemal a showed vasectomy to bE' an 
acceptablp method o f cont r ace pti on . COmplIcations were infr e_ 
Q~ent and most mpn r esumed intercourse within two weeks. 

2. A vasectomy study in El Sal vador, showed vasectomy to be a safp I 
accpptable, p ffective methoa of permanpnt con ~racept10n. Couples 
seek!n,. ma lp steril izati on were better pauc~tl~ than those choos
ing ~e.alp sterilization, but the y were less likely to have prac
tl d contraception pri or to sterilization. 

3 . Mu l tl cli n lc trial.! o f I)e Vaseal wire we re initiated. From the 
beRlnnin~ t here we~r pqulpment problem.! whi c h have caused delays. 
Some o f the Vaspal Unit s have h,1d to be retu rned to Batt(lllf:' for 
readjustment anp ~e palr. Preliminary reports indi cated a highe r 
than acceptable f ai'- re rtltf> when the Va!'eal Un1t is used 1n con
junction with the Sc hm idt tf>c hnlque of vas occl us10n. One Con
t r ibutor mades the foll o wi ng points: 

(a) . The buzz whi ch occ urs during 
patients, making thrm t~nse. 
~ould be better. 

electrocoagulat i on alarms the 
Per~~ps a light lndicator 

(b). n le needle e lt'ctrodp mu!t be c hanged after 20 operation!. 

(c). Surgical time is .!ho rl and the proc edure i! ~rfect1vp.. 

The following studies are now ongoing. 

1. Comparison o f Bov ip Unit 'Is. Vaseal Units. 

2. Silicone Rins for Vas Occlusion. 

The following !tudies are projec tert for the future. 
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1. [)e te,ra i ne the sp:enl ar.tIbOdy N>aponae resul tine fra. tne various 
tec hniques of vasectomy ( ligation, c lip, electrocoagulatIon, 
ring) . The Mechanics of the initiation of the antibody responae 
seen in so.e ~n as a result or vaaec toey are not yet understood. 
l 't has been suggested that leakale ot spe,.. f'ra. the vas at the 
ti.e or vaaecto.y, or leakage until the vas stu.p Bears, results 
in the fOr'll3tion of antibodies. Use of the tubal ring (or 
occ luding the vas sha uld eli.inate leakage ot the spenm and, in 
turn I antibody formati on . 

2. Docl.lllent the effecti veness, complications, and technical ease of 
the use of various sper t cidal and nonsperaicidal solutions tor 
flushing and eliminating residual sperm in the distal portion of 

~~ee~~~~vl~~,t~t~::~~mS;!~:~g:~:~!~I~~v:~~~ra~~ :~~~e;~!~~!~ns 
and nitrofurazone have been used. Vas flushing has the potential 
for resulting in azoosperm ia at the time of the operation I 
regardle:u of the techn',que of ;::ll lS occlusion. If effective, it 
may eliminate the need for po8toperative contraception and sperm 
tuting . 

3. The new thenllocoagulati on Vasector unit will be studied and com
pared t o other methods of OCclu8ion, such as ligation and exci
Sion, elect rocoagulati~h , and tubal ring. Study of the tubal 
ring .ethod of occlu810n will be expanded. 

~. Performance of vasectomy by pclramedics will be evaluated. Use ot 
paramedic~ for perform1ng this procedure could ,reatly increase 
it! availability. 

5. Evaluate the use of nonspermi c1dal condoms for the co lection of 
postvaaeotomy semen speCimens. 

6. Percutltneous electrocoagulation of the vas and inf11 trat.ion of 
the vas with a sclerosing agent method! of male sterilization 
will be ready for testing in the near futUre. 

Monitoring of attempts of reversal of male ~trr111zation procedures 
wUl be conduc ted to fo llow development of reversible male sterlliZa
t t on proced ures . 
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Barrier Contracept ion 

Little attenti on has been paJd to conventional barrier contraceptives and 
baseline data does not exist. As LDC proo@rams move into the rural areas 
where 85S of their population live. these contrac~ptJ ves becoae of 
increasing i.portanc~ . Baseline data must be developed against which new 
developments. suc h as Neo Sampoons, can be tested. The coptraceptives may 
also offer signifi cant health advant~ges hpretofore disregarded, such as 
protection from venereal disease . Work in this area 1s just beginning and 
.ust move ahead at an accelerating pace. 

IFRP has deve l oped the foll owing prot ocols for "barrier contraception" 
(includes diaphragm, condom, foaming vaginal tablrt and suppositories, and 
vaginal sponges, etc. ) wi th the assoc iated data collec tion instruments, 
instruction manuals, computer programs and other necessary procedures. 

1. Protoco l fo r Gpneral rpmale Barr jer Contrllcpptive Studif's. 

2 . Protocol for Pilot Studips of Collatex (vaginal sponge). 

3. Prot ocol for thp Evaluati on of Neo Sampoon Loop Tablets for Pro
phylaxis Against Gonorrhea in Female~. 

The following stud i P! are projec tPd for thE' future. 

1. A straight study of barri er methods tn common use will be inlti
atf'd t o ga ther base line data on efficacy and a~ceptllbility in a 
varipty of LOe sf'tt l n~9 . 

2. A pil ot study of thE: effi cac y of Neo Sampoon as a prophylacti c 
against gonorrhea will be undertaken. If this study indicates 
that Nf'o Sampoon hd S s lll;nlfl cant prophylact.ic properties, the 
testJn4: progr?m will bC' f'xpanded. A comparative study of Neo 
Sampoon Loop Tabl"t.~ and other forms oC va,t.nf}l contra"cf'ptton 
w1l1 bf' i niti "l tpd if r f's lllts from thf' strllight studips lndicdtp 
suc h ac t.i on is appropr i <lt.f' . 

3. A pil ot s tudy of t hf' po lymf' r s~onge (Colillitex) will be conduc ted 
to dctf' rm i ne rates o f fai lur e and side f'ffec ts. If fallurp rates 
and side e ffec ts ar e acce ptable, comparativp studies will bf' ini
tia t ed with othf'r barri er methods to document eCficacy, safety 
and acceptability. 



Heo3tpy)1 Regylation aod Precooocy Termination 

Praetl e<' Uy all o f the nrC"~f'ntly :1V~ll;lblp datR on sur,ll;lcR l mf'n st. rual rf',II;U
IRUon (l . r, a~ptrRtton within III dl'ly~ of the ttmr o f t.hr ml ~sf'd mf'n~,.s ) 
hR S bPe!l f'stPlb l i !;hpd by the IfRP . Thf" f' ft'l e:wy :md M f E't.,y o f vPlri ou, t.pc h
niques of surgicRI mpn st.ruR I rp~ul~ tt on !luc h :l!'\ th f' m t n i~u c t. ton s yrln,.,. ir: 
no w r€18sonably ""f' ll est3bli~hpd. M"n~trual r eguIRt.1on with pro!';t'l.a;l a ndl ns 
r emains promising and Rdditionql stu~i~~ of thp mf'thod arE' npPdf'd. Pr~v,
""oey tpst~ for usp ?t thE' timE' o f thp fir st ml~SE'd menses nped tE'stLng. 
ConsidE'ra bl f' tn f orl'lRtion now pxi ~t.s \<lit.., rp spect t.o risks of first t.rimes
te r surgical prcfnanc y t ETminationj ho wpvpr, a numbpr o f nE'W techn1quE'~ for 
use to thE' spcond t.r t mE'~ tE' r j nc I ud i n, urea, npw pros tag IRnd1n analogs and 
d1ht:ttlon and f'v:t c uAtlon rf'Quire Bddlt. t onal f'v<lluatton. Nf!w mechani ci9l 
and pharmaco iogi t"' mpA n ~ of crrvi cA J dilatation whic h requirp tf'sting are , 
or soon will ~ ,Rvathlblr. Ph;:lrmRcolodc mp<'n ~ of ftrst trimester Abor
tion ap pP Br t o be promj~!n~ ;:Ind ~hould b~ tFsted AS thpy bE'come available. 

IF'RP has pr'!ptlred thE' ro ll ow! n,; protocols with the ~~soc l At£'d da t.1'! 
co llection inst.rumpnts. inst r uc tion mAnuals, computpr pro~rams and othpr 
necpssa ry procpdurp~. 

2. Eva l u<ltion of th(' A:t tt"li " ~ An('j Pump. 

3. Mf't,ql v~. Pla!"ti (' C.:I nnui l'lt"'. 

11. F} exiblp v ~ . Nonflf-xlblp PIF1~tic C~nnul ae. 

5 . Ventpd (JPtst.r(>;:Iml V!'l . Nonv"'ntpd Ca nnul lJ P. 

6 . Comparat.l vp C;:on nul f' ~ t,l.r. 

7. Ev~luat.Jnn of PregMn t"'y T"'!lUL 

8 . Evaluation of the DlJr:-ohiltt,y o f Men~trual Rp,II;ulp.ti on Kit.s. 

Procpd ure Studtp s 

1. General Protoco l fo r Mldtrim~ster ~bo r tlon. 

2. General Protocol f or Mrn r,t r'U;:Ii Rp.v.ulRti o n Studlel'l. 

3. Di l alion and CUr l'!ttR ~1" vs . Vacuu.lI A;<; p i rFi tlon fo r IndUCf'd Abor
tion. 

4. Dilation and Curctta~" vs. V~ cuum As p lration fo r Incomplet~, 
Inevltablp or Threatened Abortion. 

5. Saline vs. Prost,qv,landin vs. UreOl t'd r Mldtrimp!';tf!'r Abortion. 

6. ParacprvicAI BI ?c k \o'ith Sa line o r Prosta.vlandin for Hidtrlmesler 
Abortion . 



.------------------------------------------------------------------------------------------------",-

7 • P-r-ostaghnd 1 n Vag in<l 1 Suppasl tor ie.s for Mi d tr-l.es ter Abort ion., 

8. He~lr.~l VS. Surgical Hpthod~ of Menstrual Re~u18tlon. 

9. Inducti on of Wlthdr~wa l BlpedLng after the Adaalni,stratlon of 
Estrogen/ Proy,ps togen Compounds. 

10. Administ r a tion of Oxytoctc s Prior t o Va cuum Aspiration in Fir.st 
Trlmest~r Ab ortion. 

1'. Induction of Hen strUl'Il Bleeding by the Po .st~oltal Insertion of an 
IUD. 

12. Management of l ncomplrte Abortion by D C VS. Vacuum Aspiration on 
an Inpatient vs. Outp~tient Basis . 

Other Studies 

1. Menstrual Regulati on Pe rformed by Physi cians vs . Nurses. 

2. Reader Re li ab i li ty in Hi stopathology. 

As of the da te of this Project Paper, the following studies have been 
completf'd. 

Equipment Studi~s 

1. Comparativp. Vacu um Sources. After the 6perator had become famil
iar with the ~Quipm~nt there was no differenc~ in the ratps of 
complications and incomplete proc~dures between the 50 cc plastic 
hand syrln~e ~nd the R~ttp.lle vacuum fla sk . 

2. Evaluati on of t h£" Bntt~lle Hand Pump . Preliminary analysi~ of 
these data indicatp.s that the hand pump is comparable to other 
sources of Rcuum. 

3. Metal vs. rl astic CAnnula£. With respec t to all criteriA of per
form ~ n c ~ ( rates of specific com plicat ions, blood loss, frequency 
of cannu la rein serti on , amount of retained tissue) there are no 
signifiCAnt diffprences bptwepn the two type~ of cannula for 
t erminating pregnancies of 7-10 weeks' gpstation or menstrual 
regulati on procedures performed when there was up to 14 days of 
menstrual delay by vacuum aapirBtion. 

4. Fl eu lble V!l. NonflE'Xibl~!e Plastic C!lnnula. There was no differ
enct~ between the two pes of plastic cannula . 

5. Vented (jetatream) Cannulae va. Nonvented Cannulae. Venting the 
cannula offered no significant advant~ge. 

6: Evaluation or pregnancy tests. The Pregno.ticon Drl-00t preg
nancy test is not a very reliable test for the diagnosis of preg
nancy for amenorrheic women within 14 days of 8 missed men~trual 
period. Only B.OJ of positive results are false, but about 41.21 
of negative results are false. As the number or days' delay 1n 



onset ot'· mens-truatlon lnc re,llj~e~ , th(' fal~e-po~1tt vE> and thE> 
f~lse-n€gat1ve rates of the tC!t decre~se. 

7. Evaluation of th~ durabillty of menstrua l regulation kits pro
duced by t~r~e dlffprent m~nufacturprs s hows that there are no 
differences i n the ~urabtltty of cannula m~de by t he different 
manufactu r ers (avera~e of about 2~ proc~dur~s each). However, 
syrt nges producpd b 52 proce
dures j,.nlle syrin~es m?nufacturpd by BUrnet,t and IPAS averaged 
80- R5 procedurps. Al t hour' , the d isin fe ctRnt and soap USE'd did 
not appear to a ff~ct the durAbility ot' thp equipment, there were 
difre r pncps in the st.~ rilit.y of the equipment. On-raU, 2!J1, of 
bact~rlological SWi'l bs t, l'I kFn from the CAnnula wp. rf' positivp, and 
this r anged from 2':'~ with chlorhexidine t o ~6~ with sodium hypo
chlorite dl~lnfecti'lnt. 

Procedur~ Studie s 

1. Cenera] Protocol fo r Midtr lmester ~bort l on. Th~ Incidenc~ of 
complic~tions for s~l t np ~bortlon Increa~es wi t h thf' duration of 
pl ac.e ntal retrntton, wh i1,. thE' hourly r atp!\ of sponhnl!ou~ f'xpul
s ion of the placpnt.A dp.crea~p. Surg ici'!l rpmoval of the placC'nta 
a ppe l'l r~ tndic Atpd if it t~ not spon tA neous ly rxpelled with in two 
hours o f del ivery of t he fptus . 

In t. r nl'tmn iotl c hYPf'rtonil1 .!'alt ne a ugmpntpd with intravpnous oxyto-
11 1n Is associated ~lth shortpnrd InstUlatlon-t.o-abortion times 
Cmr>diAn, 25 .5 hour~ ) , compa r Ed to i n t r aamniotic hyprrton tc saline 
witho ut. !'Juppl ementAI oxytocin (mediAn, ~3 . 3 hour s) . The 
instillAt.ion-to-abortion time docs not dppC'nd on the rate of oxy
tocin Administration (17-fi~ mIU / min ) , but, doe~ depe nd on thp time 
of administrf'Uon. Ox ytocin inltb t pd within eight hours aft.er 
s~l inp instillAtion decreases the instillation-to-l'Ibortion time. 
InstillAt.ion-to-abort lon timps for intraRmn lot i c ~aline are not 
dependpnt on the pat.lpnt' !' gesta ti on .. 1 agp. (16-2~ w-pek~), AgP, 
ra ce or pArity. The r p arc no app .. rpnt. adva ntages to the rcmov~l 
o f ;:Imniotic fluid (in v~ri ()us amount.s--100 11'11 or 150 ml) prior to 
the instilla tion o f 200 ro l o f 2~ hype rt.onic saline. 

Compa r ed to the singh' in t r aamniotic 50 mg PGF dose schedulp 2n , 
the 25 mg mul~lple do~p ~chedulp (add1tional 25 mg PGF2n injected 
at 6, 24 and ~O hour ~ if abortion hR s not yet occurred] results 
In shortpnec'. mE-dian instillation-to-abortion times (17.4 vs. 20.8 
hours), and similar r atps of complicat i ons and sIde effects 
except for vom iting for wompn at 16-20 weeks' gestation. Both 
the 50 m~ and rFpeated 25 mg PGF20 dose schedulrs have shorter 
instillation-lo-abortion times Ulan 200 ml of 201 hypertonic 
saline (mpdian, 26.3 hours ) , higher rates of incomplete abortion 
and higher rates of ~astrointest ina l s id e p.ffects. 

2. CenerAl Protocol for Menstrual RpguIat. ion StudiE's. RegClrdlf'ss of 
the si2e of cannula (4, 5 , or fi mm), vacuum sourc" (50 cc s yr
inge, e lect ric pump) or length of amenorrheA, rA t~s of si~niri
cant complications ~re low--less than ~ in most of thp studies 
rpported by thp IFRP. In fact, the variat. ion in complication 



rate~ among Cent(>r~ doE'~ not appear t o bE' related to the equip
m~nt used but does app~ar to be related to thr. training and expe
rience of the physicians performing the procedures. ~igh~r rates 
of complications occur for prf'gnant compared to nonpregnant 
patif'nts. The ov~ra ll failure rate of HR (i.f'., continuin~ preg
nRney) is about 1.OJ; an additional " have incomplete proce
dures. ~ny savings in complications by delaying the procedure 
for onp. Wf' ck for women with negative pregnancy tests, to avoid 
procedurps on nonpregnant women, is almost exactly balanced by 
the inCrPASE' in complt c~tions for those women who do not have ~ 
mens trual per iod during the one week delay. 

3. Dilation and Curettage vs. Vacuum Aspiration for Induced Abor
tion. Overa ll complication rRt,es are similar for women whose 
first trimester preRnancies are terminatf'd by either vacuum aspi
r At i on (VA ) or dilatatt on nnd curettagp (0 C). ~owever , thp com
plication ratf's were signi fi ca ntly hi~her whf'n either procedur e 
was uspd at 11-12 wppks LMP (5.7J) as opposed to 6-10 wepks LHP 
n.BS}. VA compared to 0 C when perfortnpd in gravidas at 13-11) 
weeks ' gestRtion i!'l associated with signficantly higher rates of 
compll c~tion~ . Performi n~ DC at 13-1 5 weeks' g~station appears 
to be 8.::1fpr t han wAtting until ~ftpr 15 wpf'k~1 gestation and 
Adminlst~ring intrR~mniotic hypertonic ,altn~. 

4. Dilatation And Curetta~e vs . Vacuum Aspira tion for Incomplete, 
Inevitable or Septic Abortion. Complic~tion rates (especi~lly 
blood loss) were higher for 0 C than for vacuum aspiration. 

5. ParRcE'rvicAI Block with Saline or Proshglandin for Midtrimeslt'r 
Abort ion. ThP r~sults of a !tudy to ~valuate the effect, of 
seriRl, lonR-RctinR parR~ervica l blocks on th~ abortifac i ent 
e fft cA() Y of intrMmnt ot.ic PCF

2 
(40-20 mil dose schE'dulp.) and 

tnt.raamntoti l'1 20", hYPf'rt.oni(' s~l tne- indicatpd : 

a, 

b, 

Amon~ t.hf' peF trC'atf'd p.::ltient!'l who were admlnistprf'd 
p~rAcervic;:jl 6Y ocks, therE' was ~ significant reduction in 
the ratps of gAstrointp.!tinal sld~ ~ffect~ and incompletp 
abortion, and a r~d uction in the instilla tion-to-abortion 
intprval compared to pRttents who were not admini9tp.rp~ 
paracprvical blocks. 

Rates of side effects, incomplete- abortion and cumulative 
abortion wer e simil nr for pati ents aborted with hypertonic 
saline independent of whether they did or did not rE'celve 
par RcE' rvical blocks. 

6. ProstaRlandin Vaginal Suppo~ itorlE's for Midtrimester Abortion. 
The safpty and efficacy of the repeated administration of vaginal 
suppositories containi ng 1 mg 15(S)-15-methyl PGF20 (tham) were 
evaluatpd . The med ian time to abortion was 17.5 hours and 89.6' 
of thp patients aborted within 48 hours. Ga~trointe.stinal .sidE' 
effects wpre a fr equent rpsponse to the prostaglandin therapy. 
Compllc~tt ons were infrequent. The abortion was complete for 
43.M of the pati ents. 
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7. Medical V5. Sur~ical Mpthods of Mpnstrua] R~gulatlon. Th~r~ ~rr 

no ~dva"ta~e~ t,o thf' intrRutf'rine administration of C) mp; PCF
2fl for MR whf'n comparf'd to t.hr Vt'lCUUIII a~plrt'lt 1 on procedurr. 

8. Induction of Wlthdr,q",,,,,l ~lpf'dlnfl! Aft('r thf' Admtnistr""t. ion of 
Estroy'rn/Progpstin COII'pounds. The lnt.ramuscu lAr administ.rRt.ion 
of an f'stro~pn/pro~rstpronr prep~ration (c)O mg progesteronf' and 3 
me estr~dlol bPnzoat." in oil) was found t.o bf' ineffectivr in 
inductnp; bl~f'din" in nonpr('~~ant ",ompn. T",o-thirrls of 
nonpr~~nfl nt p.::lttE'nt. ~ b"~Rn mcnst.ru~tion ",1 t.hin one "'f'ck of first 
rCQuesti np; MR indepf'nd('nt. of whether or not. they rf'cpivpd intra
musculRr r!lt.rO,llpn j: rPRtmrnt. ThE' adm1.nistr.::ltion of 100 mp; pro
~e~teron(' I.M. to wompn ~ose menstrual periods were del.::lyed by 
no morp than ,lj days 1!'l inrffect..ivf" tn inrluctng ut.p.rinf' blE'eding , 
Women actmlnt~tE'red progest~rone menstruated later on the IJverage 
than women who were n~t administcrrd progf'sterone. 

9. Induction of Henstrll.ql Alpcding by thp Po~t.co1tRI Insertion of an 
IUD. Prclimln~ry analysis of only 611 Cl~es shows that all 
patif'nt.s menst.ru.qted -".t or about thE' expeocted time. 

Other Studi~s 

1. Menstrual Regulati on by Physicians .qnd Nur~es. PrE'liminary anal
ysis show!! th""t ralps of ~ompllcDtion~ of the menstrual regula
tion procpdurp and thr rat.r o f lncomplpt~ procpdurE's are simtlar 
for nUrRf'S and for phY!'lict.::lns. 

2. RE'::tder "pli .. ~bil1ty of Hl!'1topat.holo@:y Sltrles. There wa~ About. a 
201 discrepancy r-".tf" bp.twp.p.n the patholop;i:'lt "'It thp study clinic 
Rnd the U.S . patholo~ist. ~nalysts of thf' third reading is 
incomplete. 

ThP following studip~ arp now on~oln~. 

Equipment Studieg 

,. Evaluation of the Batt.Flle Hand Pump. 

2. ComparC'lt i VE' C?nnuh Size . 

3. Evaluation of Pregnancy Tet"t (capillary prE'gnancy test). 

ProcE'dure Studlf's 

1. PpracPI' vical Block wit.h PGF2e for Htdtrimester Abortion. 

2 . Prost.aglandin with Urea for HidtrimE'stpr Abortion . 

3. Induction of Hf'nstrual Blppding by the PostcottRI Insertlon of an 
IUD. 
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Other Studlps 

1. MenstruPll Re,:ulatlon pp.rro,..u~d by Physici;ms vs. Nurees. 

The following st.udies Plre projp.ctpd for thp futurf'. 

1. Midtrimpstf'r Surgical Methods of Termination. 

2. An Evaluation of Dirrerf'nt Methode of Cervical Dilation. 

3. An Evaluation of the Various Phal""lllacol i~8ical Mf'thods of Termina
tion of Midtrimestpr Abortion, Including their Different Routes 
and Dosages. 

4. An Evaluation of Pharmacological Methods of First Trimester Ter
mination (including very e~rly first trimester, AS such methods 
become available). 

5. An Eval.Jatlon of any New Procpdures or Equiplllent for Pregnancy 
Termination at any Gp statlon (including related equipment such as 
dilatcrs or prpgnancy tests). 

6. An EvaluRtion of the Long Term Sequelae of Pregnancy Termination. 

7. An EvaluRtion of thr. Safety of Pregnancy Termination Procedures 
(primarily at Vf'ry ('arly gestations) Performed by 
Nurses/Midwives. 

8. An Evaluation of thr Efficacy and Safety of Postcoital IUD Inser
tion to Inducp MenstrUAl Blpeding. 

9. An Evaluation of the Efficacy and Safety of Premedication with 
Oral Oxytoxics 24 Hours Before Vacuum Aspiration in Fir~t Trimes
ter Abortion. 

10. An EvalUAtion of thp Safety and Practicality of Treating Incom
plete Abortion on an Outpatient Basis with Either Oilation and 
Curettage or with Vacuum Aspiration. 



ED1demjo}o&ic Syryeys 

Epidemiological sludies of population in relation to contraceptives have 
not been done on any systematic bas is. These studies can providp. both data 
nf"eodE'd for contracp. ptlvp devf'lopment and for national program dhtributlon 
programs. Knowing the reactions of popuht1on~ to continued usage. contra
ceptive shifting patterns and otheor data which E'pidemiolo~ical studies can 
produce may be st~n 1ftcant whf"n deciding th(' mix of contracpp\. 1'I ~s to be 
offered in a particular LDC ~f'ttiTlI!, ~nd whf'n establlshin~ the focus or 
programs to suggest changes und~r indicated ocnditions. Case control stud
it'S of infrequent events in contraceptive USI'! can be conducted frOGl the 
IF~P computer data bank. 

IFRP bas prepared the following protocols with the associated data 
co~}ection instruments. instruction manualS, computer programs And other 
nece:wary proced urE'S . 

1. Epidemiologic Survey of Hospitalized Casr.s of Thromboemboli c Dis_ 
orders in a Singaporf' ~eneral hospital. 

2. Epidemiolo~ic Study of the Rel~tionship Between Oral Contracep
tives and Thromboembolic Di~orders 1n Asian women . 

As of the date of this Pro.1ect. Paper, thf! fo11o\olin$l: stuc!lf..os have bf'en 
completed with the result~ indicated. 

1. Abortion in Four Asian Countries: Patient Characteristics, Mor
bidity, and Contracept.ive Acceptance 

(a). Host of thE' pati ents with no preexisting medical conditions 
(NPEHC) were marripd, multiparous. of urban reSidence, and 
rangp.d in med ian age from 29- 32 ye8r~. 

(b). Complication ratps in patients with NPEHC were high~st in 
pAtients lpss than 2n years of ~~e, nulliparous, and more 
than 12 weeks' ~estAtton. 

(c). Pat lf' nts with PEMC hRt1 diffe rfOnt. frcqufOnclefl of spP.cifi.c 
pntipnt charactpri sti~s, diffp.rpnt mana~ement, ~nd ~enprally 
higher complica t ion ratps than p~ tlpnts with NPEHC . 

2 . Follow-Up Study of Oral Contraceptive Accpptors in Howrah Dis
trict in IndiR. 

(a). Most women 1n thi~ district were satisfied with oral contra
ceptives. 

(b). Whil e about onp third of the wompn who used no contracpptlve 
method after the proj ect ended r p.ported becoming pregnant or 
suspect~d that they were pregnant, te8~ th~n 51 of those who 
reportf'd using some form of contracf'ption reported or 
suspected pregnancy. 

3. Incomplete Abortions in Accra and Ban~kok University Hospitals 
1972-1973 . 
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(",). Indf>pen'h ' nl of the Centpr, septic aborti ons are aS90ciatct1 
w\t.h h1.~hPr I"';;ttps o f death, a8 well a~ with lIore seri ou!' 8'Ut 
potf"ntl~lly '£>l"'lou9 ~oapllcatlons than are the nonsepttc 
abortlon~ . 

(b). Septic abortion is more costly than nonseptlc abortion. The 
pat ipnts with septic abortlon were hospit.al1zed longer and 
consumed more surgical time. 

Ii. A St udy of Abortion in Countrtf's Where Abortions are Legally 
Restricted. 

(a). Wompn treatl'd for induced l'bortton tpnded to be of higher 
parity and more 1 tkely to have at.tained their deSi '\'td family 
size than pati ents trf'stpd for sROnta.9Jp.ous abortlons. 

(b). Morbidity rate~ WE're quite low for patients treated in Cen
ters where vacuum as piration was mainly used, particularly 
in cont rast to the morbidity rat~s for patitnts tre8t~d in 
Centprs where dilatation and curettA~e was used exclusively. 

5. Female Sterilizat ion Trends in Singapore. 

Cal. The proportion of cases stprilized in the immediate postpar
tum PE'rtod has decl1npd dramatically during the four-yeAr 
study period. Postabortton and interval cases have shown a 
cor respond tng increase . 

(b). thE' pe rcen~ of women bei"'t sterllhled who are Uliterate has 
declined durin~ this four-year period, while the PE'rcent who 
arp gainfully pmploYE'd ha~ increased. 

(c) • Mean parity, mE'an 
childr~hav~ all 

child lo~s, 
df'CrE'8Sed. 

and me~n number of living 

6. Postmarkettn@: SurvE'1l1anc(' of Intrauterinp Devices. ~ scheme for 
continuous surveillance of marketed IUDs is presented In this 
methodological paper. The scheme includes IUD surveillance and 
investigational studies. 

7. A Comparison of Menstrual Regulation and Abortion Acceptors In a 
Sin~apore Hospital. 

(a). Menstrual regulation acceptors In comparison with abortion 
acceptors on thp av~rage were younger, had more years of 
education, had one less live birth (controlling for the age 
difference), and were more likely to be using the procedure 
to space thpir chlldrE'n than to terminate fertility. 

(b). Menstrual regulation acceptors were also more likely to have 
used contraception before the procedure and were more likely 
to have had previous experience with induced abortion. 

8. Low Hirth Weight After Induced Abortion in Sin~apore. 
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(a). Th,f'_r e wa s no si~nifj r:~ nl dHff'rf'nc f" i n birth weigh t o f t hp 
nE' x t pre.a:nrtncy whf'n t.h" previC'lu !'l pre~nanc y was t£rminat('d by 
tndUCf"d abort Ion. 

(b). An analysis of the e ffect o f type o f abortion proced ure on 
birth we ight In subsE" Quc nt prE"gnanc ies revealed that wome n 
who WE're abortE'd by OAC deliver ed l1~hter wf'ight babies than 
women who ~r£ abort E'd by vacuum a~piration. 

(c). Abortion by D& C appears to increage the risk o f sub~('quent 
seQuela~, inc ludlnp; spontanpo us abortion a nd stillbirth, a nd 
complications r E'Q uiring !'Iurgic~l procedures. 

9. An Epidcm iologi c<'Il An ~l ysis of Intraut.rrtne Contrace pttvE" 
Device s--A Prf"ltm ina ry Rpport. One-yp~r ~ross cumulat1vp I1fe
tablf' prf'~nancy, £xpul s ion, and bl E"edt ng / pain removal rates were 
calculatpd for Sf!ven types of IUD:'I; <lind thE"'p rates were com pared 
for wompn with dtffprrnt bi o l ogical and socio-demographic charac
teristi c s and dlfff'rpnt ~ltuational facto r s affecting their IUD 
i n:'lert tons. 

Th E: follo wing studle~ arf' no w on.a:01n,;. 

1. A Case-Control Stud y o f Prrgnanci ps Followin~ Fema le Steriliza_ 
tion. 

2. A Compu tf' r_Matc hed. Casp- Cont r ol Study o f JUD MPdical Removal s. 

3. An Epidemiolo~lc Survey of Hospital izrd C<'Ises o f ThromboembOli c 
Dlsordf'rs in a Singapore G('neral Ho ~pttal . 

The foll o wing studies are pro.l pcted for the futur e. 

1. A Computrr-RplatEd, Case-Contro l Study on Acc idental Pre.a:nancies 
in IUD Wf'A rers. 

2. Study on Effec ts of St.erold~l Contraceptives tn Asian Women. The 
IFRP wil l bp coo peratJng wi t h the Council o f the Sout.h and South
ea s t Asi a and Oceani ? Region o f thp. TPPF on this s tudy. 

3. An Epldpm iolo~lcal Stud y o f the Di scontin u('d Oral Contraceptive 
Users tn Ho wrah DlstriC't. In India. 

11. Case-Control Studies on R.3 r f" Events Rplatpd to Fertility Re,g;ula
tion Methods. 



Phase 1 and II Re§earch 

Phase I and II re search should be donp. by group! othf!r than the IFRP . How
evert the lines between Phase I and II and III are difficult to draw. Addi
tionally, cli nical testing of IUDs of ten indic ates that a small change 
( which could be cla~si f ied as Phase II or ~ven in some cases Phase I) will 
producp. a more e ffective df'vic e . It is more cost e ffective and more expe
dient to do such work at the IFRP. The total amount oC this work is small 
i n comparison t o the remainder of t he program, but it is essential. IFRP 
will not attempt to deal with other than mechanical devices and simple sur
gical instrumen t ~ . 

Phase I and 11 Research has bpen conducted on intrauterine devices focusing 
on development of an IUD with sub~tantLally reduced side effects. 

1. Most of the dpvices devrloped in the IFRP IUD workshop as origi
nal proto typP s we re appr oved for human testing. T\lo variations 
of the Lippes Loop-D, onp reduced in size in the lateral planr 
only and one tapp rf'd in thickn£>ss frOGl the fundal end to the cer
vical end, werp placpd 1n t rial. 

2. Work was begun on a biodf'~radable carrier for the sustained 
release of Trasy lol but was dropped when Trasylol was disap
proved . It appears that none of the bioder:radable materials 
under study--polylac ti c acid t polyglycolic acId, or polycapryl 
l~ctone--are approprlat r vehicles for delivery of Trasylol or 
AMCA; however, one of our consultants ha ~ com pleted preliminary 
expcrimpnts that indicate Tra~ylol can be delivered from 
biodegradablp collagen af fixed to an IUD . 

3. Estimates of dysfun ctional mens trual blood loss and discomfort 
thAt t~ t.r;tcf'ablf' to varioui"l types of IUDs were made basrd on 
info rm ation obtrli ned from admission and follow-up forms, using 
the ~ut omatlc Interacti on OPt~ction (AID) computer program. The 
AID mod~l ~stimated avpra~e blood 109S with adequate accurpcy for 
wom ~n usln~ copper Loops, plain Loops, U-Coil IUDs (with and 
without proges ~e rone). ~MCA Loops and the Copper-T. 

4. Joint work with Or. Zippe r has revealed that certain combinations 
of zinc and co ppe r on IUDs cause the prr~nancy rate to approach 
zero un til the zinc is gon~t indicating that voltage gradients in 
the uterus may be involved in the contraceptIve action. Explora
tion of th is finding is being pursued. 

5. Sustained rel~ase of pro~esterone into the human uterus from a 
U-Coll IUD was found to reduce menstrual blood loss to values 
slightly below pre inse rtI on levels. Th~ ProRest~coi l has bp.en 
developed to mainta in the l ow pregnancy~ r-dte of the U-Coil and 
correct the insertion difficulties and poor shape memory of the 
U-Coil. The Progestacoil c~n bP. mad~ in a variety of sizes and 
diameters. 



h, ~ numb('t' of prl!lt.part.um l"ll~ wt'rf' ctf'Vf'lnpNI, in l" luctinp; ctl"vit'f" :'1 ;or 
at,t ;H~ hlllP; :10 IIIIl I p Ih' 111, .. rlnt· fundi) :,. Ft(' If! lri<ll!'1 of lh,' 1;!' _ 
I('t· df'vic'('!" . 11 ' / ' :lw:Jit inp. f'urt.hrr t,('!il in .... nr s(' lf- , In ~ h('lrinp; TlID!> 

th .. t. do not pt'·nf"t.r;d.1' l! s!iur, fll"lr_nnChnrlnp; , nondf'p;rmlflblf' PI'O
.Iect ion!': ror t.h,. Loop-D t h;1 t. "" tl"nd t nth" .>1n tpr lor_post.l'r j or 
dlr('ct.\nn \tIprf' rlevE'loppd, Also, blodf'.Il;r<ldabl e pxtpnsions we r e 
df'v cloprct th~t pxt€nd the upper 11mb of the IUD in eithp.r the 
l at.f' r~ l or antcrior-pos tprior dirpc~ i on s . Thpse self-anchoring 
pxtrnsi ons may be appllf'ct to the Loop-D, Copppr_t, or Copper-7 
TUDs, Chromi c _~ut sul urr , ~ol lag,pn, ~nd a compositf' of 
polylacltc a~id ~nct ~f'latin arE' thE' blod E'~radablE' materials that 
hav " bepn uSPd thu s f<l r. 

1. Pos tpartum in ~ertf>r ~ for sf'vf'ral typ(:f' of JUDf' havf' been 
de~ i5l;ned, 

8, TechnlQue ~ for thp 3ustainpd release of many typf'S of drugs into 
thf' ce rvical ca nal wer e developed. The ca rripr is a fusiform 
b~ad of F. thyl r ne-vinyl acetate that slictcs over the monofilament 
tail o f an IUD. It is positioned on thE' tail so it rpsides 
with i n thr cervix. 

9. S pp~l mp.n s that providE' ~ sustainpd rc lpa sp of copper salts were 
fa bri cat ~d as an alt~rnative to the rel ease of coppE'r by the cor
rosion of copper wirr. 

10. Thp Battf' ll p Mrmoria l rn st.itut(> UterinE' Ci'lliper and Sound was 
f'valuatpd in humans and a new sound for mpasurin~ inner- os_to_ 
fundus distancE' wa~ dl"vE'loppd and tf'stpd. 

The foll owing work i~ i n pro~rr ~ ~ a~ thi~ prnjr.c t p~per i~ bein~ writtr.n: 

1. Developmpnt 1;0; now undPr w,ly u:o;inr: 

(a). Silas tic a~ a r::a rri ~ r for AHCA and EACA, wit.h and witl,out a 
diffusion barr ie r coat.i ngj 

(b). D hydro~pl reservoir with a polyuret hanp diffusion barrier 
for rele~sing AMCA j and 

(c) . a system to relra~E Trasylo l from a loop-D. 

2. Indi ces arE' bd ni; drv f" lopp. d that measure IUD performance and 
accpptor satisfaction with higher s?nsitivity and a shorter 
response timE than lifc table E'vent r~te analysis can provide . 

ThesE' indice~ and othfrs to follow will bE' used to determine 
whpther dlmE'nsional variat ions of the Loop-D havE' a ~ignificant 
advanta~c OVE'r th~ pl ain Loop-D or othE'r l UO optionf'. By the end 
of 1978 , a dpcl~ion whf'ther to continue E'valuation of the 
dimE'nsiona lly alter£d Loop-D will be made. 

3. Work i s procef'din~ on th f> development of a nontoxic biodegradable 
material with \n adjustable degradation rate and the proper elas
tic modulus that can be mold ed or solution CAst and will rpl~Age 



drugs having high mo lp r:ula r wf'i~ hts. In thi~ cOflnpction , -;In 

improv~d materi a l fo r ma kiny, postpartum JUD Pltf'nsion1 is 
expected to bp r pad y for ri(>ld testing by August 1978. Although 
best-effo r t contrac t s to provide systems for releasin~ AMCA and 
Tra s yl o l are i n place, t he de~~ lopment of a bac k-up system 
in-ho use is a1-o proRres9i ng. Clinical r esults from thesp systems 
a r e p. xpec tpd by th~ ~nd o f calpndar 1918 . 

Ji. By July i918 it will be possi bl f' to delhf'r from a "T" I or s imi
lar IUD, man y t ype9 o f dru~s over a wi dr ran~ e of r elease rates . 

5 . The Progestaco ll and an improved vprsion of t hp progesterone 
IJ-Col1 will bf' rpady fo r field testi ng by Marc h 15, 197B. 

6. Conc urrent with r:l in lca l trial rpsult s on t hf' c urre nt generation 
. o f postpartum IUDs, tooling fo r making mo l ded anterior-posterio r 

coll age n anchors wil l be df've l oped, ~nd a suppl y 9 postpar t um 
IUD ins erters will br obtAined by September 1978. 

The following ac tivity ha s ben planned for the fu ture: 

1. Establish nn IUD work!';hop out~idf' U. S. bor ders. 

2 . Df'velop rf' fin erl ana ly tlr::11 mode l s and methods for thf' pre sc rip_ 
tion o f IUDs. 

3 . Devr>lop improvp IUDs and Ins~rtt'rs for immediatE' postpartum 
i nserti on. 

4. Locatp and scrE'('n btooeg rad Cl ble mate ria ls that arE' suitabl E both 
for drug rrlease and for postpartum IUD a nc horing . 

5 . Eva luatp JUD-re latf"d f"ctoptc prE'gnanc y rates and PID rates. 

6. Extf'nd techn ica l assi s t~ncp to co llaborators 1n LDC~ pprform1ng 
IUD r esearc h. 

7. Dev('lop and eva l uatE' medicatpd (i.e ., ster o id, ant trtbr1no lytic , 
an ti-infl ammatory, and mptal lic) IUDs to r educe side effects and 
1mprov~ contra~p pt ive e fficacy. 

8. Establt~h a community postpartum IUD program in an i~land E'nvl
ronm ent s uch as Bali or Sri Lanka. 



Eouipment lntpgral to fprtility Management technology 

Most mAjor surgical equipment manufacturers ar~ working on new types of 
equipllfnt lilhich has applic2 ti on in thf> fertility management field. Muc h of 
this equipment is inappropriatp for incorpora t ion tn LOC prOf!;rams but. some 
has definite benefits, The ]f'RP is an idf!al organization tor pvaluation in 
LDC settings ot new equipment. Tp ~t of the lapracator, which i~ considera
bly less exppn!lve than a l apar oscope . i ! now i n progress with preliminary 
results expec ted 1n Marc h, four month~ after it became available. 

The following nf!~ equipmpnt related to t he fertility control technology 
indi cated will be evaluatf'd. 

1, Female Sterilization. 

(A), LaprAcAt.or, 

(b), Mintlap Rf'tral"to r. 

(c) . Tubal Ho oks, 

(d) , Ut~rinp EleVator:'!. 

(e), New Occlusive DfovicP!), 

(n , Elpctr ir.al Unit s . 

(g). Air Insufflation tor Laparoscopy. 

(h). Open Laparoscopy Troca r, ..,. 

(l). Chpmical Instillati on In ~truments, 

2. Male Stpril ization, 

(a). Occ lusive DevicE'S. 

3, Intrauter inp Contr3cept ion. 

(a). Interval In~e rtprs . 

(b). Postpartum Inserters. 

(c) , Uterine Sounds and Caliper~, 

4. Pregnancy Termination and Mpnstrual Regulation. 

(a), Vacuum Producing Devices. 

(b). Cerv leal D.ilators. 

(c) , Cervical Force Measurement Instrument to measure forces 
generated in cE'rvical dilatation and IUD insertion. 



(d). Largf size CCinnulrl for (';.jrly midtrimester prE'gnancy 
termination (Battelle). 

(e). Pregnancy Tests. 



2. Significance to AlP Qble~tivr~ 

As AIr) continuf'~ to r:lit f' nd it~.!'ol :!\t:\ ncp to countries who wish to rf,ula tl' 
their populati on ~rowth, AID ~ n~ thfse countries will continue to wi~h to 
employ the safest and mo~t co~t· e ffec tlve means to achieve their go~ls. 

It i~ c lear from st udy o f fc-rtility patterns and family plannin@: prop;rams 
thllt success o f e fforts to control fertlUty 1 ~ hl li1;hI J dl"~ndf'nt upon 
availability of, i'lnd tpr hnic::Il l'Avancp~ in, fprtUity control methods. It 
also is clea r thaI the most s ut"rrssful pror,r::lm s hav e offered a variety of 
tf'chniquf's, InclUl1in~ postconc£pttvf' mp::ln ~ of ff'rtUity control. It. 15 
auspl~ious fo r the S lJCCl'~S of f .:l mil y plann i n,l7, pro~ram~ that there arf' now a 
number o f vf'ry promis in, new ff' r tllity cont r o l tec hniques whi c h are ready, 
or soon will bE' rF'ady, fo r c linical tri a l s . 

The If'RP h::ts ~f'monstrated it :> ::Ibili ty to carry out. trials of diVer se nl'w 
methods und e r' actua l use con~jt i on:; In :t wide v::Iri"t.y o f countrif's and c ul
tures, particularly in LDC~. The IFRP worldwid e nplwork has evolved into 
thf' clin i cal t est in~ rf'sourcf' fo r npw and improved fertility control tech
no l ogy developpd throu~h IfRP, undpr ot hp.r AID s upportEd projpcts~ and 
through other public a nd priv nt ( ~~f' ncips. Somp o f thesf' methods o f fer
tility cont r ol requi r e l onp; trrm foll ow-up of Il'l ry,f' numbf'rs 0-.: caSFS to 
evaluate the risk ~ nd bpnpfits in various LOC ~etti ngs. IFRP is conducting 
thf' follow-up o f thesf> casP!'l, whi c h will extpnd .into the continued pro~ram. 

Continued fundln~ of l.hp lFRP pf'"r'mil~ hip;h qual ity c l inical trials of nf> W 
means o f f r rt illty ~ontrol wit.h m.:lxi mUIII lnvolvF'ment of loca l Contributors 
in LDCs whosf' in!'ltituti ons may ~ S!'l umr incrcasin~ increments of responsibil
it y for conduct o f studies a!'l rx~rifnCl' is g~Lned . Clinicians have been 
trainpd to bf' skillf'd 1nvp :lti lil: ::tt.o r ~ , fi nd in sf"vt'ral countries 
semiautonomous fert 11it. y contro l, a significant ~. tpp in the tran~fer of 
tpchnology. 

Most contrac~ p t ive ncv plopme~t wo rk is focused in thf' more advanced coun
tries with drug re~ulatory boards , patient protection and often in places 
which fit into the marke ting st.rfltf'~Y of phArmaceut ica l firms. For these 
reasons. methods whi c h arf' potent, tally the simplpst. safest, least expen
.!live and mos t appro priate for LOC set t in~s arE' frE:Que ntly not pursued, and 
LOCs arE relati vely ilnorpd as tf>~t sltf~. IFRP works countpr to thi~ ~en
era 1 condition by concf'ntratin~ in LOCs whpre ~ID's interest is great~st. 

LOG studi es of n~w means o f fe r t ility contro l are important for: 

(al. Determining the value of npw fertility control methods under use 
conditions in the ·countries \oIhere they must eventually be 
f'mployed. 

(b). Determining if there ::Ire problems spe c ific to the LDC setting 
which re qui r e dpvel o pmf'ntal work. This work should go on concom
itantly with t.hat in the U.S. and Europe--rather than after the 
method i s widely used or marketed. 

(c). AID is bettpr able to ~atisfy the df'sire !'l of major resp.arch ple
ments in leading LDCs whpn work bpgins there with the most 
advanced new fertility control tpchnolo.ies. 

http:foilew.up
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Cd l . LCD parti c ipa ti on in the r~ sea rc h and d ~v~lopmental work on a new 
drug or mp tho d ca n be pxpected t o grpa lly pnhance thE" ~pecd with 
whi c h it can b' come a~crptPd and oprrati on31 in a n&tional family 
lo"la nn t n.p; prOll;ram. IInv r ('sparch effo rt which can speed up t.hE" 
accf' pta ncf> ti m E' l.~blp fo r a nf'W IIIPAns o f fE'rtl1ity control is 
hi~hl Y i mport",n t. 

Ce l . If nf' W f f- rlili t y ("(lntro l t( c hno logy r f' .!ults in a major shift in 
f~mily pl ann i n~ s tratf'vy fo r delive ry sys t pms in LDCs, thE ~oner 
th i s new pn lt. prn f'm e r,g; P5 the bf'tt f' r AID I s ablp to make lop~ tf'rm 
pl ans anet rn prl th f" n ('p r1 ~ o f thp~€ nf' W progr<' :rt requirf'ments. 

Th e IFRP h rl ~ Ich .'nllf t"d !':t f r ",nrl r frrn t l vp mf' t.t1(l r1 ~ for u~p jn LDC f~mily 
pl i:lnnlng prog,r :lrn :'l ·tnn o1l:-~"min . II. ' d i nfo r'm." Ion "~n llt thf" ~ r mf'thod,q tn pro_ 
mo tp t.hpir f' il r l y ul\ I 11. ... ' inn. Co nt. i nll f" n u ~(' o f lhr drmonst.rat f'd Cnp;lhtl tty 
o f IFRP will prov l r1,':' cn, I- ( ff' CI Iv p mpan ~ o f rl s,urlnll; "" continul"d flow 
o f info rm ation to .A I ['I nnd LDC,q whi c h CA n bp used t.o makp programmati c dr c i
s i ons . Th P f"ond u~ 1 " nd r v ~ lufl ti n n o f c linica l tria ls. a nd the dissrmtna
ti on of inform a t i on , wh i ch ('i'l n bl' pff.--c t ed thrnu~ho ut the IFRP 
international netwo rk, c an pl a y ~ n integral r o lp in impleme"ti"g these 
decisions. 

3. Relati on t o Ex i,S U ng Kn owl f'dgf' 

Studl r s s ponro r E'd by .A 10 a nd o t hp r ~gcnc ies have rpsultpd in a nu~ber of 
ne w means o f fprti l H y ro n t r ol . Ho wpvpr, evaluAtion of their OIOrth in thr. 
LOC settln~ 1~ nec ( s~a ry and r r qu i rps vl~orous ftp.ld testing under use con
ditions. 

Contracp ptivp dev n)o pmr'nt de Pf'nd3 upnn t hrp p s trps: (1) fundampntal 
r ('se arc h in r f' pror1uc l l vf' b i o l o l1,,Y. (? ) npw produc t development incIudtnp; 
sm All sct'tl p , c'l r e f u lly ('ontro ll r;l I" l l n1<' n 1 tri 'l ls for cfficacy and safety, 
animfll t o xl co l op;y, nrug, fo rmul " , in n, P'!\l.abli!'lhmf'nt of manufact.urinp; mpt.hocts 
and standa rd D, qU iI ] i l.y c nn t r o l, Hnd r1 r~ 1 I nil; with drup; rf'lI;ulatory a,l!; Enc i r.s , 
(~l brend sCn l 1" e l ln i "';:.] tr jH l ~ 10 prnvr ae ceptnbilt.y Rnd evaluatf> so'lfe t.y 
and effi cac y, Th p lFRP C'on c '~ n l r a t. p:q on thf' third step in this procedure , 
This is fr equently nr~lf' C len by d ru~ companle,q who~e interest is in mar
ke ting th£:i r own d r ul1, ~ 1'1 nd r1"'v l (' ('~ . Furthprtno rf', In the second step, that 
of produc t dr velopment , t he rf ar r rn ~ ny I pad s whi c h d ~serve exploration 
which may no t fit i n wi th co r po r al p poli c y o f drug firms. For example, 
nonclinically based me thods on wh ich thf're is little chance of profit do 
not interes t 1rug firm s and thp c l i nical trials nec essary for study in 
LOC's may be t oo expen s ive t o w",rr a nt their inVE'stmEJ'lt. This is particu
larly trup because o f the int€n~e sc rutiny and additional test!ng required 
by the FDA fo r contrac eptives compared to other dru~s. 

The refor e , this prnll;r am s prves t hp d ua l purpo~e of tpsting prom!s!ng new 
me thods of fertUlly contro l o f li t t.Ie intE-rest to manufacturers and 
accelerating the dev plopmr·nt o f speCific methods. and compounds which are 
controlled by industry. Fj naIl y, it. will prov ide object ive comparisons 
between methods under LOC condlti ons __ data whi c h wculd otherwise be una
vallablp, 



A discussion of th~ status of the modalities of fertility control being 
studied is provided in the e~panded narrative. 

4. Relation to Other Research 

The IFRP serves as the field trial network for a number of AID-sponsored 
research project~ which have d~veloped new or improved means of fertility 
control appropriate for clinical tpstin~. These AID funded cont~actors and 
studies include the following: 

Battelle Memorial Institute: Cooperation in early and in full scale clin
ical trials for: 

(a). Vas cautery, the Schmidt Technique and portable cautery unit 

(b). Evalua~ion of improved versions of the ~O cc menstrual regulation 
syringe with vacuum lock ana accompanying cannulae. 

(c). Evaluation of a hand pump for vacuum aspiration. 

(d). Evaluation cf the new mechanical cervical dilatation device. 

Cooperation with ~nd feedback to Battelle on newly designed equipment and 
devices includes monitorin~ data At early trials, and site selection for 
full scale clinical experience and the analysis of data submitted on 
standard IFRP data collection instruments. 

PARFR (Program for Applied Research on Fertility RE~ulation - Northwestern 
University): Close collaborative relationships exist between PARFR and 
IFRP. ~en a tEchnique developed by PARFR is ready for broadscale trials, 
it is entered into the IFRP sy~tem. Current and planned stUdies of this 
nature include Rtudies of IUD~ and bleeding in Cairo and Germany, studies 
of the copp~r clad Lippes Loop IUD and a new sponge as a barrier method. A 
number of additional technique~ may be to the point of requiring clinical 
trials in the near future. 

Johns Hopkins University: Abortion ~tudies involvin~ new equipment And 
methods are recorded on IFRP forms to facilitate analysis and contribute to 
the IFRP data base. 

Population Information Program (PIP - George Washington University): To 
date, IFRP researc~ staff have cooperated with the PIP in reviewing 
selected reports and prep~rin~ subject area information. The production of 
IFRP Research Findings is very ~reat, and close cooperation with the PIP 
will be continued to enhance the dissemination of these findin~s whether 
this program is continued by George Washington University or by another 
contractor. 

PlACT (Program for the Introduction and Adaptation of Contraceptive Tech
nology): This organization is primarily involved with adaptation of 
existing technolo~y and in maximizing acceptance of new products in local 
areas. IFRP will continue to collaborate closely with PlACT. 

The IFRP has the lar~est network in LDCs for international comparative 
clinical studies. Other organizations have established clinical trial net-



work~ for individual method st udies , or concpntrat~d on small Phase I and 
Phase II trials. Drug comp~ni ~~ continup to sponsor multl_Cent~r clinical 
trials, but they are not compar,1tive trials which would allow the selection 
of the be~t amon~ s~vpral simil~r d ru~s or techniques. 

5. Propospd Work Pl an and Methodology 

Ourin~ thr pprlod covpred by pr~vlous contrac ts, IFRP has d€velped an 
internat.ional net work of Contributors who are knowl edgeable, closely linked 
and skilled 1n th~ IFRP r espa rch syst~m. Thpse clini cal investigators have 
been trained In research methodo l ogy and medi ca l proc~dures, and are abl e 
t o conduct stand"lrdized c lin ical t.rti'lJ s resulting in reliable, high quality 
data •. ~veral national fprttlt ty rpsearch progr ams are in the proc~ss of 
being organlzpd to coord inatp th~ rpsea rch activitips , including the dat"l 
collec tion management, in their count ries. Through this established net
work of individual~ and institutions, IFRP proposes to continue r~search in 
newer method s of fertilt y re~ulatloo Rod in c losely related activities 
which contribute to the objectives of AID. 

Through previ ous support from AID , the pr ogram hRs devpl oped standard data 
col l ection instruments in Prpgn~ n c y Terminat ion, ~nstrual Regulat ion, 
Femalp Stf"rili Mlion, Half' Ster i 1 !'lation, IUDs, SY:'ltemic Contraceptives, 
Barrier COntrace ptivps, EpidF~iolo~i ~a l Surveys, Rnd Equipment Integral to 
Fertility Control . Com puter pro~ramtl havp ':)een developed for management 
of data in pach study arp(t and for pdl ttnlJ data collp.c ted . In addition, 
standard ta bl es have been devplo p~d to assist In analysis of data. These 
arp i n two parts: oop set for pRtl~nt charActeri stics which are similar 
across all s tud y R r~as and a second se t for thp clini ca l findings in each 
study ar ea. Instruction manua ls for completion of eAch data collection 
instrument have bp('n wri tten . ThP i ns trlUllellts hRvP been approvpd by the 
Medica l Advisory Committre of IF RP, t he AID ProjPct Manager, and the IFRP 
Prote ct i on HumAn Sub jects Commit tr'e , 

IFRP will conti,nuc to utilize the,<;(' .standard formR to collect basP.11ne dAta 
from new CentE"rs. Thi s provid"'~ 13 learninp: period through a r ecords dia
l ogue during which thp. form s becom£ undf'rstood. The data are useful for 
compari~on of pr£;sent fer til ity control methods with those introduced In 
straight (noncomparati ve) st udips. 

Straight studies of nrwpr devel opments in fertility control will be initi
ated utilizing t he same data ' col l ection instruments in Centers that can 
assure a high level of foll ow-up and acc urate r€cording of information. New 
methods are sugge~tPd by staff of IF RP, IFRP Contributors, PARFR, Battelle, 
pharmaceutical companie~ and othpr research and dpvelopment centers. The 
m~ tl hods are sc r eened by the IFRP Medical Advisory Committee, the Protection 
of' HUlllan SubjPcts Committee and the AID Project Manager. 

When results of straight studie.s are no t definltivf", the method will be 
fil2'ld tested under a comparat ive protoco l. These protocols providp. random 
allocation of method to patient and, ~s far as possiblp, separation of 
operator doing the procedurE, or providing the method, and the evaluator or 
per~on prov id ing for the patient· s fol low_up care . In this way, bias is 
r educed and study res ults are more objective. 



Major elf'mpnt~ o f thE' pro~ram In the npxl contr~c t. prrlod arp: 

(a) • Continuing Ph;'!!",. II I "'liniCi'll tcstinp; o f fprtll1ty contro l 
tf"chnolof,i("s .. 

(b) • Limited Phasp J and Tl ~parCh. 

Th ,., bulk of t.hf' contln u lnp; prO,l~ram effort will conttnuf' to bE> clinical 
tE':'Itin~. 

f,.. Resparch CQmpetencE' 

In thp first six ~no one-half YP;tr, of the IrRP the nrc~ssary facilities 
and :'Itflffin~ :'It rue t.Urf' hflvP bf' c n rjpvplopt"d Rnd Pf'rsonOf' l appoin tm pnt.s mflde 
to ca rry thf' pro~ri'lm forward .. 

LI:'It C'd bl'lnw : Irf' th( kr V pro f, ~:-inn;." l :1Od m'n~gf'm"nt. prr:'lonnp , of TrRP Rod 
their' till"f., Thr I " pl ;u" In I.hr· r.rp; l-mlzi'lU on Chart of IFRP can b,. .!'I(len In 
lht' Fl~llre ,,1. t.hr h<1 d o f thi.": projf"C't. ::--taU'm('nt.. 
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NAME 

Associate Director for 
Technical Services 

Head, In formation Serv ices 
Division 

Head, Data Processing 
Division 

Computer Center Manager 

Vacant 

Harvey Lucas 

David Terwey, M.S. 

Christopher Whitener 



TITLE 
~DMI"ISTRATIQN PfPARTMENT 

NIME 
A~sociatf' Oinelor for 

Adlllin 1 stra tion 

Head, Admlni~tratiYp Srrvices 
Division 

~adr Financial Scrvicr~ Divi~l on 

HP.ad I Personnel Services Division 

Contracts A~mlnlstrator 

Gilines B. Turn~r 

M;>rl':arf't Morrow 

W",lter Parri!' 

El i1.abpth Schul tz 

Curtiss Swpzy, H.P.H., Dr. P.H. 

The Qualifications Bnd dutlps of the pt"rsonnel from the above list. who .'1 re 
key pprsonnel for a cont.ract wi th IFRP are: 

Dr. Elton Kp~spl. thr Dirrctor of IFRP. Or. K~~s p. l has bpen the overall 
project dtrpcto r stnep tllp bcv,innin~ of the pro~rRm. He i.!'l a Public 
Heitlth J"Ihysiclan with m.:."y yf'ilr :" of pxperiencE." in fif'ld ,",ork. Prior to 
dlrectinJ! t.hf' IFRP, hI' was Prf'sidcnt of the PRt.hfindf'r Fund and Dirf!d.or of 
International ProArams FIt thr CR rolina Population C~nt~r. 

Dr. Leonard LRUfF' I~ 1'1 01plomnl nf thr ("mf'ric:ln) College of Obst.etricians 
and Gynpcn lop;ist!l with £'xt('nsivp cllnicRl pxppripnc p I.n the U.S. and in 
LOC's. Dr. Ulufp w;>~ Chi(f, Divl~i on o f Ob~tf't.rit"!!l rmtt Gynecolo~y ",t, West
ern Pennsylv,ml<l Ho~plt :II, Pitl ~b ur"'. h. tie wa~ al~o Clinical DirE'ctor of 
th(' _lD-supportpd /ldvanc f"d Techno l op,y Ff'rtl1 tt.y H;inap;fment Program at that 
hOSp1tRI, providin~ practicRl trnininp; in the ll:ttf'st frrt.H1ty control 
mpthods to physlcipn~ from d(vf'loptn" countries. Throughout hi~ caree r he 
hns been acttv£' in innovativ~ mr.dl~Rl equipment desi~n and evaluation. 

Dr. J.r. Pe ng, Associ .. te Oirpctor for Rf'~f'arch, ha~ had pxtensivC' F'xpert_ 
ence in field work includlnR fipld trin1 work in LDC'~. »P has monitored 
or conductf'd resF'arch work wit.h Thp International [)(::vr~ lopment Rese:trch Cen
ter of Canada, thp Unlvprsity o f Mi chiR3n, Univ~rsity of WashinRton and the 
Populatton r~uncil. He will join IFRP in March 107P. 

Dr. o."lvid A. Edelm.::ln, !-lead, Rf'sr e rch rle~iKn and Analysis Divhion, Is 
rpsponsibl p for th ... dpvplopment o f study desi~ns, protocols, and manuals. 
Upon completion of studips, staff within this division analyze study data, 
prepare Consultancy Reports whi c h hh:hligt'lt sl~nif1cant findings, and write 
scif'ntlfic articlf's on pooled data . Dr. Edelman, who has a Ph.D. in £1.10-
statistics, joined IFRP as Staff Biostattstician in lQ72, rising to his 
prpsent poSition. 

Hr. Gaines 8. Turnrr, ~~socl~t~ Dir~ctor for ~dmini~tratton. Hr. Turner 
has had p.xt.ensivf' managempnt I'xJ)P.rtf!ncf! in thc- U.S. DPv£'lopment (including 
the industri .. l p~tabli~hmp.nt of thE Navy), tn priv .. te tndu~try, in man?gr
ment consultinR ~nd in populati on prop'ram manav,pmpnt ~nd administration. 
For the eight ypars I mmrdi~ tely pr~crdtn~ his employment at IFRP, he was 
the Director of Operiltions and ~dminist.r8tion for The Pathfinder Fund, :t 
major AID Grantp~ for population servlcf' progr~ms . 



7. Contribution to Institution Building 

The Rvallabilit,y of an internati onal group of experts to provid,e assistance 
and consultation will greatly enhance the development of institutional 
capabilities in the cooperating LOGs . Another important contribution to 
institution building will rp.sult from the stimulation of early clinical 
research work In LDCs with nEW means of fertility control. It is hoped 
that by includin~ investi~ators from a number of LOes in the~e trials that 
their institutional s trrngths will be enhanced and the acceptability of 
this new modality in creased so that if it pro.e s valuable to LOe programs 
it will be incorporated in such programs, early on. Institution building 
will be limited to that necessary for cond~t of research. 

Findings are always provided to the cooperating investigators for their own 
use and publi cations. Thi s stimulate! LOe publlc~tion and use of findings 
as does the involvpment of LOG investigators in th~ program. A serie! of 
publications will receive wide distribut.ion to maximize aVlJllabll ity and 
utility of the tri als. 

An ultimate objective of IFRP is to transfer method development and field 
trial capability to LOes. Considerable progress in this regard has 
occurred. Several autonomous or semiautonomous country programs are being 
established and efforts to continue their development cnd assist with t~e 
establishment of additi onal country programs continue. 

B. Utilization Plans 

In some sense the ~ntire projrct is structured to ensure (arly acceptabil-
" ity and utllizat.ion in LOes, as well J'!S test the value of \,('.hts means in the 

LDe setting . It is fair to say that rE"suits of researcrl carried out by 
leading LOG investigators in the LOCs will be translated into action sooner 
than if all researc h were confined to the U.S. and Europe. 

Early dissrmtnation of r£search results from IFRP and its affiliatp.d 
national fertility rp~I' '' rch prog; r ilms will continue to be accompiJshed 
through reports to confrrrncE"s an~ publications in scientific journals, 
including thE" International Journal of Gynaecology and Obstet~ the 
official organ of IFRP as well as FIGO. 

9. Budget Analysis 

A recent Ford Foundation sponsored report estimates costs f o r developing a 
single new fertility control method have about tripled in the past 15 
years __ now totaling $5-15 million per method. 

In thp. scheme of contraceptive development, clinical trials are usually the 
most expensive step. Dr. Ojerassi I former director of Syntex Research, 
writing 1n Sclence \ E"stimated a cost of about $800,000 to complete clin
ical trials on a single method . By comparison, AID spent approximately 
$1 . 5 mil lien to thoroughly evaluate less than 8 dozen IUDs in the Interna
tional IUD Program. 

The present program uses the same backup group for data proce~eing and 
analysis for each of the methods tested. This is considerably more econom_ 
ical than using a separate analytic group for each method, and, of course, 



it i~ morf' economical to providf" cf'ntr~ 1tz~d d.::lt.a procfssinr. for thf' nf't. _ 
work of co ll abo r ating cli ni cs at ~ single point. Th pr c fore, therf' is no 
provision mad,. fo~ Ph~$F Jll e l l nica l studie~ in oth~r ~ID-sPOnsorpd con_ 
traceptive developmFnt contractsj the IFRP provldps this support. Consid
E' ring thE' gCPiit expense of contr.::lC'f;ptlv(' clinical tri.als , t.hf' budgpt 
pro po5ed is vpry modf'st. The .. dditionRl s pf"c ia: !'ltudies, whpn integr;.t,f'd 
into this program, will be compl ptpd "t considf'rab ly less than they would 
ordinarily cost . 

A ~ummary budge t is attached. 

10. Internal ~nd External Revipw 

A formd AID evalu.:!tion of thf' pr ogram \.I~~ ca rrif'd out in thE' fall of 1977 
by a three-pe rson tp<'Im. It Wlj ,S the ~enf'ral con~F1l3U:'! of findings by that 
E'valuation that: 

(a). Co ncf' rn ing thf. mrtj or fun ct ~on o f IF'RP, t.f'., Phasf' III tFstinp; of 
fe rtility rp~ul a t1 on mf'lhod:'l, the orp;a n i. zation has df'vploped 
un i aup intr·rn'lti on.]l r·~ pahil1t. y . IFRP hal'! I' fff'ctiv£ly carrif'd 
out lhi~ fun cllon. 

(b). JFf(P ha:'\ m'id f nb,l prl. ivf'" 1 y Irtf'nti rt :\blr cont.ributions to t hf"' popu
l ,'lti on fif'ld whi c h h:1 vf bu" valu.::Ibll ' fr nl!! prop; r amm~t1c and po l_ 
Ic y v if'wpolnt.!'. 

(c) . JrRP hit::> in_hou!"p c" p.-'!hll ili"~ that ;) r C' unu!lual In rE'sea rc~ 
o rg,Rnlzati ons, ~ll owln~ for rfflcient d~ta procE'ssing, analysiS, 
and dissFmlnatl on o f flndln~s. 

(d). JFRP ha s established ~ ~~lwork of Contributors that ha~ enabled 
it to co llpct researc h d~lp (conomlca lly. This network has 
played, indi r·pc t.ly, ~ r o l f' in th(· diffusion of new fertility rf'~
ulation mpthod~ and tpchniqu~s . 

(e). JFRP'!') productivity Hnd ~ ffi c iF'ncy ha ve ! p"med to increasf' ovpr 
the ye~r~, ~ s mp8surpd by t he amount of r esea rch activities 
undf'rtakpn comparE'o to stlJff ~nd fund:i. 

(f). IFRP has had ~ history o f poor intprnal communications. 'i'hese 
have bp~n rf' co~nized ~nd a r E' beinp; add r essed by IFRP managemEnt. 

(g). The setting of day- to-day work prioriti es has not bp.en done in a 
sy!'tematlc fashion. HP r e RIl;Ain I mana~pmpn t has rpco4ni zed this 
problem i'l nd attpll'Jpts arf' b£:inp; iliad" to cor r pct this flaw. 

(h). IfRP i~ a c hild of Pt'A/POP/ R. To beCOIll f: a stronp; orp;anizatian, 
it should broadF-n its fundi i'l p; bRs f'. 

(i). AIO- IFRP commun icrttlons n:>v(l often b"pn t.aa na rrow and limited in 
scope. Both or~anl1. lJt i ons ha v ~ taken ~tP.p~ to correct thi~ and 
positive results havf' ~ lr(Ady occ urrf'd. 



The same three-person team made the foll owing s ta t~ment 

In general, we c~me back from North 
IFRP than when we Ie ft Washington. 
a s trong record of accomplishments. 
the organizational act i vitie~ can be 
that thps~ improvempnts take place. 

Carolina with a more positivE> virw of 
IFRP is an impressive organization with 

We feel that there are ways in which 
improved and will attempt to i nsure 

Th~ Subcommittee of the Researc h Advi so ry Committee which evaluated the 
IFRP in September 1977 made the fol l owing general statement: 

11 . Conclu~io n;! 

, 
n le Subcommittee concludes that the IFRP is a very ambitious and hard work
ing group. The immE'diate purpo s~ of it! contract 'nas b~en accomplished, 
and the institution is continuin~ to amass, process and distribute data and 
lnf~rmation on a very l ar~e scale. Morpover, the outreach capability of 
IFRP into developin~ countries is pxtensivp and still growing. Its sta ff 
maintains con tinuous communication with contributing Centers and a~encie.!'l 
in other parts of the world, o ffe r i n~ col lateral assistance in improving 
techniques of fert ilit y control as well as in information gathering and 
report i ng . 

TFRP's potentials are sl~nlficant, although the Subcommittee 1s not con
vinced that the organization Is exploiting its previous worlr as fully as i t 
might . For the future, IFRP should keep in the avant-gard~ of awareness of 
likely innovations in techniques of f~rtility control and should promptly 
institute field tests on their sa fet y, e ffectiv eness and acceptability. It 
should not procepd into the general domain of pro~ram research on family 
planning and maternal and child health without the prior r~view and 
approval of AID. The Subcommittee belipves that the point of diminishing 
returns i s quic kly rpac hed in ama~sing huge amounts of data (such as the 
monitoring of maternity ca ses ~ ll over t he world), as interesting as they 
might be , for ~eneral health promotion purpos~s. 

IFRP has alr~ady taken ac tion to respond to the criticisms of both 
evaluations. By the end of the fJrst quarter of calendar 1978, operat.ions 
will bt> iro line with thf' rccommf'nd ations of both evaluation groups . 

12. Ceneral Evaluation and Recommendation 

The propOSing offi ce considers this program to be one of its most success
ful. It 1s the largest single population research program supported by 
AID--a reflection of Agency priori t y and ev ~luation of performance of the 
program. Its continuation is strongly urg~d. 

http:will'be.in


Salaries 
Permanent 
Overtime 
Part-time 

Fringe benefits 

Internatlondl Fertil ity Research Program 
Resf'arch Contract Budget 

I\ugust 1. 1978 to July 31,1981 

B-I-78 to 
7-31-79 

8-1-79 to 
7-31-80 

8-1-80 to 
7-31-81 

$ 982,957 $ 1,015,827 $ 1,142,805 
20,000 20,000 22,000 

___ .10_Jl.Q.9 _____ .. __ . __ .5~Q9_0 ___ . __ ____ ~~il_Q 

$ 0}2~9.5J. __ . _J. 1.,949 •. R2J . . _. __ ~_l,)Zil_'_85J.?_ 

Professional fees $ 10,000 $ 12,000 $ 14,000 
.. _------- --- - -- ----~- - - -"---, --- --~---------

Depart:nental administrative eA~en~es 

Suppl ies-office 3 32,900 ( 33,500 $ 35,000 .) 

Dues 1,000 1,000 1,000 
Subscriptions 2,000 2,000 2,000 
Durable supplies 
- office 30,000 10,000 10,000 

Equipment repairs 3,000 4,000 4,000 
Equipment-office 10,500 12,000 12,000 
Ot he r ci i rec t 

expense 6,200 8,000 8,000 
Printing & binding 2~,000 25,000 26,500 
Equipment rental 25,O()0 27,000 28,000 
Telephone - long 

distance 32,000 34,000 36,000 
Shipping 1,000 1,0()0 1,000 
Depreciation 59,000 31.000 26,000 
Geneva offi ce __ ~L()-1-0QQ ____ 40,_0.00 42,000. 

_$ _}.?6,600 ___ ~ __ J?8_,~.~0 ___ $ _~~9.Q 

Data purchases S 215,000 $ 210,000 $ 2 3(), OIJ9. -----

Trave 1 

Domestic $ 40,150 $ 43,000 45,000 
Forei gn 80,000 90,000 96,500 ---- -_._--- -

$ 120,150 $ 133,000 $ 141, 500 

$ 3,061.589 
62,000 
21.000 --

$ 3,144,589 
-~----

$ r:;91.809 -".-. ~ _ .. 

$ 36,000 

$ 101.400 
3,000 
6,000 

50,000 
11.000 
34,500 

22,200 
75,500 
80,000 

102,000 
3,000 

116,000 
112,000 

----------

$ 716,600. 

$ 675,000 

$ 128,150 
266,500 

$ 394,650 



8-1-78 to 8-1-79 to 8-1-80 to 
7-31-79 7-31-80 7-31-81 Total 

Contributor related expenses 
Travel $ 5,300 $ 6,000 $ 9,000 $ 20,300 
Equipment -

medical 9,000 16,OOG 20,000 45,000 
Subcontracts 54,000 32,000 -0- 86,000 
Medical suppl ies 7,500 10,000 14.000 31. 500 
Shipping 1,000 1,000 1,000 3,000 
Printing & binding 8,000 10,000 10,000 28,000 
Trainee travel 6,050 9,000 11. ooa 26.050 
Conference & meeting 18,000 20,000 10,500 48.50n 
Drugs & devices 30,200 35,000 36,000 101. 200 

$ 139,050 $ 139,000 $ 111,500 $ 389,550 

Services 
Data processing $ 262,100 $ 288,300 $ 317,100 $ 867.500 
Occupancy 103,712 114,000 125,400 343,112 

$ 365,812 $ 402,300 $ 442,500 $1,210,612 -------

Journa 1 support $ 75,000 S 50,000 $ 25,000 $ 150,000 

Subtotal $ 2.319,e20 $ 2,464,608 $ 2,624,382 $7,408,810 

Overhead 855,180 960,392 1,050,618 2,866,190 

Fixed fee 75,000 75,000 75,000 225,000 --.-

$ 3,250,000 $ 3,500,000 $ 3,7fiO,OOO $10,500,000 
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International Fertility Re~earch Program 
Research Contract Budget 

August 1, 1978 to July 31,1981 

8-1-78 to 
7-31-79 

8-1-79 to 
7-31-80 

8-1-80 to 
7-31-81 

Salaries 
Pennanent 
Overtime 
Part-time 

$ 777,958 S 875,200 
20,000 
5,000 

$ 984,600 
22,000 
6,000 

20,000 
___ 1Jl, ooo ____ _ 

__ $_~OO, 2_0_0 _-,$_1.:.-,0_1_2.:.-,6_0_0 

Fri nge benefits t_)J7,750 _____ 1_ 198,044 _----'--$ 222,772 

Professional fees $ __ ) _0_,9Jl~ ______ 12,000 14,000 

Departmental administrative expenses 

Supplies-office S 
Dues 
Subscriptions 
Durable suppl ies 
office 

Equipment repairs 
Equ i pment-office 
Other direct expense 
Printing & binding 
Equipment rental 
Telephone-long 
distance 

Shipping 
Deprec i a t i on 
Geneva office 

32,900 
1,000 
2,000 

30,000 
3,000 

10,500 
6,200 

24,000 
25,000 

32,000 
1,000 

59,000 
25,000 

33,500 
1 ,000 
2,000 

10,000 
4,000 

12,000 
8,000 

25,000 
27,000 

34,000 
1,000 

31,000 
35,000 

$ 223,500 

$ 35,000 
1,000 
2,000 

10,000 
4,000 

12,000 
8,000 

26,500 
28,000 

36,000 
1,000 

26,000 
40,000 

$ 229,500 

Data purchases t __ l05, 000 __ $"'-----'3:.-:::.1_5~, 0;.-:.0-,,-0 _--,-$ __ 33,,-,0~,.;;...00,--,--0 

Travel 

[k)mes t ic 
Foreign 

$ 60,150 
_-..!..£?, 000 

Lj85,150 

$ 65,000 $ 70,000 
135,000 140,000 

S 200-,-, 0_0_0 _--,-S __ 21---,0~, 0""-0_0 

Total 

$ 2,637.758 
62,000 
21,000 

$ 2,720,758 

$ 598,566 

36,000 

$ 101,400 
3,000 
6,000 

50,uOO 
11 ,000 
34,500 
22,200 
75,500 
80,000 

102,f'00 
3,000 

116,000 
100,000 

$ 704,600 

$ 950,000 

$ 195,150 
400,000 

$ 595,150 



8-1-78 to 8-1-79 to 8-1-80 to 
7-31-79 7-31-80 7-31-81 Total 

Contributor related expenses 

Trave 1 $ 5,300 $ 6,000 $ 9,000 $ 20,300 
Equipment-medical 21.500 2~ ,000 30,000 76,500 
Subcontracts 54 ,000 32,000 -0- 86,000 
Medical supplies 7,500 10,000 14,000 31,500 
Shipping 1,000 1,000 1,000 3,000 
Printing & binding 8,000 10,000 10,000 28,000 
Trainee travel 6,050 9,000 11,000 26,050 
Conference & meeting 18,000 20,000 10,500 48,500 
Drugs & devices __ 30,200 85,000 85,000 200,200 

$ 151,550 $ 198,000 $ 170,500 $ 520,050 

Services 

Da ta proces s i n9 $ 262,100 $ 388,300 $ 405,100 $ 1.055,500 
Occupancy 103,712 114,000 125,400 343,112 

$ 365,812 $ 502,300 $ 530,500 $ 1,398,612 

Journa 1 support t~5,OOO $ 75,000 $ 50,000 $ 200,000 

Subtota 1 $2,329,820 $2,624,044 $2,769,872 $ 7,723,736 

Overhead 795,180 700,956 761.128 2,257,264 

Fixed fee 75,000 75,000 75,000 225,000 

$3,200,000 $3,400,00 $3,60~,OOO $10,206,000 
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5. EXPANDED NARRATIVE STATEMENT 

1. 	 Introduction and Backgrou 

The 	 International Fertility Research Program (IFRP) is a nonprofit 
corporation, incorporated under the laws of North Carolina and 
located in the Research Triangle Park, North Carolina. The IFRP 
was founded in July 1971 to the work of thecontinue 	 Pathfinder 

Fund in the international evaluation and testing of contraceptive
 

methods. In 1971, the IFRP was administratively attached to the
 

Carolina Population Center, University of North Carolina at Chapel 
Hill. The sole support for the IFRP came from a five-year research 

Contract (AID/csd-C-2979) from the Agency for International Devel
opment (AID). Under this contract the work of the IFRP expanded, 

and within two years the IFRP had developed into one of the world's 
foremost research organizations to evaluate contraceptive
 

effectiveness and safety. By mid-1974 it became apparent to both
 
the 	IFR? and the University of North Carolina '.hat the administra

tive needs of ai dynamic research oraanization, such as the IFRP, 
could nnt be zuet by the University of North Carolina. The IFRP, 

AID 	and the University of North Carolina mutually agreed that the
 

IFRP should become an independent organi,.ation, separate from the 

University of North Carolina. The IFRP began to function as an 
independent nonprofit organization in February 1975 under an inde

pendent Board of Directors, 

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

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

The 	primary research objectives of the IFRP have been to:
 

a. 	bonduct clinical field trials of various existing, new or
 

improved contraceptive methods in order to evaluate their
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safety and efficacy under actual use conditions in different
 

cultural and clinical settings;
 

b. 	conduct the nec- 3ary clinical studies required for the devel

opment of new contraceptiv-, methods that are likely to be
 

appropriate for developinL countries; 

c. 	 analyze existing data to evaluate issues related to contracep

tive safety and use; 

d. 	conduct the recessary studies to evaluate the relative risks
 

and 	benefits of different contraceptive methods and their
 

safety;
 

e. 	 aid in the developnent of fertility control related equipment
 

that may prove to be useful in the provision of contraceptive
 

services;
 

f. 	evaluate contraceptive methods that might significantly
 

increase user and provider acceptability; and
 

g. 	 disseminate infcrmation and technology on new and improved 

methods of contraception.
 

Recognizing that the IFRP's research objectives were not necessa

rily the sae as those of its associated investigators, in 1977 the
 

IFRP sought and was awarded a grant by AID (AID/pha-G-1198) to 

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

contract with AID. The grant provided funds for 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 

knowledge and skills it has acquired relating to contraceptive 

research to developing country individuals and institutions. Some 

of these programs now have the capability for conducting all 

aspects of the r necessary to meet their needs as well as 

those of the :FRP's research program. The addition of the grant to 
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the IFRP's sources of funding has allowed the organization to pro

vide a sharper focV3 to its program of clinical research. 

September 1977, a comprehensive evaluation of the IFRP program 

was made by the Research Division of the Office of Population and
 

.y a subcommittee of the Research Advisory Committee (RAC) to AID.
 

Recommendations made by both groups resulted in a restructuring of
 

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

mhanges recommended by these evaluation teams have been imple

mented. In March 1978, a major reorganization of the IFRP
 

occurred. The IFRP staff was reduced from 135 to 106; its adminis

trative, support and research components were restructured to
 

increase operating efficiency, the internal committee structures
 

and approval mechanisms were revised, research efforts no longer
 

pertinent to the objectives of AID were cancelled, and the IFRP's
 

activ'ties 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 scientific outputs of the IFRP and
 

reduced overhead expenses. 

In 1979 the program audit team from the Office 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 Auditor 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 Board of Directors currently consists of seven 

individuals of four nationalities and has both an Executive and 

Audit Committee (Appendix A). A Technical Advisory Committee 

exists to review IFRP's overall research program (Appendix B). The
 

membership and function of this committee are currently being
 

-lated. AI research proposals and all voluntary consent forms 
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used by the IFRP are carefully reviewed by its Protection of Human
 

Subjects Committee (Appendix C). 

The 	 IFRP is now the leading s3Pcialist organization in the world 

working in the field of clinical research relating to contraceptive
 

use and developmet.t. It receives numerous requests from around the 

world for data and information relating to the safety and efficacy 

of contraceptive methods, requests to participate in IFRP research 

projects and requests for the funding of projects. The expertise 

and efficiency of the IFRP in conducting clinical contraceptive 

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 trials of two new barrier contraceptive 

methods. The IFRP has also solicited and received support from
 

philanthropic organizations interested in family planning.
 

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

AID, studies in the following contraceptive-related areas:
 

a. Female stel'jization 

b. Intrauterine device contraception 

c. Steroidal contraception 

d. Male sterilization 

e. Barrier contraception 

f. Menstrual regulation/pregnancy termination 

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

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

clinical trials of a single contraceptive method and comparative 

studies of two or more methods. The IFRP also conducts 

epidemiologic investigations into the short and long-term safety of 

contraceptive methods currently in use based on data previously 

collected by the IFRP and by others. 

This proposal requests support for the IFRP to:
 

a. 	continue research work currently supported by Contract
 

AID/pha-C-1172;
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b. develop and conduct appropriate clinical studies to evaluate 
the 	safety and efficacy of existing and new contraceptive
 

methods;
 

0. 	support epidemiologic investigations of events that potentially
 

limit the use of particular contraceptive methods or raise 

questions regarding their safety; 

d. 	support the development of new and improved contraceptive
 

methods;
 

e. 	investigate the effects of local cultural and medical prac

tices, taboos or laws that might limit the use of contraceptive
 

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

f. 	 conduct phase IV (postmarketing) trials to further evaluate 

long-term contraceptive safety; and 

g. 	conduct other studies to investigate issues related to contra

ceptive safety, efficacy and acceptability.
 

These studies will be conducted within the present administrative
 

and 	scientific framework of the IFRP, with the available equipment
 
and 	 facilities and with the existing level of staffing. The IFRP 

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

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

In particular, it will work closely with other AID-funded organiza

tions to conduct- studies that are most pertinent to the overall 

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

current knowledge related to the safety and efficacy of contracep
tive methods. It is expected that the proposed work of the IFRP 

will have significant impact on the contraceptive-related policies
 

of developing countries, on the provision of safe and effective 

contraceptive methods in these countries and on the overall well

being and betterment of women and their families. 

8 



2. Research Accomplishments Under Contract AID/pha-C-1172 

Research conducted by the IFRP through its contract from AID has 
contributed to significant improvements in the provision of safe, 
effective, acceptable and less costly contraceptive methods and the
 

development of improved methods of fertility regulation. The IFRP 
has built-up an international network of collaborators that 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 conductz research with 78 investiga

tors including medical school deans, chairmen of large obstetrics 

and gynecology departments, doctcrs working in peripheral health 

centers and doctors in private practice in large cities and rural 

areas. Special efforts have been made to involve collaborators who 

have access to and who work with paramedical workers and tradi

tional health personnel. 

The IFRP's research efforts to evaluate new and improved techniques
 
of female sterilization have significantly reduced the time 

required before these improved methods become widely used. The 
IFRP has one of the largest bodies of data on female sterilization 

(over 50,000 cases) and is thus in a unique position to answer 
questions relating to the short- and long-term effects of different 

methods of tubal occlusion. The IFRP's extensive evaluations of 

the tubal ring, applied either by laparoscopy or minilaparotomy, 

have considerably reduced the time required for this method to be 
widely used around the world, thereby providing a safer method of 

sterilization compared to the use of electrocoagulation for tubal 
occlusion. 

The IFRP has made major strides toward the development of a 

nonsurgical procedure for female sterilization through the intrau
terine placement of quinacrine hydrochloride. The IFRP hopes that 

it will soon have a practical nonsurgical sterilization procedure 
that will be suitab>e 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 puerperiuim, 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 Delta-Loop and Delta T-indicate that their use 

significantly reduces the high expulsion rates of the standard 

Lippes Loop and TCu-POC, without significantly affecting the rates
 

of other events associated with the use of IUDs.
 

The IFRP has documented the safety and effectiveness of the men

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

uterus of a woman suspected of being pregnant). The MR procedure 

is now accepted and performed widely throughout the developed and
 

developing world. The IFRP's research demonstrated that MR is
 

safer and often more acceptable than abortion at a later
 

gestational age.
 

The following sections summarize some of the research findings from
 

completed work supported by Contract AID/pha-C-1172.
 

Voluntary Female Sterilization (FS)
 

On a world level, voluntary sterilization is now the single most
 

common method of family planning. However, it continues to be
 

technically difficult to make current methods of female steriliza

tion available in certain areas where demand is great. The IFRP 

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

the safety of voluntary sterilization.
 

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

dures have been collected by the IFRP; 31,626 were interval steril

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

poitaborticn sterilizations. These figures represent the largest 

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

intensively exploited. Table 2.1 gives the type of procedure 

performed by patient category. Many of the studies collected 

baseline data on various approaches and techniques. 
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Number 

Culdoscopy
 
Ligation 

Tantalum Clip 

Tubal Ring 

Other* 


Total 


Colpotomy
 
Ligation 

Other* 


Total 


LaparoscoPY
 
Electrocoagulation 


Thermccoagulation 

Hulka Spring-Loaded Clip

Rcoket Spring-Loaded Clip 
Tubal Ring 

Other* 


Total 


La parotomy/Minil apar,tomy
 
Ligation 

Tubal Ring 

Other# 


Total 


Open Laparoscopy
 
Tubal Ring 

Other* 


Total 


Suprapubic Endoscopy
 
Tubal Ring 


To tal 


*:ncludes technical faila..res.
 

TABLE 2.1
 

of Female Sterilization Cases 

October 1, 1980
 

Interval Postabortion Postpartum Total
 

1,372 111 36 1,519
 
734 74 38 846
 
110 0 0 110
 
178 27 3 208
 

2,394 212 77 2,683
 

1,111 1,061 54 2,226
 
72 23 2 97
 

1,183 1,084 56 2,323
 

10,450 1,282 592 12,324
 
283 35 1 319
 
1,553 568 171 2,292
 
648 39 7 694
 

5,496 1.482 760 7,738
 
299 56 14 369
 

18,729 3,462 1,545 23,736
 

5,679 1,732 10,120 17,531
 
2,270 318 1,739 4,327
 

369 142 227 738
 
83.318 2,192 12,086 22.596
 

917 10 54 981
 
6 0 0 6
 

923 10 54 987
 

79 2 1 82
 

31,626 6,962 13,819 52,407
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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 techniques were randomly assigned 

to women requesting a sterilization procedure. Of these compara

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

mented in 1981. 

Since August 1977, the IFRP has developed new research admission
 

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

Baseline date have been collected on various procedures and tech

niques, including laparotomy, colpotomy, laparoscopy, culdoscopy, 

and minilaparotomy approaches, and Pomeroy, electrocoagulation, 

tubal ring and spring-loaded clip techniqu.s of tubal occlusion.
 

The following summarizes results from female sterilization studies: 

Procedure Evaluations
 

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

The ease of performance, safety and effectiveness of these 

techniques was evaluated in a comparative study of interval 

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

procedures). The pregnancy rate for the prototype spring

loaded clip was significantly higher then that of the tubal 

ring. Rates of difficulties at surgery were similar for both 
groups of patients. Tubal transection occurred in 2% oe the 

tubal ring patients. The severity of pain reported by patients 

during sterilization was significantly higher for the tubal
 

ring procedures. 

2. Laparoscopy: El-Kady vs ILI Tubal Ring. Techn',cal failure, 

complication and pregnancy rates were similar for the two 

techniques. 

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

associates with a significantly higher pregnancy rate than the 

KLI tubal ring. Rates of other events were similar. 
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4. 	 Minilaparotomy: IC.ITubal Ring vs Modified Pomeroy. Technical 

failure, complication and pregnancy rates were similar for the 

two techniques when performed 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 a second study, the rates for the two 

techniques were similar. 

6. Minilaparotomy vs Culdoscopy: Modified Pomeroy. 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 two approaches in interval patients,
 

technical failure, complication and pregnancy rates were 

similar. 

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

study with random allocation of study procedures to subjects 

showed no difference in technical failure, complication and
 
0 

pregnancy rates between the two approaches. In an analysis of 

pooled data both laparoscopy and minilaparotomy were demon

strated to be safe, effective and efficient procedures that can
 

be 	performed on outpatients under local anesthesia.
 

In 	most clinicai settings, minilaparotomy with the ligation
 

method of tubal occlusion is superior to laparoscopy and to
 

minilaparotomy with the application of mechanical occlusive
 

devices.
 

The IFEP's research suggests 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 e high level of skill. 

Even in institutions that meet these conditions, minilaparotomy 

may be preferred by the medical personnel or the patients 

because it minimizes the risk of major complications. If 

laparcsopy is performed, the mechanical occlusive devices are 

preferred for tubal occlusion because of the potential hazards 

of electrocoagulatin. 

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

laparoscopic sterilization considerably siMplifi.s the equip

ment needed for the procedure, making it more appropriate for 

use in the developing world. Preliminary results in interval
 

patients showed that the complication rate using room air is
 

the same as with high-pressure gas.
 

10. 	Topical Anesthesia. Two comparative studies evaluated pain
 

associated with or without the application of topical anesthe

sia to the fallopian tubes during sterilization. Preliminary
 

results indicate that the use of topical anesthesia
 

significantly reduces the incidence of pain as perceived by
 

both patient and physician during the procedure and in the
 

recovery period.
 

Equipment Evaluation
 

1. 	Tubal Rings. KLI and Dyonics tubal rings were applied in
 

interval patients via minilaparotomy in a comparative study.
 

Rates of surgical difficulties and surgical complications were 

similar for the two ring groups. 

2. 	 Water's Thermoccagulation Unit. The equipment functioned prop

erly during the :rocedures and no equipment-related surgical 

complications were reported. The heating of the tissues 
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impaired the surgeon's vision briefly. Thermocoagulation 

performance as satisfactory in all cases. There were few 

postoperative compliicaions. 

3. 	 KLI Laprocator. Ten studios were conducted to evaluate the 

laprocator, a simplified laparoscope designed by .KLI. Some 

investigators participating in the laprocator studies reported
 

equipment problems to the IFRP. As a result, modifications 

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

Because of complaints that the original grasping tongs were not
 

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

changed to permit direct vision by the surgeon throughout the
 

whole procedure. A longer laprocator was evaluated and found
 

to be as easy to use as the standard instrument in normal
 

cases, but to have advantages for obese women.
 

Sequelae of Sterilization
 

1. 	Timing of Postabortion Sterilization. Patients who underwent
 

sterilization immediately after a first trimester abortion had 

similar rates of complications as women sterilized one or more 

days postabortion. 

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

relationship between the technique of tubal occlusion and pain
 

experienced by patients both at the time of the procedure and
 

during the recovery period. During the procedure, the spring

loaded clip is the technique least likely and the tubal ring
 

the technique most likely to be associated with pain. During 

the recovery period, both of these occlusive devices are asso

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

is electrocoagulation. Differences in pain that occurred dur

ing the recovery period did not persist to the early follow-up
 

visit.
 

3. 	 Technical Failures. The tubal ring is associated wih a higher 

incidence of technical failures (cases in which the procedure 
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cannot be completed as planned) than electrocoagulation, the 

Rocket clip or the modified Pomeroy techniques. The risk 

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

.4. Risk and Outcome of Pregnancy afte Sterilization. Women who
 

are sterilized in the early phases of a service program, who 

are young or who delivered a child at the time of steriliza

tion, have a higher risk of sterilization failure. Laparoscopic 

electrocoagulation has a reduced risk of pregnancy whe.. com

pared to the mechanical occlusive devices but has 3 risk of 
ectopic pregnancy, among women who become pregnant, at least 

nine times higher than that of other techniques. Operator 

error was the major reason for sterilization failures.
 

5. Menstrual Pattern Changes. Changes in menstrual cycle length, 
duration and amount appear to be associated primarily with the
 

contraceptive method used before sterilization and not with the
 
sterilization procedures per se. Women who had used IUDs were
 

more likely than others to have a decreased amount of flow two
 
years following sterilization. Conversely, more women who had
 

used orals were more likely than users of other methods to
 

change from a regular to an irregular cycle length by two years
 
postaterilization. No significant changes were detected among
 

patients using conventional contraceptives or no contraceptive
 

method.
 

Nonsurgical Sterilization with Quinacrine Hydrochloride
 

While simplifying surgical sterilization, the IFRP has also given
 
priority to the study of a nonsurgical method of female steriliza

tion, which, if perfected, may 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 Septemter 1980, the IFRP had obtained data on 460 female 

sterilizations by the transcervical insertion of quinacrine 
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hydrochloride. The following sumWarizes the IFRP's considerable 

work on nonsurgical female sterilization that has been accomplished 

since August 1977: 

Since the late 1960s, Dr. Zipper in Chile has experimented with the 

passage of quinacrine solutions through the cervix in an effort to 

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

with a need for repeated applications and some volunteers suffered 

a transient toxic psychosis. 

From January 1977 through June 1978, 139 women at an outpatient 

clinic in Santiago, Chile, 'eceived transvaginal insertions of 

q inacrine pellets preceded 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 associated with the quinacrinv solution instillation 

procedure that occurred in the month between the first and second 

instillation was greatly reduced with no toxic psychoses reported. 

The IFRP is currently evaluating the safety and effectiveness of 

the transcervical insertion of ,uinacrine hydrochloride pellets 

without the added sodium thiopenthal pellet as a method of 

nonsurgical female sterilization.
 

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

hysterectomies due to uterine prolapse voltntarily accepted the 

intrauterine insertion of 250 mg quinacrine pellets. 

Hysterectomies were 'rformd one month postinsertion, and the 

intramural portions cf the tubes were examined. in more than 50%
 

of the tubes, a definite sclerosing lesion of the tubal lumen Ws 

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

monthly intervals was de,ised and 262 volunteers seeking permanent 

sterilization were recruited at three clinics. Five pregnancies 

have been reported; three before completion of the insertion sched

ule and two after completion of the insertion 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 quinacrine i:i the saliva and blood within 48 hours
 

following insertion of the pellets.
 

In an effort to further simplify nonsurgical sterilization and
 

occlude the tubes with a single procedure, the IFRP developed a
 
method of adding a quinacrine mixture to the arms of a plastic IUD
 

in order to localize the effect, reduce the total dose and attempt
 
to secure tubal occlusion by a single procedure. The quinacrine
 

mixture dissolves within four hours. A number of studies on
 
quinacrine-loaded IUDs inserted in menstruating women awaiting hys

terectomy for uterine prolapse are now being carried out. The
 

extirpated uteri are being examined to determine the presence of
 

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

first series of eight cases, 50%-60% of the tubes were occluded.
 

Modifications were then made in a further 17 cases and in the most
 
recent (November 1980) series of 16 specimens, 90% tubal occlusion
 

has been achieved. Further modifications of the vector are under
 

study, which should lead to a still higher success rate.
 

With support from the IFRP, investigators at the Johns Hopkins Uni
versity are currently studying the toxicology and teratology of 

quinacrine. The studies will provide information necessary to 
obtain a Claimed Investigational Exemption for a New Drug (IND) for 

the use of quinacrine hydrochloride as a sclerosing agent. A
 
related subcontract was awarded to the University of North COirolina
 

School of Pharmacy to prepare quinacrine pellets with varying dis

solution rates. 

The data obtained from toxicologic and teratologic work will be
 

used in the preparation of the IND for submission to the US Food
 

and Drug Administration so that the IFRP may continue this most
 

important piece of coordinated research to its next state in the
 

United States and other countries.
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Intrauterine Contraception
 

Although intrauterine devices (IUDs) have many advantages in family 

planning, results from studies on their use on a large scale have 
been uneven and the IFRP is pursuing several complementary lines of 
research to measure acceptability, document possible risks and
 

improve IUD performance. 

As of September 1980, data on 66,769 IUD insertions have been col

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

postabortion and 12,247 were postpartum insertions (Table 2.2). 

Many of the studies collected baseline data on various IUDs; of 

these, 139 have been completed, 10 are active and 31 will be imple

mented in 1981. Other stucies were part of clinical trials in 
which IUDs were randomly assigned to women; 41 
have been completed, 

33 are active and 30 will be implemented in 1981. 
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TABLE 2.2
 

Number of Intrauterine Device Cases 
October 1, 1980 

IUDs of Past Post Post 
Research Interest Interval Abortion Partum Total 

Antigon 414 15 15 444 

Dalkon Shield 5,413 509 366 6,288 

Ghorbani 228 1 71 300 

Grafenberg Ring 169 8 14 191 

Latex Leaf (plain and Cu-Zn) 696 148 229 1,073 

IUM (various materials and designs) 990 1,098 224 2,312 

LEM 0 101 1,394 1,495 

Monterrey 4 2 488 494 

M-device 2,689 96 97 2,882 

Quadracoil (plain and Cu) 700 0 0 770 

Spring Coil (various materials) 1,030 1,873 19 2,922 

Soonawala/Cu 317 237 4 558 

Szontagh (plain and Cu) 11,386 1,976 315 13,677 

Tecna 290 0 0 290 

U-coil (plain and progesterone) 606 39 18 663 

Weiss 31 5 1 37 

Ypsilon 824 44 153 1,021 

Subtc cal 25,787 6,152 3,408 35.347 
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TABLE 2.2 Continueu 

IUDs of Current 

Research Interest 


Lippes Loops A, B, C 


Lippes Loop D (LLD) 


Loop Modifications:
 

Tapered, Photoreduced 

Copper Clad 


Medicated 


Prototype Postpartum 


Chromic Sutured 


Plain T 


Nylon T 


Pop Council Postpartum T 


TCu-200 


Copper T Modifications: 

TCu-220C, TCu-300, Finland T 


TR-10, TR-11 


Chromic Sutured 


Copper-7 200 


Copper-7 (small) 

Copper-7 variations 


Multiload (plain and Cu) 


Progestasert 


Subtotal 


Total 


Interval 

2,069 


4,031 


2,106 


703 


92 


0 

0 

538 


127 


2 


4,022 


1,062 


719 


0 


1,766 


813 


808 


1,200 


0 


20,058 


45,45 
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Post Post 
Abortion Partum Total 

605 117 2.791
 

797 1,666 6,494
 

102 194 2,402
 

205 15 923
 

3 0 95
 

0 163 163
 

0 1,286 1,286 

0 0 538
 

0 0 127
 

166 1,332 1,500
 

225 2.038 6,285
 

276 296 1,634
 

23 5 747
 

0 687 687
 

52 58 1,876
 

0 0 813
 

47 350 1,205
 

24 371 1,595
 

0 261 261
 

2,525 8,839 31,422
 

8,677 12,247 66,769
 



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

be 	the most immediate drawback to IUD use) and strategies to
 
improve IUD performance by altering the time of insertion. Some of 
the results from these trials are preliminary and follow-up data 

0ontinue to be collected.
 

Comparative trials
 

1. Cu-T vs Lippes Loop D. Rates of expulsion, bleeding/pain
 

removals and other medical reasons 
for removal were all 

significantly lower for the Cu-7 after 12 months of use in 
interval patients. 

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

12 	months in interval patients.
 

3. 	 Latex Leaf vs Lippes Loop D. At 12 months, pregnancy rates for 
the Latex Leaf were significantly higher than for the Lippes 

Loop, but continuation rates for the two devices were similar
 

in interval patients.
 

4. 	Lippes Loop with and without Copper. The two devices had simi

lar event rates at 6 months in interval and postabortion
 

patients.
 

5. 	TCu 220 vs Lippes Loop D. The two devices had similar event 

rates at 12 months for both interval and post bortion patients. 

6. TR-1O vs Cu-Soonawala. The two devices had similar event rates 

at 12 months in interval patients. 

7. IUM vs IUM/Wishbone vs Lippes Loop. At six months, the 1UM had 

a significantly higher pregnancy rate, but rates of continua

tion were similar for the three devices in postabortion
 

patients. The IUM users had lower rates of removal for pain.
 

8. 	 Tapered Lippes Loop D vs Llppes Loop D. The Tapered Loop had a 
significantly lower expulsi.on rate at 
12 	months in interval
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patients, but the continuation rates for the two devices were 

similar. 

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

had similar event rates at 6 months in interval patients.
 

10. 	TR-11 vs TCu. The TR-11 had significantly higher pregnancy
 

rates at 6 7.inths in interval patients.
 

11. 	Multilead vs Multiload Cu-250. The two devices had similar 

event rates *it 7.month:! in interval patients.
 

IUDs that r-duce tleecing 

12. 	U-coil with ard without Progesterone. The addition of proges

terone significantly reduced U-Coil associated bleeding. 

13. 	Lippes Loop D with and witinout AMCA. The release of AMCA from 

the Loop appeared to reduce the amount of blood loss. The 

results of the study were equivccal as a result of problems 

associated with tte in utero swelling of AMCA-loaded loops. 

14. 	Lippes Loop with and without Trasylol. The Lippes Loop with 

Trasylol had a significantly higher rate of expulsion at 3 

months in inteval patients. The release of Trasylol was 

effective in reducing IJD-azsociated bleeding. 

Timing of insertion 

15. 	 IUM vs Lippes Loop D vs TCu vs Postpartum T. For insertions 

performed 2-36 hours following a nor,za1 vaginal delivery, 

expUlsion rates at 6 months were significantly higher for the 

Lippes Loop and the Postpartum T than for the other IUDs. 

16. 	 IPCS-52 7,R vs TCu-200, fHan vs Inserter Insertions. The IPCS 

(a Progestasert IUD with a 3-year life) had a significantly 

higher expu.siCin rate at 6 months than the TCu when inserted 

immedi_2tely 'z-ttm, regardless of the method cf insertion. 
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17. 	 Delta Loop vs Delta T. By three-months postinsertion the two 

devices had similar expulsion rates in postparuri patients. 

18. 	 Delta Loop vs Lippes Lo p D. By six-months postinsertion the 

Delta Loop had a significantly lower expulsion rate than the 

Lippes Loop D in postpartum patients. 

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

T had a significantly lower expulsion rate in postpartum
 

patients.
 

20. 	Delta Loop, Hand vs Inserter Insertions. 3y three-months 

postinsertion there was a signi''icantly lower rate of expulsion
 

in postpartum patients with hand insertions of the Delta Loop.
 

21. 	Delta T, Hand vs Inserter Insertions. By three-months 

postinsertion there was a significantly lower rate of expulsion 

with 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 postinsertion in interval
 

patients.
 

23. 	Postcoital IUD Insertions. There was one suspected failure
 

among the 191 IUDs inserted in women within 5 days of 

unprotected intercourse. Most women retained their IUDs for 

continued contraception. 

The most promising development in this extensive series of investi

gations has been the development of devices for immediate postpar

tum insertion (Delta Loop and Delta T). These are standard, 

well-tried devices that have been modified by the addition of 

absorbable chromic suture material that projects from the surface 

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

takes for the uterus to return to its nonpregnant size. 
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Trials indicate that the IFRP-developed Delta Loop and Delta T can 
significantly reduce the high expulsion rates usually associated 

with immediate postpartum IJD insertion, opening up the possibility 
of offering women an effective contraceptive at a time when the 

individual commonly perceives the need for family planning and the 
professional skills are most readily available. The trials of the 

Delta IUDs currently being conducted by the IFRP will provide 
information on the best procedure for inserting IUDs postpartum and 
on the optimum time to insert IUDs postdelivery. Studies are being 
developed to test the Delta IUDs when inserted immediately 

following abortion. 

The technology involved in modifying IUDs for postpartum isuse 
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 under strained and overcrowded 
conditions--the further work on postpartum IUDs promises to provide 
a quantum leap in IUD acceptability and availability. 

Steroidal Contraception
 

More than 50 million women arouind the world now use oral contracep
tives and over one million use injectable contraceptives. The IFRP 

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

attention to the needs of breast-feecing women,, and is moving into
 
the important area of monitoring long-term risks and benefits of
 

Use.
 

Although widely used, some important gaps remain in our knowledge
 
concerning the long-term use of steroidal contraceptives, espe

cially in the developing world. In the case of oral contracep

tives, the IFRP RAMOS studies will help assess long-term risks and
 
benefits of this and other methods in selected third world 
coun
tries. In the case of injectable contraceptives, the IFR? has
 
responded to the current debate over Depo-Provera by studying the
 

25
 



health status of users aho have obtained th. drug from independent 

sources for up to ten years. 

The number of steroidal contraception cases on which reports have 

been received by the IFRP as of 1 Oct,-er 1980 is given in iieble 

2.3 (p.27). On the next page results from IFRP supported compara. 

tive studies of oral cLI-itraceptives (OCs) are summarized. 
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TABLE 2.3
 

Number of Steroidal Contraception Cases
 

October 1, 1980
 

Comparative: Neogynon vs Lo-Ovral 433 805
 

Comparative: Norinyl vs Brevicon vs Nordette 452 246
 

Comparative: Norinyl vs Brevicon vs Loestrin 30 103
 

Comparative: Brevicon vs Loestrin 137 157
 

Comparative: Breviozon .- Lo-Ovral 231 326
 

Comparative: Nordette vs Loestrin 32 61
 

Crossover: Norinyl & Neogynon to Brevicon or Nordette 56 68
 

Crossover: Norinyl to Norinyl, Brevicon or Nordette 215 277
 

Crossover: Norinyl to Brevicon or Lo-Ovral 300 167
 

Straight: Depo-Provera 45 107
 

Lactation: Progestogen-only OCs 101 93
 

27
 



Comparative studies
 

1. Neogynon vs Lo-Ovral. No pregnancies occurred after 1,620 

months of use. The six-month discontinuation rates were 33.4% 

and 38.5% for Lo-Ovral and Neogynon, respectively. 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, Ovral, Brevicon and 

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

ducted to assess the rates of side effects among women using 

combined oral contraceptives. in the first study, women were 

randomly assigned to Norinyl, 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 most side 

effects significantly declined with increasing duration of OC 

use. Cycle control appeared best for women using Ovral. There 

were some adverse effects caused by switching from one OC to 

another. Women who switched to Ovral experienced a decrease in 

the rate of breakthrough bleeding. Women who switched from 

Ovral were more likely than others to experience an increase in
 

breakthrough bleeding. Discontinuation rates were similar for 

the three OCs.
 

In 	 a second study, women who had used Norinyl or Ovral for at 

least three cycles were randomly assigned to either Brevicon or
 

Lo-Ovral for six cycles. The most noticeable effect was a 

large increase in the rates of breakthrough bleeding, which
 

remained above the rat(! befcre switchover even after six 

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

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

pletion of the sixth cycle, the rates of side effectL were gen

erally lower than the rates befor', crossover. The results of 

the study indicate that a.;nr'ugh women on low dose CC3 -eport 

lower rates of certain side effects, breakthrough bleeding 

occurs more frequently and might, in certain 7:uitural settings, 
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have an adverse effect on OC continuation rates. The discon

tinuation rates were similar for Brevicon and Lo-Ovral.
 

Oral contraceptives and lactation
 

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

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

cate that progestogen-only OCs given to lactating women 

immediately postpartum are not associated with any adverse 

effects. Among these 101 women, five discontinuations have 

occurred, ranging from six to fifteen weeks following admission 

to the study.
 

2. 	Additional clinical studies or the effect of combined oral con

traceptives on the quantity 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 steriliza

tion, but, nevertheless, in need of documentation -'nd possibly open 
to further improvement. 

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

have been collectel in IFRP studies. The distribution of proce

dures by occlusion technique is given in Table 24. Many of the
 

studies collected surveillance data on methods; others evaluated
 

ele.trocoagulation equipment. Twelve studies have been completed
 

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

Male Steri. ization Cases 

October 1, 1980 

Ligation 200 

Excision and Ligation 218" 

Electrocoagulation (Schmidt techn;que) 739 

Silastic Ring 110 

Other 9 

Total 3245 
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Tht following summarizes results from male sterilization studies: 

1. 	Vaseal Unit. One study o this equipment showed a 7.0% failure 

rate; failures were due to equipment malfunction. A second 

investigator had to abandon use of the 'Jaseal on six different 

occasions due to equipment problems. The IFRP concluded that
 

the 	rather delicate Vaseal unit is not an appropriate technol

ogy 	for developing countries where repair facilities for elec

tronic medical equipment are not widely available. 

2. 	 Silastic Ring. One study was conducted to evaluate this occlu

sive technique. Surgical difficulties were ercountered in one 

fifth of the procedures, and surgical complications occurred 

for 	one fourth of the patients. Almost 13.0% of the patients
 

had 	 high postoperative semen test counts and thus were declared 

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

tubal ring used for female sterilization, is no longer used for 

vas occlusion. 

3. 	 Prophylactic Administration of Antibiotics Prior to Vasectomy. 
Complication and infection rates were similar for those men who
 

received antibiotics and for those who did not. 

Barrier Contraception
 

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

rier methods of contraception and their relative freedom from side
 

effects. Research is required to determine the limits of their
 

usefulness in a developing world setting.
 

Since August 1977, the IFRP has developed data collection forms, 

protocols and computer programs for studies of barrier contracep

tive methods. Phase II studies of the Collatex sponge and Nec 
Sampoon foaming tablet have been completed. Data on 2,027 barrier 

contraceptive users have been collected by the IFRP (Table 2.5).
 
The 	 following is a summary of p' '.liminary results from studies of 

the 	Collatek sponge and Neo Sampoon. 
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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 per 

100 women after 1,036.5 woman-months of use. Discomfort and 
other personal reasons accounted for the greatest proportion of 

discontinuations. The discontinuation rate was 36.7 per 100 
women. In one study of 100 women in Yugoslavia, the 6-month 

pregnancy raze was 1.1 per 100 women. Discomfort during inter
course was a primary reason for subject discontinuation.
 

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

that the six-month life-table pregnancy rate was 6.3 per 100 
women after 1.916.5 woman-months of use. "'he primary reason
 

for 	discontinuation was pregnancy, which was followed by
 

discomfort and other personal reasons. The most frequently
 

reported reason for discontinuation was a burrning sensation 

experienced by the women. The six-month discontinuation rate
 

was 	 16.7 per 100 women. 
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TABLE 2.5 

Number of Barrier Contraception Cases 

October 1, 1980 

Admision Follow-up 

Diaphragm with Spermicide 464 1,026 

Neo Sampoon 635 1,173 

Collatex 462 729 

Collatex vs Neo Sampoon 411 602 

Collatex vs Diaphragm 55 26 
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Menstrual Regulation (MR) and Pregnancy Termination (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 of this 

formidable problem:
 

a. 	To contribute to the epidemiological and clinical understanding 

of illegal abortion, in order to attempt to reduce numbers and 

deal with public health problems posed by large numbers of hos

pital admissions for incomplete abortions, which arise when the
 

procedure is illegal. 

b. 	To improve on postabortal contraceptive counselling and
 

service.
 

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

procedures for terminating pregnancy. 

d. 	 To document the .reatment and outcome of spontaneous miscar

riage with retained products of conception.
 

The treatment of incomplete abortion following illegal 

interference, or spontaneous abortion and the induction of legal 

abertion can involve use of the hand-held gynecological syringe or 

a more complex apparatus and procedure. 

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

called menstrual regulation. 

As of September 1980, data on 31,907 MR procedures and 65,077 PT 

procedures have been collected in IFRP studies (Table 2.6). Many 

of the 226 studies collected baseline data and others evaluated 

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

gynecological syringe or the efficacy and safety of varicus proce

dures in comparative studies. 



TABLE 2.6
 

Number of Menstrual Regulation/Pregnancy Termination Cases
 
October 1, 1980
 

Menstrual Pregnancy 
Regulation Termination 

Vacuum Aspiration 30,324 30,239 

Dilatation and Curettage 9 24,039 

Prostagland in 105 1,280
 

Intraamniotic Injection 0 2,311 

Hysterectomy 0 124 

Hysterotomy 0 1,122 

Other 298 1,244 

Combination 1,171 4,718
 

Total 
 31,90T 65,077
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Among the most important rosults of the work are the following: 

1. 	 Managemen,, of Incomplete Abortion. Two studies compared the 

on anuse 	of vacuum aspiration versus sharp curettage performed 

outpatient versus inpatient 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
 

Data have been collected and information
complication rates. 


public health problems of illegally induced
disseminated on the 

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

similar studies as a service program. 

for 	 the treatment of2. 	 Battelle Hand Pump. This pump can be used 

incomplete abortion or pregnancy termination. A five

center clinical trial conducted to evaluate the performance of 

failed procedures
the Battelle hand pump found there were no 


and the low immediate and follow-up complication rates were
 

the hand syringe and electric pump.
comparable to thoe for 


vs Nurses. Data from two compara3. 	 MR Procedures: Physicians 

tive studies show similar complication rates for MR procedures 

performed by physicians and nurses. 

4. 	 Capillary Tube Pregnancy Test. The Capillary Tube Pregnancy 

Test was compared with the Pregnosticon Dri Dot Test at three 

centers. The women were classified by the number of days from 

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

pregnancy test. Preliminary analyses show that the pregnancy 

tests were not as accurate in the less than 42 days LMP group, 

the 	more than 42 days LMP group, in terms of the
compared to 


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


42 days LMP group there was no difference in the overall 
accu-


Dct 	Test and the Capillary Tube Test.racy rate fcr the Dri 

that negative tests were difficult tc read"nvestigatcrs ncted 


with the Zapillary Tube Test. 
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5. Hormonal Pregnancy Tests. Evaluation of two injectable hormo
nal pregnancy tests (an estrogen-progesterone combination and
 

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

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

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

following:
 

a) 	 continuation of investigations that will be ongoing as of 1 August 
1981, the 	 scheduled date for completion of Contract AID/pha-C-1172; 

b) 	 evaluation of the safety, efficacy, side effects, acceptability, 

cost and demographic impact of new 3nd improved contraceptive meth
ods, especially those that can availablebe made easily to women in 

rural areas;
 

c) 	conduct of studies to 
evaluate issues related to contraceptive
 

safn-ty 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) 	 development of new and improved contraceptive methods suitable for 
use by developing nations. 

a. 	Continuation of present research
 

Table 3.1 lists the type and nuber of studies, for each of the 
IrRP's major study areas, which are expected to be ongoing 
31 July 1981, when Contract AID/pha-C-1172 terminates. 
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TABIE 3.1 Continued 

Study Number of Studies 

Steroidal Contraception:

Comparative studies of high and low 
estrogen dose OCs 
 7 

Crossover stv:dies of high and low dose OCs 3 
Progestogen-c.nly OCs used by lactating women 
 4
 
Studieo of the health effects of long-term

Depo-Provera use 3 

P.-aliminary investigations of monthly injectablks 2
 
Evaluation .Df effects of different OCs on lactation
 
and their health effects on infants 1
 

Male Sterilization
 
The long-term effects of vasectomy on the
 
health of men 
 I 
Percutaneous vas occlusion 
 3 

Barrier Contraception:•
 
Comparative studies of the Collatex sponge 
 7 
Comparative Rtudies of Neo Sampoon 
 10
 
Diaphragm with spermicide 1
 
Vaginal chemoprophylaxis and sexually
 
transmitted diseases 
 2
 

Fertility Awareness:
 
Ovulation and symtothermal methods 3
 

Pregnancy Termination
 
Evaluation of double-valve hand syringe 4
 
Midtrimester abortion with laminaria,
 
urea and prostaglandin F 1 
Midtrimester abortion wit -- saline
10% 1
 
Cervical osmotic dilators 
 6
 

Epidemiologic and Other Investigations
 
Evaluation of the effects Of femalecircumcision
 
on maternal health, childbirth and contraceptive

practice 
 2 
Study of the relationships between contraceptive
 
practice and the incidence of congenital
 
abnormalities
 
Studies to evaluate the relationships between
 
patterns of breast-feeding and the return
 
of ovulation 
 3 
Studies tc evaluate the relationships between
 
contraceptive use and mcrtality for different
 
causes among women of reproductive age 
 2
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TABLE 3.1 Continued 

Study Number of Studies 

Studies of the effectiveness and safety of using

traditional practitioners to provide contraceptive
 
services
 
Study to evaluate 2hanges in the planned method of
 
contrac~ption following childbirth and actual
 
methods used 6 months after birth
 

eex129
 

41
 



b. 	 New research directions 

In addition to the continuation of the specific 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 awareness
 

methods;
 

2. 	 develop new and improved contraceptive methods and continue 
with the development and promotion of methods currently 

under investigation by the IFRP;
 

3. 	 expand its role in the postmarketing evaluation of contra
ceptive methods to evaluate issues related to contraceptive 

safety, efficacy, acceptability, side effects, cost and 

demographic impact; 

4. 	evaluate, on a limited basis, factors that may limit either
 
the 	availability of safe and effective contrac.ptive meth

ods 	or the acceptability of these methods by either the
 

potential users or the providers of contraceptive services;
 

and
 

5. 	 continue to widely disseminate information related to all
 
aspects of contraception through the support of a medical
 

journal, newsletters, media contacts, monographs and numer
ous clinical papers related to contraceptive evaluation, 

conferences and meetings. 

Short descriptions of some specific studies to be undertaken by 
the IFRP are included for each of the IFRP's major study areas.
 

However, the scope of work will 
not be limited to the specific
 

studies described in the following sections since one of the
 

most important ofaspects the IFRP's work is to be responsive 

to new needs. Research conducted by other organizations and 
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individuals will almost certainly 	continue to bring to the 

risks and benefits associatedforefront previously unrecognized 

The IFRP, through
with the use of some contraceptive methods. 


its close association with other population research organiza

tions, with schools of medicine in the United States and around 

the world and with individual investigators, keeps abreast of 

developments and responds as needs and opportunities 
arise. 

feasible, evaluations of 
The IFRP will undertake, whenever 


these hazards through the analysis of existing data 
at the IFRP
 

and/or through appropriately designed studies. The IFRP will
 

also continue to disseminate objective information in 

apppropriate ways. 

The IFRP will continue to monitor 	possible developments 
in
 

methods and LH-RH
fertility regulation, such as immunologic 


for the IFRP to
 are sufficiently developedanalogs, until they 


clinical evaluations.
undertake 

Female Sterilization
 

of sterilization will
Development of a nonsurgical method 

To date, the use of quinacrine appears to be ficeive priority. 


worl, proceeds, research on alternative chempromising, but as 

under review and expanded if war
ical sterilants will be kept 

of the multipleon a simplificationranzed. Efforts will focus 

quinacrine pellet insertion procedure and/or continued 
develop-


IUD. Studies that
 an effective quinacrine-bearingment of 

evaluate different quinacrine dosages, dissolution 
rates and
 

be conducted. The endpoint of this
delivery systems will 

research is to develop a safe and 	effective nonsurgical 
method
 

that can be delivered by paramedical personnel
of sterilization 

IFRP-sponsored
in a nonhospital setting. Preliminary data from 

indicate that this goal may be achievable.
triais 

Si 	 of existing technology, as well as new and:.pificatiCns 

improved methods of tubal occlusion, will be 
evaluated in
 

The focus of these
short- and long-term clinical trials. 
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studies will be the suitability and acceptability of the
 

simplified/new/improved methods for use in developing 

countries.
 

It has been suggested fraquently that the acceptability of
 

female sterilization may be greatly enhanced if a reversible
 

method were available that could easily be performed and later
 

reversed. One reversible procedure that shows considerable
 

potential under development by the IFRP is the fimbrial hood,
 

which will soon be available for evaluation in humans. On the 

basis of animal trials, the application of the fimbrial hood 

appears to be a relatively easy ani safe procedure to perform
 

and reverse.
 

To increase the availability of female sterilization, the IFRP
 

will evaluate the use of specially trained auxiliaries (such as
 

operating theater nurses) for performing postpartum steriliza

tion procedures. 

Epidemiologic investigations to evaluate the long-term effects 
of different tubal occlusion procedures will continue to be 

important. Specifically, the I7R? will evaluate changes in 
menstrual cycle parameters, the incidence of gynecologic sur

gery and postaterilization failure rates, including the risk of
 

ectopic pregnancies. The investigations will rely on the
 

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

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

Intrauterine Devices
 

Following completion of the trials of the Delta T and Delta 

Loop IUDs, the IFRP will make .ne dissemination of the technol

ogy for the manufacture of these IUDs a priority, in order to
 

assure the widest availability in postpartum family planning
 

programs.
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The IFRP will continue to evaluate in comparative trials new 

IUD modifications including medicated IUDs that slowly release 

antifibrinolytic agents, steroids and other drugs and Ts wound
 

with nylon rather than copper. 

Epidemiolo&ic investigations will be conducted to evaluate
 

issues that appear to limit the usefulness of IUDs, especially
 

use by nulliparous women. Unresolved issues relating to IUD
 

use include the risks of pelvic inflammatory disease (PID)
 

among IUD users and the possibility of an increased risk of PID
 

with increased duration of IUD use, the risk of infertility
 

following discontinuation of IUD use and 
the risk of ectopic
 
pregnancy among IUD users. These issues will 
be evaluated in
 

part through the use of the IFR"'s extensive data ba-ik, which
 

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

epidemiologic studies designed to 
assess the risks of adverse
 

events associated with the use of IUDs.
 

Steroidal Ccntraception
 

Continued evaluations of OC-related side effects will provide 

information on different OC formulations when used by groups of 
women who are ethnically and culturally dissimilar. These
 

studies and studies that evaluate the metabolism of various OC 
preparations in different ethnic and cultural grc ps will pro

vide leaders of national family planning programs and prac
ticing physicians with the information necessary to minimize 

OC-related side effects and maximize OC continuation 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 norethisterone. At
 

present, there is a large demand for a once-a-month injectable. 

Such a system may overcome some of the objections tc the 90-day
 
injectable contraceptive. The IFRP will conduct the necessary
 

clinical trials to completely evaluate once-a-month systems 

that will utilize available delivery systems and drugs, with 
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the long-term goal of providing an option that could be added 

to social mark(ting prcgrams and ensurlng a high quality prod

uct for pharmacy distribution ir.developing countries. The use 

of existing compounds, eg, medroxyprogesterone acetate and 

norethisterone, will obviate the need for expensive animal ter

atology and toxicology studies, and will minimize the develop

ment time. Epidemiologic investigations of the long-term use 

of Depo-Provera will continue a'nd expand depending on the 

findings from ongoing IFRP studiJes. 

The cngcing trials of prcgestcgen cnly OC3 used by lactating 

women immediately postpartum will be expanded to include addi

tional locations a idmore detailed investigations of the 

effects of the prcigestogen only OCs cn the volue and composi

tion of the mothers' milk and their effects cn the infants. The 

effects of combined OCs and injectable contraceptives will also 

be evaluated in terms of the health effects on infants of 

lactating women. 

The IFRP will conduct, as appropriate, clinical and 

epidemiologic investigations into the risks and benefits of 

steroidal contraception, including case-control studies to 

study carefully specified issues. 

Male Sterilization
 

The IFRP will pursue the evaluation of 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 should be ready for clin

ical phase III evaluation by the IFRP in 1981. These tech

niques could greatly enhance the acceptability of male 

sterilization and permit more extensive use of paramedical 

personnel. The IFRP will also evaluate the safety and 

effectiveness of male sterilization procedures when performed 

by paramedical personnel. 
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analogs may be effective for inducing uterine bleeding within 
about two weeks of a missed menstrual period. If these analogs 

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

in more peripheral settings.
 

New and improved pregnancy tests will be evaluated in compara

tive trials.
 

The osmotic dilators being developed by the IFRP offer
 
significant advantages over the available laminaria; they are 
less expensive and can rapidly dilate the cervix. If the 
IFRP's dilators live up to their initial promise for rapid and
 
nontraumatic cervical dilation, clinical phase 
III trials will
 
be undertaken to compare the osmotic dilators with other meth
ods of cervical dilation and to evaluate them for routine cer
vical dilation prior to uterine evacuation. The dilators may 
also be evaluated in the treatment of intrauterine fetal death
 
due to ome pathological cause. 

An ongoing concern relates to the long-term effects of 

differenz. abortion procedures. The IFRP will critically evalu
ate, 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 contraceptive safety and efficacy help
 
determine who uses contraceptives and for how long. They
 

include the availability of contraceptives and their
 
acceptability to both provider and 
user. Proposed IFRP studies 

will address the following: 

1. Health and cultural practices that limit contraceptive use
 
or suggest that a particular method will not be suitable 
in
 

a given country. For example, the IFRP will evaluate the
 
effects of female circumncision, widely practiced in parts
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of 	Africa, on contraceptive use and the health of the
 

mothers and children.
 

2. 	Interrelationships between breast-feeding pravtices 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 women about the
 

adoption of modern methods of contraception. Time to first
 

ovulation and menstruation requires further evaluation.
 

Also, the impact of various contraceptive choices on lacta

tion 	requires further exploration.
 

3. 	The attitudes and influence of providers of family planning
 

on contraceptive use. Pharmacists represent one of the
 

largest single bodies of family planning providers, but, in
 

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

will conduct a follow-up survey of Egyptian pharmacists to
 

evaluate changes in their knowledge of and attitudes toward
 

contraception, following the distribution of bulletins
 

related to many different aspects of contraception.
 

4. 	Evaluation of the access to contraceptive services and the
 

relationship between social and personnel support and
 

acceptability of contraception.
 

5. 	Epidemiologic investigations to inquire into the possible
 

beneficial and adverse health effects associated with
 

different pregnancy intervals and previous cornraceptive
 

use. The IFRP is currently planning studies on the rela

tionships of congenital malformations and events related to
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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 subscriptions to selected deve,1 iing coun
try physicians. Although Elsevier/North Holland Biomedical 

Press will assume the publication, distribution and promotion
 
responsibilities for IJGO in 
1981, the IFRP will continue to 
provide limited editorial support for manuscripts accepted from 

authors working in developing countries. 

The publication of the quarterly newsletter Network, which
 

started in 1979, will 
be Qontinued. The mid-1981 circulation
 
of this publication is estimated 
to be over 6,000. The IFRP
 

will also continue publication tf its monograph series, which
 
began with the publication of the monograph that explained the
 

rationale and methooology of the RAMOS studies.
 

The IFRP will continue to provide investigators with consultant 
reports (CRs) summarizing completed investigations. About 35 
such reports will be prepared each year. These reports are 
designed to help and encourage investigators to publish the 
results of their IFRP-sponored investigations. A list of CRs 
prepared since August 
1977 can be found in Appendix D.
 

Approximately 60-70 scientific papers reporting the results of
 
IFRP studies will be prepared by the research staff each year
 
for publication in national and international journals.
 
Research findings will also be disseminated at appropriate
 

national and international meetings. 
A list of papers prepared
 

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

The IFRP will sponsor one or two international ccnfcrences each
 
year to provide physicians and other 
providers of contraceptive
 
services in developing countries with updated information
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related to contraceptive safety, efficacy, side effects and
 
use, and on the provision of contraceptive services. The IFRP
 

also will continue to disseminate its research findings at
 
national and international meetings.
 

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

epidemiol.,lcal investigatX'-,s, the IFRP is frequently
 

approached by the media fcr cc,mment and advice on the 

scientific aspects of fertility regulation. The IFRP sees the
 

1980s as a time of continuing controversy in relation to
 

existing and new methods of contraception anI intends to con

tinue to meet its obligations by responding rapidly and
 

professionally to 
the inquiries of the interested and informed
 

public with accurate and complete information. The IFRP's 

multilingual publications staff is comprised cf professionals 

trained in communications.
 

Transfer of Technology
 

Each year the 
IFRP provides training in research methodology to
 

persons associated 
with the IFRP's projects and programs. The 

IFRP is committed to expanding the research competence of its 
associated investigators, and will continue its program to pro

vide them with specialized training in research procedures.
 

The research capabilities of selected IFRP programs and/or
 

investigators will be enhanced oy the provision of
 

microcomputers that will be capable of performing many of the
 

data processing and analysis functions currently performed at
 

the IFRP on the Burroughs 6700 computer. P-ograms for these 

microcomputers will be written at the IFRP and will be immedi

ately usable by investigators. Initially, the IFRP will place
 

microcomputers at 2 or 3 carefully selected 
sites. Additional
 

sites will be provided with microcomputers if the program is
 

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

be provided to investigators cn an as 
needed basis. Typically,
 

on-site training will be 
provided by a senior IFRP researcher
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over a period of several weeks. Priority countries for on-site
 

training include Bangladesh, Brazil, Indonesia, Mexico, and
 

Tunisia.
 

The medical staff will provide training to the IFRP's investi
gators in methods of fertility control, including, but not '&!
ited to, postpartum IUD insertion techniques, methods of tubal
 

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

The researnh the IFRP elects to undertake is selected on the basis
 

of: 

(a) its relevance to the objectives of AID;
 

1b) the suitability of the research in terms of meeting individual
 

and program needs of the developir; countries; 

(c) the expectation that it will enhance the 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 developing countries.
 

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

if they do not require sophisticated delivery systems or frequent 
administration, are not too complicated for the user to adopt
 

and/or can be self-administered.
 

New initiatives for the IFRP may come from any of the following
 

sources: AID, IFRP staff, IiRP investigators, other organizations
 

and individuals. New initiatives are reviewed by IFRP staff and
 
summarized once a year in the publication IFRP Dire tions. Com

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

TAC is composed of experts actively engaged in reproductive and 
population research (see Appendix B), and attended by representa

tives of AID. Subcommittees of TAC and ad hoc advisory groups pro
vide further technical review and assistance to the IFRP's research
 

activities. The IFRP al3o makes use of consultants for additional
 

technical expertise. A list of currently approved consultants is 

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

tive Director, Deputy Director, Medical Director, Associate Direct

ors for International Projects and Research and Senior Consultant 
establishes priorities for research. Separate Task Forces operate
 

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

contraception, pregnancy termination, sterilization, intrauterine
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The Task
-Aevices, steroidal contraception and operations research. 

serve as a forum for the in-house dissemination of activi-Forces 

study areas.ties related to each of the major 

New research studies are submitted to AID for approval by the 

the study has not been approved previ-IFRP's technie.l monitor if 

ously under a research strategy. Research strategies provide a 

short description of the studies, their Justification, including
 

the number of studies to be conducted and the number of subjects
 

per study. Following approval of the research by AID, the Research
 

Departwent staff develop the study protocols, forms and necessary 

The identification assure the success of the study.
procedures to 


of appropriate study sites and implementation of projects are the
 

of the Internat 4 onal Projects and Researchjoint responsibility 

submitted by the
Departments. Suocontracts for the research are 


by the
Research Department to AID for approval, including approval 

AID mission, if there is one in the country where the research will
 

be conducted.
 

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

that details the study procedures and data collection forms,
 

be included in the study, the number
specifies which subjects can 


reporting requirements. All protocols
of subjects, follow up and 

by the IFRP's research staff
and data colection forms are reviewed 

(including the medical staff and consultants whenever appropriate)
 

Statisticians review the soundness of the study designs and the 

assure that the basic principles ofnumber of required subjects to 


followed. To facilitate the conduct of
experimental design are 

studies, selected forms and manuals are translated into the lan

guage of the country in which they will be used, including Arabic, 

French, Indonesian, Portuguese and Spanish.
 

Following AID regulations on research involving human sub lects, 
all
 

new research projects are reviewed by the IFRP's Protection of
 

Human Subjects Committee (PHSC), which is responsible for 

safeguarding the rights and welfare of subjects who participate 
in
 

by the PHSC includes assessment of
IFRP-funded studies. The review 
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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

tor to safeguard the rights and welfare cf the subject and informed 

consent documentation. The PHSC meets three cr four times a year. 

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

Committee and approvals renewed. The membership of the PHSC is
 

given in Appendix C.
 

The IFRP keeps in close contact wih its investigators. Input from
 

investigators is actively sought in the initiation and design of 

new research leads. Throughout the course of 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 

corres3,onds with investigators regarding data quality, research 

design and study implementation. 

The International Projects Department maijtrains close liaison with 

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

the research needs of the developing countries and coordinates the 

IFRP's research efforts with those cf o-'er organizations. 
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5. The IFRP Network of Investigators and Research Metbodology 

In order to successfully conduct clinical trials, the IFRP main

tains a close re..ationship with investigators around the world.
 

These researchers form a network of investigators essential to the
 

success of the IFRP's research activities. Specified below are the
 

number of centers, by region, presently participating in IFRP
 

research activitier.
 

Regions Number of Institutions
 

Latin America 26
 

Middle East and Africa 10
 

Far East 24
 

Europe and North America 18 

Total 78
 

The network of 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 complexity of the study, IFRP staff may be 
present for the initiation of the study to deal with any problems
 

that may arise as study procedures are followed. Throughout the
 

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

wheneve'- possible, records collected during the research are
 

checked against independent sources to ensure that data are accu

rately recorded. Site visits by physicians, regional coordinators
 

and research staff are also used to resolve specific questions
 

regarding the recording of data, data queries and errors.
 

The progress of all studies is constantly monitored at the IFRP.
 

If an investigator is unable to follow the protocol, has an 

insufficient case load, or if the study is no longer relevant to 

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

early. Studies may also be terminated if unacceptable adverse
 

reactions occur or if the method under study is found to be
 

ineffective or unsafe.
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The I'RP investigators continue to have control over their data
 
even after the data have been sent to 
the IFRP. Investigators are
 

consulted before studies on their data are 
published.
 

The research conducted by the IFRP is based on
 

a. 
research conducted by the IFRP's network of 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 of the IFRP's studies involve collecting large quantities of
 

clinical data. 
 Data quality is monitored both in the field and
 
in-house. The close working relationship between the investigators 
and the IFRP staff provides a continuous feedback to the investiga
tors, which is one of the most important elements in th!, mainte

nance of high-quality data. In addition, checks are performed
 
comparing forms returned 
to the IFRP with clinical records kept in
 

collaborating institutions. Finally, data that the IFRP has helped
 
collect are compared with other in-country sources of data and
 

reviewed for internal consistency.
 

In-house, the IFRP has developed computer programs to check the 
forms for invalid responses, to rejec-t forms if essential 
information is missing, to generate queries if responses to
 
specific q'.iestions appear inapproprIate or invalid and to edit the 
data in a way that facilitates the analyses. An outline of the 
procedures used for the processing of data from clinical trials is 

given in Appendix G. 

One of the IFRP's most important investments is ita development of 
over 200 computer loading, editing and analysis programs. In addi
tion, the IFRP has an extensive library of packaged analysis pro

grams (see Appendix H). 

All reports and papers written by the IFRP staff are formally 
reviewed by selected staff and outside reviewers to assure that the
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study results have been correctly and accurately presented and
 

interpreted. 
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6. Reatrcher Competence and Facilities 

The IFRP's specialist experience in the conduct of clinical trials 

to evaluate contraceptive safety and efficacy is unparalleled by 

that of any other organization. The IFRP has conducted over 380 

clinical trials in 47 developing and developed countries. The 

IFRP's procedures and methodologies for conducting, monitoring and 

established.clinical arereporting on trials well 

of Potts, BChir, ExecutiveUnder the direction lialcolm MB, PhD, 

become a dynamic organizationDirector of the IFRP, the IFRP has 

the needs of AID and those of the develcapable of responding to 
streamoping world. The management structure of the IFRP has been 

making the organization extremely cost-effective. Dr. Pottslined, 

is an international authority on contraceptive use and is the 

ov-r 100 scholarly monographs and artiauthor of eight books and 


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


consultant to the International Planned Parenthood Federation
 

served as the Medical Director of that(London) and prior to that 


organization.
 

Aisisting Dr. Potts in the management of the IFRP are Peter 

Ganley,Donaldson, PhD and David Edelman, PhD, who report te, John 

Director. Mr. Ganley came to the IFRP with experience inDeputy 

both the government and private business. In his most recent posi

tion he served as Group Vice President of Safetran Systems Corpora

as Director of ACTION, ation. He previously held positions Deputy 

as Auditor Generalfederal agency fostering volunteer service, and 


of AID.
 

for International Projects, cameDr. Donaldson, Associate Director 

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

in Korea where he administered a large tech
cil's Representative 

Prior going Korea,nical and financial assistance program. to to 

where he worked cr.nalds:r ; stationed in Bangkok, Thailand, 

to the Thai Ministry-of Public 
as th. Population Council's advisor 



Health. Dr. Donaldson has served as a frequent consultant for pro

gram development activities thrcughout Asia. 

Dr. Edelman, Associate Director for Research, has been with the 

IFRP since 1972 and is knowledgeable about all aspects of the 
administration and scientific management of the 
IFRP. Dr. Edelman 

has extensive experience in the design, execution, analysis and 

management of field trials and contraceptive evaluation. He has
 

authored or co-authored over 110 scientific papers and one book on
 

contraceptive use.
 

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

ical appointment in the Department of Obstetrics and 
Gynecology,
 

Duke University School of Medicine. Dr. 
 Laufe is well known for
 

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

has concentrated on 
the development and evaluation of contraceptive
 

technology, and has played 
a key role in the development of a
 

transcervical chemical sterilization procedure and postpartum 
IUD.
 

Dr. Laufe has travelled throughnut the developing world to provide 

technical assistance and specialized medical training. He is
 

knowledgeable of the medical needs of developing world countries 

and has successfully translated this knowledge into the development 
of improved contraceptive methods specifically designed to meet the 

needs of the developing world. 

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

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

use of traditional practitioners and auxiliary workers in the pro

vision of health care and family planning services. 

Dr. Roger Bernard, Director of 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, Ms. Elena Tomaro, 

Research Administrator and Mr. Robert Hughes, Financial Services 

Manager. 

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

Bernard, Kessel and Mr. Ganley are given in Appendix I. 

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

Director, Administration, International Projects and Research. An 
organizational chart of the IFRP is given in Appendix J. 

The IFRP has an exceptionally well 4ualified staff with demon

strated research and administrative skills. An IFRP staff listing 
giving the name, title and academic degrees of all IFRP staff is
 

found in Appendix K. The IFRP staff have demonstrated their abil
ity to rapidly respond to the needs of AID, develop contraceptive 

methods that ar3 appropriate for and acceptable to the needs of the
 
developing world and design, implement and report on nuznerous 
types
 

of studies that provide information relating to the safety,
 

efficacy, acceptability, cost and demographic impact of contracep

tive methods.
 

The IFRP is located in Research Triangle Park, North Carolina, an
 
area specifically designated for research organizations. The IFRP
 

has well-established working relationships with the University of
 

North Carolina at Chapel Hill, Duke University, North Carolina 

State University and many of the organizations in the Research Tri
angle Park, which provide the IFRP with a broad range of scientific 

and technical skills. The IFRP is centrally located to the above
 
three nation.lly known educational institutions. One of the assets
 

of the IFRP's location is its ready access to Duke University and
 

the University of North Carolina Schools of Medicine, the Univer

sity of North Carolina School of Public Health, 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 are housed in a 
21,000 square foot building. In May 1976, the IFRP completed the 

installation of a Burroughs 6700 computer which has 882 kilobytes 
of main memory and a capacity for over 520 million bytes of online 

disk storage that permit the rapid processing of large data sets. 
Facilities for 16 remote teleprocessing lines are available. The 

programming section the employs six full-timeof IFRP programmers, 
all of whom have extensive experience with research systems devel

opment and programming.
 

In addition to having the ability to write its own 
analysis pro

grams, the IFRP has a program library that includes SPSS, ECTA,
 

Catlin/Lincat, PSTAT, BMD and others. The IFRP has completed many 

of its standard analysis programs. Its life-table program 

(LIFETAB) has been used by numerous researchers throughout the 

world. Computer programs for the loading and cleaning of data, and 
for performing standard analysis in the IFRP's major study areas 
have also been written.
 

Each year the IFRP staff prepare more than 65 scientific papers for 
presentation or publication. The IFRP's Publications and Graphics
 

staff provide support services to authors, which are an important 

part of t,,e technical assistance that the IFRP provides. These 

department staff provide editing services for the IFRP staff and 

collaborators.
 

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

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

printer and phototypesetter. 

The IFRP library has direct access to the resources of the
 

libraries of the University of North Carolina, Duke University and
 
North Carolina 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 on contraceptive development, eval
uation and related topics. 
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7. Significance of Proposed Research to AID Objectives
 

AID sponsors, through grants and contracts, basic research 
in
 

reproductive biology; the development of new and/or improved con

traceptive methods, including the necessary preclinical and initial
 

trials to demonstrate the
human trials; expanded human clinical 

safety and efficacy of the methods; and studies to evaluate deliv

contra
ery systems for the distLioution of contraceptive methods, 

Also, AID, either directly or
use.
ceptive acceptability and 

Pathfinder

through intermediary organizations (such as JHPIEGO, 

Fund, FPIA), provides contraceptive supplies and services to devel

oping countries that request assistance.
 

Since most, if not all, developing countries do not 
yet have either
 

to independently evaluate
the technical or the economic resources 

the entire range of available contraceptive methods, 
AID must
 

programs individual users of contracep
assure natioual health and 


tives that they are being provided with the safest and most
 

effective contraceptive methods and that those methods 
are
 

culturally acceptable and can be provided to those mo.c in need of 

This objective is achievable only if AID has access 
to per

them. 


can institute appropriate studies on which decitinent data and 


safety, efficacy and acceptability
sions regarding contraceptive 

can be based.
 

Nearly all research relating to the development of 
new and/or
 

improved contraceptive methods including the evaluation 
of the
 

short- and long-term effects of existing and widely used 
contracep

tive methods has been conducted almost exclusively in developed 

a paucity of data relating to contraceptive
countries. There is 


use, side effects and effectiveness in developing
acceptability, 

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

tion have been extensively evaluated in large-scale studies in 

known the
England and the United States. As far as it is today, 

findings of these investigations are pertinent 
to other
 

There is, however, limited evidence to indi
developed countries. 


cate that the findings are not totally pertinent to many of the
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developing countries where the relative risks of pregnancy are
 
quite different, and where nutritional insufficiencies and certain
 

infectious and other diseases alter the probabilities of oral con
tr3ceptive risks and benefits. Both AID and developing country
 

health authorities need to know how safe and effective contracep
tive methodz can be provided to developing countries, especially to
 

the poor, undernourished women in rural areas. To provide safe and
 
effective contraceptive methods, AID must have access to the neces

sary information regarding contraceptive safety and efficacy in the
 
developing world. The IFRP is in a unique position to provide this
 

information. 

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

tigators with whom it works, and national and international health
 
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 conduct
 

clinical trials of contraceptive methods in a wide variety of clin

ical and cultural settings, particularly in the developing world.
 

The IFRP has established a worldwide network of distinguished, 

experienced and committed biomedical investigators fully capable of 

conducting a variety of studies. 
 The IFRP has trained investiga

tors within its network of investigators in both clinical and
 

research areas in order to 
improve their ability to provide solu

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

tive technology. The IFRP has also made extensive efforts to 
transfer to developing world institutions technology developed at 
the IFRP for the design, conduct, analysis and reporting of clin

ical trials and 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. The value of the methods under use conditions in countries 

where they will eventually be employed must be determined in 
advance of widespread use of these iethods. 
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b. 	Since different contraceptive methods are associated with prob

lems specific to particular developing countries, further 

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

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

expanded, 

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

increase the speed with which the methods can become accepted 

and used within national family planning programs. 

e. 	 The development of improved contraceptive delivery systems and 

the wider availability of contraceptive services, especially to 

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

all by the year 2000 is to be achieved and if hundreds of mil

lions of couples adapting to the changing and increasingly 

harsh socioeconomic conditions are to reach their expressed 

fertility goals. 

The 	 IFRP, during its short existence, has evaluated many contracep

tive methods in the developing world. This work is leading to the
 

increasingly widespread use of several methods inclucing voluntary
 

sterilization, intrauterine devices and oral contraceptives.
 

Through the work of the IFRP, AID has been able to provide devel

oping countries with new and/or improved contraceptive methods
 

whose safety and effectiveness have been evaluated and established
 

in the developing world by local researchers. The result has tien 

the provision of safer and more effective contraceptive methods to 

more people. In addition, guidelines and policies have been estab

lished for program managers relating to every aspect of fertility 

rebuL,'ion. These actions, in turn, are contributing to improved 

health and a better quality of life for some of the world's 

poorest citizens. 

Continued use of the demonstrated capabilities of the IFflP 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 continued flow of information to
 

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

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

Most of the contraceptive research and development conducted in the 

United States, or through United States based organizations, is for
 
the development and evaluation of products (devices, drugs, etc) to
 

be used in the United States. Many of these products are not
 

suited for 
use in developing countries, especially in rural areas 

that lack both trained personnel and adequate medical facilities. 

Also, the risks and benefits of contraceptive usage and pregnancy
 

are very different for developed and developing countries. Given 

these differences, it is Important for AID to be able to turn to 
an
 

organization, such as the IFRP, to answer questions related to the
 

safety, efficacy, cost and demographic impact of contraceptive
 

products.
 

Pharmaceutical corporations in the United States evaluate new prod

ucts to the extent required by the FDA. Issues relating to the
 

safety of contraceptive products do 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 Health Organization, the Population Council 

ahd the IFRP. 

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

arresting spermatogenesis or controlling ovulation or antipregnancy 

vaccines, may not be widely available until the close of this dec

ade or later, even if on the basis of current research they appear
 

to 
be promising methods. In the critical intervening years, it is
 

essential that the existing 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. The 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 has added significantly to the body
 

of knowledge relating to contraceptive safety and efficacy. During
 

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 insertion immediately 

postpartum and 
is in the process of developing a nonsurgical method
 

of female sterilization. It has compared different brands of oral 

contraceptives to assist in decisions elating to commodity pur

chase. The IFRP has also developed and evaluated the gynecological 

syringe, which is now a common surgical instrument in worldwide 

use 

The IFRP, through its support of research centers around the world, 
has made a major contributior toward strengthening biomedical
 

research, thereby improving programs that provide family planning 

services. Other accomplishments of the IFRP that have proved to be 

significant improvements in the development of contraceptive prod

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

and Institutions
 

Contraceptive development and evaluation 
Ls not the sole responsi
bility of manufacturers of pharmaceutical products. Many depart
ments of obstetrics and gynecology, individual researchers, 

corporations, and privately and publicly funded organizations sup
port contraceptive development and evaluation. 
 In the United
 
States, both the National Institutes of Health (NIH) and AID pro
vide funds for support of all aspects of contraceptive evaluation,
 

including preclinical evaluations and clinical phase I, II, III and
 
IV (postmarketing) trials. 

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

In order to avoid duplication of effort the IFRF maintains an
 

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

obstetrics and gynecology throughout the world, major phamaceutical 
firms, other AID-funded organizations, corporations and institu
tions, and other branches of government concerned with contracep
tive development and safety. The IFRP will implement for NIH two 
contracts relating to contraceptive development in the USA.
 

The IFRP alo maintains close liaison with all of the major popula
tion organizations tnat sponsor services and/or research in areas 
related to IFRP's interests. A brief description of the IFRP's
 
relationship to 
some of the major population organizations follows.
 

WHO (World Health Organization): The Special Program of 
Research, Development and Research Training in Human Reproduc
tion of the WHO evaluates many aspects of contraceptive devel
opment, safety and acceptability. The IFRP works closely with 
the WHO staff and leadership to avoid duplication of effort.
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Representatives of the WHO are frequently invited to partici
pate in IFRP meetings, comment on studies proposed by the IFRP
 

that may be related to WHO activities and share the findings of
 

IFRP-sponsored investigations. The IFRP contributes to the 

annual review of ongoing contraceptive research that the WHO 

conducts and international liaison meetings that are attended
 

by all significant public organizations involved in biomedical
 

contraceptive research.
 

PIACT (Program for the Introduction and Adaptation of Contra

ceptive Technology): PIACT is primarily involved with the pro

duction and packing of existing contraceptives to meet local
 

conditions. The IFRP and PIACT have collaborated on several
 

projects, including an effort to develop a more effective way 

for the cold sterilization of IUDs and the production and eval

uation of technical bulletins for Egyptian pharmacists who are 

major providers of c ntraceptives in that country. Delta-Loop 

and Delta-T IUDs have been provided to the IFRP for research by 

PIACT through their affiliated organization in Mexico. Without
 

this support, the IFRP's extensive evaluation and development 

of these IUDs for use in postpartum family planning programs 

would have been delayed by at least one year.
 

PARFR (Program for Applied Research on Fertility Regulation): 

The focus of the PARFR program, which is entirely funded by 

AID, is the provision of support through subcontracts for basic
 

animal research and phase I and II clinical studies on innova

tive contraceptive methods. PARFR d es not provide support for 

exp-inded clinical trials or epidemiolgic investigations. The 

IFRP's Research Department staff work closely with PARFR. Reg

ular meetings are scheduled with the PARFR staff to review and 

discuss each others' program so as to maintain close 

cooperation between the two organizations. PARFR does not have 

an extensive network of clinical investigators to conduct phase 

II, III and IV (postmarketing) clinical trials, a research
 

and/or field staff to initiate and monitor these trials, or a 
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research staff to analyze the results of these trials. The 
IFRP, therefore, assumes the rcsponsibility for conducting 

investigations to evaluate contraceptive methods and/or prod
ucts that should be tested in expanded clinical trials based on 

favorable results from the PARFR-funded projects.
 

Population Council: The International Committee for Contracep
tion Research (ICCR) of the Population Council funds the devel

opment of new contraceptive technologies. The IFRP works
 
closely with the Population Council, thus minimizing any dupli
cation of effort between the two organizations, and ensuring an 
efficient use of organizational resources. In the last few 
years the IFRP and the Population Council have collaborated on 
several projects. The IFRP is conducting studies of the 

TCu-380 Ag IUD developed by the Population Council and is using 
the TCu-220C in its studies of Delta-T IUDs. 
 Future collabora

tion includes work on the levonorgestrel releasing IUD and
 
studies of Norplant, a subdermal implant. 

Population Information Program, The Johns Hopkins University:
 
This program is funded to disseminate information on all
 
aspects of famtly planning to physicians, policy makers, and
 
family planning administrators. The IFRP staff often collabo

rate on the preparation and review of the Population Reports.
 

Similar relationships exist with otheA groups including IDRC, The
 
Rockefeller Foundation and Nordic.
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Proposed Research to Institution Building10. Coiutribution of 

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

contraceptive field trials in developing world countries has: 

greatly enhanced the development of the research capabilities
a. 


of the cooperating institutions and countries;
 

increased in-country awareness of contraceptive-related
b. 


research needs;
 

stimulated in-country sponsorship of other 
research pertinent


c,, 

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
 

provide tech
to any institution or country with whom it 

works to 


The IFRP is actively working

nical assistance and consultation. 


toward transferring its knowledge of the 
management, conduct and
 

trials to strengthen institutional capabilities.
reporting ov c'ield 


training provided by
These transfers are accomplished by in-country 

at the IFRP. The IFRP
 
the IFRP staff and by specialized training 


region Do another
 
also makes available skills from one country 

or 


as the opportunity arises.
 

Within the next few years the IFRP will expand 
considerably the
 

research capabilities of some developing 
country institutions and
 

national fertility research programs by providing 
them with spe

cially designed microcomputers. Utilizing the extensive
 

skills available at The IFRP, many of the
 
programming knowledge and 


IFRP's loading, data editing and cleaning 
and analysis programs
 

The
 
will be modified and adapted for use by these microcomputers. 


use of the microcomputers will make the 
transfer of programs less
 

expensive and considerably speed up the 1."ocess of technology
 

thereby enabling
transfer to institutions in developiLig countries, 

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

of these programs is now provided through a grant from AID 

(AID/pha-G-1198). It is anticipated that funding for these pro

grams will continue. Some of these programs also receive support 
for specific research work funded under the IFRP's contract to AID.
 

The IFRP will continue to make available to these national
 
fertility research programs the professional expertise of the IFRP 
and will continue to transfer to them all appropriate technical
 

skills.
 

The credibility and recognition of the institutions with whom the 

IFRP works is further enhanced through publications relating to 
IFRP-funded research. The IFRP makes Qoncerted efforts to encour
age and aid its investigators in publishing and disseminating the 

findings of IFRP-funded resedrch in local, n-tional and interna
tional journals and meetings. 
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11. Expected Results from Proposed Research 

It is generally agreed that it is nct within the existing knowledge 

and available technology to produce the ideal contraceptive, one
 
that is culturally acceptable to all men and women, that is 100%
 

effective and 
without serious adverse effects. It is therefore
 

mandatory that existing contraceptive methods and their
 

modifications be made safer, more acceptable, more effective, less
 

costly and easier 
to use. It is important that scientific evidence
 

be made available to those responsible for the provision of contra

ceptive services. This evidence could then be used to provide the
 
most effective, safe and acceptable contraceptive methods so as to
 

minimize the risks of unwanted pregnancy and the possibility of
 

irreversible and life-threatening contraceptive-related events.
 

The IFRP, through its worldwide network of clinical investigators, 

is in a special position and is uniquely qualified to provide AID
 

(a major supplier of commodities and contraceptive services) and 
individua" "--'estigators, programs and countries with the necessary
 

data and technical assistance on which to base decisions regarding
 

the provision, use, safety, effectiveness and acceptability of 

different contraceptive modalities.
 

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 service providers and contraceptive
 

users with relevant information on contraceptive innovations and
 

improvements with minimal delay and expense. 

The IFRP has been effective in promoting local interest on contra

ceptive evaluation and safety. Today, regional fertility research 
programs, funded by the IFRP, complement the work of the IFR? and 

the IFRP is committed to further upgrading the technical skills of
 
these regional programs. It is expected that fertility research
 

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

75
 



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

regard to its research and development 
 work, but also to a widening 
circle of decision makers and 
concerned individuals. Local and
 

regional IFRP-funded conferences will 
 effectively disseminate 
Up-to-date information relating to contraceptive technology. 
 It is
 

expected that these conferences will 
promote and increase the use
 
of effective methods cf contraception. The 
IFRP will continue to
 

provide help to investigators to aid them in publishing the results 
of their studies, and will encourage them to present results at
 

local, national and international meetings.
 

The IFRP is an internationally known and recognized organization. 

The considerable experience beand talent of the IFRP staff will 
invaluable in the continuation of its work. 
 The IFRP ili continue
 
to provide AID with information pertinent to its objectives for the
 

development and 
provision of safe, effective and acceptable methods 
of contraception, especially to the develop ng world. The cverall
 

consequences of IFRP's work will be to bring improved health care
 
to women and children and offer 
a better social and economic envi
ronment for tens of millions of families who, in implementing their 
free and 
private decision to limit their fertility, will finally 

reduce the many interlocking politico-economic problems associated 

with too rapid and uncontrolled population growth. 
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12. Proposed Five Year Budget and Budget Line Item Justification
 

1981-82 
$ 

1982-d3 
$ 

1983-84 
$ 

1984-85 
$ 

1985-86 
$ 

TOTAL
$ 

Salaries and Wages 
Fringe Benefits 
Consultants 
Travel-domestic 
Travel-foreign 
Equipment 
Material and Supplies 
Subcontracts 

828,556 
173,997 
30,269 
39,785 

145,638 
19,396 
35,140 

529,363 

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

545,244 

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

561,602 

1,073,004 
241,426 
33,075 
54,410 

193,844 
22,000 
40,679 
578,450 

1,169,574 
269,002 
14,067 
60,395 

213,228 
23,000 
42,713 
595,803 

4,958,667 
1,096,070 
160,700 
247,769 
889,134 
105,396 
194,111 

2,810,462 

Service Centirs 
Computer 
Data Entry 
Graphics 
Text Processing 

330,731 
28,793 
33,815 
136,217 

347,268 
30,233 
35,506 

143,028 

364,611 
31,745 
37,281 

150,179 

382,863 
33,332 
39,145 

157,688 

402,006 
34,999 
41,102 
165,572 

1,827,499 
159,102 
186,849 
752,684 

Home Department
Research 
Progranming 
International Projects 

150,382 
97,418 
34,737 

164,074 
106,156 
37,736 

178,623 
115,710 
41,350 

196,205 
126,124 
43,565 

213,864 
137,475 
47,485 

903,148 
582,883 
204,873 

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

27,000 
12,344 

134,945 
65,939 
7,142 
32,293 

40,500 
13,332 
138,993 
68,936 
7,356 

33,262 

42,000 
13,999 
143,163 
69,824 
7,577 

349260 

43,500 
14,699 

147,458 
70,769 
7,804 
35P288 

45,000 
15,434 
151,882 
72,772 
8,038 
36,347 

198,000 
69,808 

716,441 
348,240 
37,917 

171)450 

Total Direct Costs 2,893,900 3,102,262 3,310,015 3,535,328 3,779,758 1.6,621,263 

General and Administration 662,845 722,501 787,526 858,403 935,659 3,966,934 

Fixed Fee 72,348 77,557 82,750 88,383 94,494 415532 

TOTAL 3,629,093 3,902,320 4,180,291 4,482,114 4,809,911 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 equivalenL.s
 

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

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

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

additional non-AID contracts and grants.
 

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

Fringe Benefits 1981-82 1983-84 1985-86
1982-83 1984-85 


$ 173,997 195,075 216,570 241,426 269,002
 

Fringe Benefit Rate 21% 21.6% 22% 22.5% 23% 

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

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

Consultants 1981-82 1982-83 1983-84 1984-85 1985-86
 

$ 30,269 31,177 32,112 33,075 34,067
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The IFRP is vcrking toward making better use of the expertise available from 
the members of its Technical Advisory Committee (TAC) whose consultancies 
(13,896 for contract year 1982) are also included in this line item. The IFRP 
will rely on --nultants to provide expertise for its staff on specific
 
projects; to review projects and specific documentz, and to 3hare specialist
 

knowledge. 

Travel-domestic 1981-82 1982-83 1983-84 1984-85 
 1985-86
 

$ 39.785 44, 161 49,018 54,410 60,395
 

Domestic travel includes travel 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 1985-86
 

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

With the initiation of pioneer projects, there is a greater need to monitor
 
them more closely. 
The IFRP will also provide technical assistance to an
 
increased number of projects, which may require that the 
professional staff
 
remain at a research center for three or more weeks in order to assist with
 

the analyses of data and provide technical inputs. 

The IFRP will also sponsor travel of staff to give presentations at major 
international congresses, as 
well as sponsor its investigators to interna
tional meetings and to the IFRP for technical training. 
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The projected budget over the contract period reflects the projected increase 

in the cost of air travel and per diems. 

Equipment 1981-82 1982-83 1983-84 
 1984-85 1985-86
 

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

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

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

ment to be used at the IFRP and to be loaned to contributors for the conduct
 

of research projects. 

Materials
 

and Supplies 1981-82 1982-83 1983-84 1984-85 1985-86
 

$ 35,1140 36,897 38,742 40,679 42,713
 

This line item includes purchases of study supplies such as pregnancy tests, 
IUDs, oral contraceptives and barrier contraceptives for clinical trials and 
other research projects as well as materials to be used in projects at the 
IFRP. 

Subcontracts 1981-82 1982-83 
 1983-84 1984-85 1985-86
 

$ 529,363 545,244 561,602 578,450 595,803
 

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

through cost reimbursement subcontracts. These research projects will neces
sitate a greater commitment of time and 
resources on the part of inve$64ators
 

and the IFRP.
 

In the first year budget for research subcontracts, approximately $110,927 are 
projected to be expended for forms reimbursement subcontracts. The IFRP is 

developing clinical trials that involve more complex protocols. The studies
 

of Progestogen-Only Oral Contraceptives in Lactating Women and 
IUDs with and 
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Laboratory
 
without tails are examples of this new 

type of clinical trial. 


for these studies
 part of the protocol
required as
tests that are 


the price of the data collection. 
In addition, the
 

significantly increase 


IFRP will have an increasing number of ongoing Barrier, 
Fertility Awareness
 

and Systemics studies. 

The following list specifies both 
subcontracts that are expected to be ongoing 

1981-82 and the funds earmarked 
to be spent during that year. 

in contract year 


remain at an approximately constant
 are projected to 

Subcontract expendi.ure3 


level during the subsequent four 
years of this contract proposal.
 

Project 1981-1982
 

$ 32,102
 
Health Effects of Vasectomy 


39,328
 
Evaluation of Levonorgestrel-Releasing 

IUD 


Effects of a Levonorgestrel-Releasing 
IUD
 

Local 

4,630
Organs
on the Endometrium and Genital 


94,387
 
RAMOS studies Bali and Egypt 


55,619
 
Longitudinal Breast-Feeding 


Levonorgestrel Concentrations in Target Tissues
 

3,870
 
of Users of a Levonorgestrel-Releasing 

IUD 


30,000

Evaluation of Female Circumcision
Clinical 


Relationship of Congenital Abnormalities 
to
 

25,000
 
Contraception 


60,000
 
Negative Health Outcomes and Contraception 


20,000
 
Once-a-Month Injectable 


364,925
 

53,500
 
New Projects 


418,436
Subtotal 


110,927
SubcontractsForms Reimbursement 

TOTAL $529,363
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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 $ 136,217 143,028 150,179 157,688 156,572 

The projected budget for the four service centers is based on expenditures 
incurred during contract year 1980. Increases projected over the five-year
 
period reflect increases in salaries for personnel in the service centers and
 
increases in maintenance costs and replacement parts. The projected increase
 
in computer usage is likely to require the addition of another shift in the
 
computer center. This increas& is included in the five-year estimates. 

Home Department 1981-82 1982-83 1983-84 
 1-984-85 1985-86
 

Research $ 150,382 164,074 178,623 196,205 213,864
 

Programming $ 97,418 106,156 115,710 126,124 137,475
 

International
 

PrQjects 
 $ 34,737 37,736 41,350 43,565 47,485
 

The home department rate is based on the amount of salary dollars not
 
specifically charged to contracts/grants by direct department personnel and 
the salaries of support personnel within each direct department. 

The combined indirect rate for the three departments at the IFRP is 34.1% of
 
salaries and wages. It is projected that this rate will remain at its present
 

level over the five-year contract period.
 

Other Direct
 

Costs 1981-82 1982-83 1983-84 1984-85 1985-86 

Overseas Office 

Expense $ 27,000 40,500 42,000 43,500 45,500
 
Freight $ 12,344 13,332 
 13,999 14,699 15,434
 



ConferLnC* 

Expense $ 134,945 138,993 143.,163 147,458 151,882 

Information 

Dsselination $ 65,939 68,936 69,824 70,769 72,772 

Other Purchased 

Services $ 7,142 7,356 7,577 7,804 8,038 

Contract Labor $ 32,293 33,262 34,260 35,288 36,347 

Expense - includes rental of facilities and general 
office
 

Overseas Office 

in this budget isoffices. Includedfor the Geneva and Bogotaexpenditures 

the addition of a third regional office 
in Africa during contract year
 

1982-83.
 

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

This projection covers expected increases 
in the rates of air and
 

projected. 

Freight includes shipment of comoodities, 

forms, study sup
surface shipping. 


plies, etc.
 

The IFRP will continue to sponsor international
 
Conference Expense -

Up to three major

family planning and fertility control. 
conferences on 

planned each year that will be sponsored 
by the IFRP either 

conferences are 


alone or with the collaboration of 
other research and population agencies.
 

This budget line item includes all 
expenses incurred in the conduct of 

these
 

conferences, such as staff and sponsored 
participants travel and per diem,
 

rental of facilities, translation 
services, if necessary, and development,
 

The increase over the five-year
 
printing and distribution of proceedings. 


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

This line item covers the purchase 
of subscrip

-
Information Dissemination 


tions of the IJGO for overseas distribution at 
$22.50 per subscription for
 

It also
 
FY 1981-82 as specified in the agreement 

with Elsevier/North Holland. 


the
 
covers the distribution of IFRP documents, 

reports and papers as well as 


purchase of reprints of IFRP scientific 
papers published in journals.
 

For some projects, the IFRP con-

Other Purchased Services and Contract 

Labor -


The Purchased Serv
tracts for services or labor outside of 

the organization. 


ices line item includes projected 
expenditures for tests requiring 

facilities
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not available at th6 IFRP. It providesalso funds for fixed priced labor 
subcontracts. For 
some specific projects it is more cost effective for the
 

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

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

General and
 

Administrative 1981-82 1982-83 1983-34 1984-85 1985-86
 

$ 662,845 722,501 787,526 858,403 935,659
 

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

Fixed Fee 1981-82 1982-83 
 1983-84 1984-85 1985-86 

$ 72.346 77,557 82,750 88,383 94,494
 

The fixed fee for this contract is 2.5% of direct costs. 
 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 subsequent four years of the
 

contract proposal.
 

The average annual funding of the contract over the last three
 

years, 1978-1980, was 3.2 million. Thus, the proposed budget
 

for FY 1981 of 3.6 million reflects little change from the
 

level of effort under the current contract, i.e., the proposed
 

work plan (Section 4) will be couducted by the IFRP using the
 

present level of staffing and with its present facilities.
 

The funding requested by IFRP reflects projected price levels
 

and the expenditure of time and resources r,±%uired to develop
 

and evaluate increasingly sophisticated new methods of contra

"
ception and in particular to conduct Phase IT (post-marketing)
 

trials. We believe this reflects a reasonable projection of
 

activity.
 

Having the primary responsibility for carrying out Phase III
 

clinical trials and Phase IV studies v2sted in a single or

ganization such as IFRP provides significant economies. Con

sidering the great expense of. carrying out contraceptive clinical
 

trials, this mechanism has 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
 

acceptability of different contraceptive modalities currently used
 

in AID-sponsored family planning programs.
 

This includes a multitude of female sterilization instrumentation
 

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

Neo Sampoon foaming vaginal contraceptive tablets. An additional
 

array of potentially useful wethods are currently being tested.
 

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

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

various fertility control methods and this information will become
 

of increasingly greater importance to AID. The proposing office
 

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

Its continuation is strongly urged.
 

..) 5 -. 

Signature of Monitor, J.D. Shelton Signature of Monitor, M.E. Mamlouk 

Signtuke of Duff. G,7 illespie 
Chi f, Research Division 

Si 
Acti 

re o .J. Speidel 
Director, Office of Population 
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