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I. Introduction 

This report on AID contract DPE-0537-C-00-1028-00 covers the period 

from 16 September 1981 through 15 March 1982. This is the first 

semiannual report under the new contract 1028, follow on to 

AID/pha-C-1172. 

In the field of nonsurgical female sterilization with quinacrine 

hydrochloride, animal studies necessary before initiation of studies 

under a Claimed Investigational Exemption of a New Drug (IND) were 

completed. More experiments need to be ~onducted on the 

intraperitoneal placement of pellets in experimental animals before 

initiating prehysterectomy studies on the intrauterine placement of 

quinacrine pellets in human volunteers in the US. 

Studies of the Delta devices have proven that acceptable rates of 

IUD expulsion can be obtained with the insertion of modified devices 

in the inunl:diate postpartum. Studies of two foaming vnginal tableto 

were lni tiated both in the US and several other cOlJntrie~. 

IFRP staff inve!Jtigated the po!Jsibili ty of ini tiating natural family 

plnnning :1tudies in several countries. A proposal for a mnJor study 

is bcinp, developed. 

The longitudillal tJreil!lt-feedinR atlJdy 1n Mexico is neoring comple

tion. '1111' HI!prodlJcLivc' AP.!' Mort.Jlity :;lIrv(!11Intlc(! !Jtudy (RAMOS) 1n 

Doll and EHYPI. ilrl' proc(!ed 1ng Iwcur'<J1nl~ to :Jclwdule. 

http:li,,lprodu.tv


II. Research Areas 

Data were received at the IFRP from studies in the major research 

areafi (sterilization, intrauterine devices, systemics and barrier 

contraception). A listing of the number and type of forms received 

and loaded into the computer for the contract periorl is found in 

Appendix A. Appendix B lists the major computer programs developed 

to aid in the analysis of research data. 

A. Surgical Female Sterilization 

Data collection for the four comparative studies of the Rocket 

clip versus the tubal rin~ continues. Hased on analysis of 644 

women, there were five (1.5~) technical failures with the Rocket 

clip and 22 (6.9%) with the tubnl ring. Nearly nIl were due to 

a change in the occlusive technique or use of two teehniques. 

:he one-year follow-up rate is 43~, and four intrauterine preg

nancies have been reported, two for each techni que. 

Two comparntlve studies of the SecuclJp versus the tubal ring 

have been initinted, but no dota hnve been received yet. Two 

others iJre planned for' the corning year. 

The IFRP conti nues to collect lonH-term follow-up dElta on women 

sterilized by variOlJ!l occllHlve technlqlJe:1 lJ!ling different :1ur

gical approilch,·:I. Four ("'lIt'~r:1 IIr,' currpnt.ly partlc1patill .... In 

thl:1 f~lI(lf'ilVI)". IIlId lIIor(' ;,n- I~X Iwet.!'cl to cont.rt but .. dllUI. Allal y

:lin or U",;lf' d;II.;, wlll prov Idl~ informatioll on l()II~-t"rm :11'qu(!lac 

of :ltcI'illzill.!on. 
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Plans for future clinical trials involving pOtentially reversi

ble methods of sterilization, such as the fimbrial hood and sil

icone plug, are being Jeveloped. 

B. Nonsurgical Female Sterilization 

The IFRP has obtained a Claimed Investigational Exemption for 

New Drug (IND) for the u::Je of quinacrine as a sclerosing agent 

designed ~o secure tubal ccclusion when placed in the uterus 

after insertion through the cervix. A serie3 of animal studies 

were undertaken befor~ the Phase I prehysterectomy study is 

begun. Results follow: 

Monkey and Rat Terntology Studies. These ~tudies were conducted 

to get [l broad nsse:J!1mcnt of the effects of quinncrine on the 

fetus whell accidentally IIdrniIl1:ltt~"ed 111 early prC'gnancy. From 

these stUdies, tller'f' :w(~m:) to Ill' no ba:li:1 for (>xp(~ct1n~ a major 

problf!m wi til eOIJ~en 1 tid mal formal. j on:J. Til .. rat t('riltol~gy :ltud

ies were ne~at i V(', Of til,. 1.111'1'(' r1ollkeY:i ~i V"11 W rTll'. intrauter

ine qui nner j IJ(~, !Jllf' df' 11 vl'rl'd ;, lj(Jr rnil 1 f,·tu:;, n\(' ... I'cond; 

dclivcrt'd :. fetlJ:; with 1111111.11'1(' :'.k,·If'l;d .md /lPIlrolol'.1cal 

molform,ltiun:1 1nclwJ1nJ.: :llwur;d tulit'd"ff'C't, TlIf' d,~feet 1:. 

probably not qu1llilCr11lt' Illdw:f'd :.i/lc,~ L/lf' 11i\lnk,~y 1.',1:1 admin1:l

tcrt.'(j 01\ day 'I;) lind (:10:1111'" of tI.t' rJ"lIr;1! t.ulll' U:illid 1 y o<!cur:1 by 

dllY 2/). nl(' OUI"" n,;!1 /"O/'riidt lon:i Ii""" lh()!J~:1I1 to h,' ,,1' J al.,~d to 

tlw n'~iJ,.al tlill" df'f',,(·t. TIll' till I'd tri()liI(,' Y d 1,'<1 11/ IHlk"oWIl 

CIIU:1'~:1; two dilY:1 "It,·,. t.tl,· ,,<1m illl :iLri.tl (1/1 or qIJlII.,(~r 1 III'. Tld:1 

10 not lin uncommon C)(:f~lJrrt!lIt:': 11i mOllk,'Y POPIJ1Ilt1oll:1. 
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Honkey and PiS Simulated Uterine Perforatjon ' Studieo. These 

studies were undertaken to determine what ha~pcns if uterine 

perforation ocours and quinacrine enters the peritoncH)l cavity. 

Quinacrine comparable to tho human dose was instilled direotly 

into the peritoneal oavity of three monkeys. One animal showed 

extensive adheSions typical of what Inight ocour after a uterine 

perforation. The other two animals either had '10 problem or any 

intraperitoneal ohanges were re50lved by the time of cutopsy. 

Quinaorine pellets considerably greater than the human dose were 

placed in the peritoneal oavities of two pigs. One had no .symp

toms; the othrr died, but autopsy revealed the oause of death to 

be uhron io ex tensi ve bU ateral hydronephrosis. 

In a non-IFRP funded study, quinaorine at twenty times the 

antioipated human dose for aocomplishing tubal olosure was 

inserted in the peritoneum of oynogamous monkeys. Two of the 

three monkeys died within two hours and the third had a seizure. 

These reaotions appear to hpve been caused by rapid peritoneal 

absorption produoing a high blood level of quinaorine. up to x10 

that found in the toxioology experiments oonduoted by the IFRP, 

leading to oerebral damage. 

Hum,n otudle, will be delayed until additional animal .tudle. 

are oompleted: suoh studieD wil l detormine the affocts of 

diff,ront quinaorine ralaosD rltos whon tho dru8 is plaoed 

Intraporltono.lly and will olao look at tho orr. ot or lowor 

doooo or qulnoorlno polleto plaood Introporltonoolly. 

http:an-doseu.us


Quinacrine 

Quinacrine 

Follow-up. "f Quinacr inc Pellet Cases 

The follow-up of women in 0ngoing clinical trials of the 

transcervic31 insertion of quinacrine pellets continues. Pellets 

have been inserted in 440 women at three clinics. For those 

women reed ving three administratton!3 of quinucrine. the pellet 

method seems to be an improvement over the quinacrine solution 

method as inllicLlted in the followinl table. 

Gross Li fe tabl e f'regnLlnc y Hi] t .. ~!: For 
Women Who Completed Three Administl'ations of 

Quinacrine Hydrochloride 

6-month 12-mrmth 
rate ,'ate 

Soll~tion (N = 124 ) 5.'( 9. 1 

Pellet:l with Sodium 

24-month 
rate 

10.9 

Thiopenttwl (N = ll1'( ) 0.7 3.0 5.5 

Quinacrine Pell·'t:; wi !,ltout :>od 1 urn 
Thiopenthal OJ = 2 CJ 3 ) 1.1 1 • 1 4.4 

~-------., 

In nn effort Lo develop il one in:JCrtion Method of delivery ",lth 

a high rat.! uf (~fft·(:t.1 v(~ne:J:1 or p,relltel' «)O~). I.he IFHP cont.ln-

UC5 to ('x plot',. tilt· Wit! of thp Ilc, (irav 1<1 Yp:111otl-:,lwped IUI> tv 

del Iv~r '1ulll;wrlrll', /'ro .... !':ltatlullal ;,d.lIHIl·~:1 mily lli'V(' the 111.Ii1-

ornl dO:I!' of 110 fTlP' or H"I~jIC", pror'.'·:ltill.lonal IIP'(!llt, Wil:; udmlrd:s-

torcd 1'1 ve <lny!! prf! lind PO;lt lUI' in:wrtl 011 III pr'~hY!1t.nrf!ctorny 

http:V'r()PV.ta


case", Of the 12 tubes oxnminod from these women, ten had 

lesions which appeared to be definitive, one had a le~lon whioh 

could have ended In ocolu"lon or healing and the last tube was 

untouched despite the fatlt that It was in a speoimen in which 

the other tube was obliterated, 

The next phase of prehystereotomy i~~ertlons will test the 

efflc3cy of a sustained release. extended exposu\'e to quinaorine 

capsules (13-20 hour r~lease) with a dose of 100 mg per arm; 

adjunot proge"tatlonal agents will not be used in the first 

.,tudies, 

C, Hale Sterilization 

Voseotomy has been proven to be safe. effective and inexpensive, 

At present, the only study that the IFRP is conducting is • 

large",scale clinical trial of vaseotomy in Brazil, A prelimi

nary report on the dat.a is ollpeoted by October 1982. 

The peroutaneou, vas inJeotion teohnique of mole "t,erl11zltlon 

h undergoing testing outside of the If'RP ulling three prototype 

olamp, devoloped in oollab~rDtlon wIth the If'RP. If thu prooe

dure ShoW3 promise in this early atudy. tho IfRP may c~nduot 

more extensive ollnloal trials, 

A proJeot to ellomlno the health offects of vDoeotomy han 

reoantly bean completod through I lIuboontraot with the Kulaor 

Foundation Roacnroh In'tltute. Thu IItudy inoluded nearly tltIOO 

vOlllotomized man. of whom ono third had 0 duration or v.oootomy 

• 



of ten or more years. Two paper~ based on these data have been 

prepared and are currently in press, A third and final report 

has been sent to the IFRP for review and i!l also expected to be 

published. The conclu~ions of th!' !!tudy indicate that vClsectomy 

1s a~sociated with few. if allY. mJVt~rse health effect!! In 

humors, Of particular importance Wil!! the finding of no nS50c1a-, 

tior. between vasectomy and any d Isea:lCs that are man i fcstations 

of atherosclerosis. 

D. Intrauterine Devices 

The IFRj> has continued to evaluate :Joveral IUD modifications 

that llre expcctcd to re;iult in improved IUD performance and 

acceptability, TIll' followln~ flvt' mod1flcalioll:l art' currently 

beinK ~lt\Jdll'(l: 1) 1)():ltp;,rturn IUD!I that may r"dllc,' till' r15k of 

expu15ioll 111 till" pll,·rpt:rll1rn. ;,) :;rrlilll,·,. I)r Ilit'dl(';atl:(! lUll!! that 

may rl'duCI' ;,:I:l'wli1t"d blt'I-llll'~, )) "dl1":':i [U!l:! t.h.,t mily reduce 

the rl:;k of ll1ft·('UI', •• ll) .. J!()Vld()Ii'·-l(1dlll1'-r,-l.'a:l1ll~ !lY!lU-m 

thnt ill:,o r:lay rl"ju,"- til" rl:ik t:I ll1fl-ellon, "'Ill ') ;, Coppi:r T 

who:'w wI 1'1- I:, :,11 v,-r-('ur"d, ,III iHld 1 tloll U.i.t. IfIlly pr,.v.:nt 

frogmelltatioll ll!' till' w!r',- IIV,'I' tirnl-, 

The p;~:;tpl.rl.llI!l 111~I"rt!()11 of IlJlJ:1 h,',1 l)I't'li hlKIi jJm{)n~ IFIII":1 prl 

oritit~:1. lllt' lojllJ~!Il~ l.ald.':! :1tl(j~ I"'!lult:1 of c(JmplIl'l,UV 1' I1tud-

1ell ()f lilt' :lUII.".!rd 1.1 rI •• -:l 1.""1' II ,11111 l<'11 ,','or; ,llld till' 11.-1 tl. 

Loop lIIltl \)"11,1 'I, ,l.'v!<',':; tli"t. 1I .• v.' 1,\(JII"~"H'l,lIllt- '-It'''I~I()Il:; ur 

12 (:/wom 1(' tI,llt :,.,lw','. 1/11' !h-Il... 1.<11/1' "Ojllt 11111":1 t" :'llll)w ~umt' 
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advantage over the LLD, but the Delta T and TCu 220C appear to



give similar results.



The IFRP is in the process of developing a second generation of



Delta devices on which injection-molded projections will replace



the hand-tied suture projections. A subcontract with Southern



Research Institute has resulted in the decision to use 75:25



poly (DL.-lactide-co-caprolactone) material for the projections. 

The new devices should be ready for trial at several select IFRP



centers within the contract year. (A three way comparative



trial of the Delta T and the Biotec T with and without molded
 


projections made using IFRP's die, will be conducted in Mexico.



This will provide an early evaluation of the molded



projections.) 

Recruitment continues at seven US centers for studies of the 

Delta T and Loop IUDs under the approved IND and IDE.
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Complications at Insertion and Follow-Up by Device



(Immediate Postpartum Insertions Only)



Delta Delta Delta Delta


LLD Loop TCu T Loop T



(N=666) (N=682) (N=616) (N=615) (N=456) (N=465)



Insertion


Complication No. % No. % No. % No. % No. % No. %



Laceration 4 0.7 1 0.1 1 0.2 1 0.2 2 0.4 1 0.2


Perforation 2 0.4 0 U.0 2 0.3 2 0.3 C 0.0 1 0.2



Follow-up


Complication



PID 7 1.1 5 0.7 4 0.6 4 0.7 1 0.2 3 0.6


Other infection/


inflammation 92 13.8 80 11.7 42 6.8 42 6.8 24 5.3 30 6.5



Perforation 0 0.0 0 0.0 1 0.2 0 0.0 0 0.0 0 0.0



Lifetable Event Ratcs by Device per 100 Women


(Immediate Postpartum Insertions Only)



Delta Delta Delta Delta


LLD vs Loop TCu vs T Loop vs T



Expu131on



I month 12.9+1.4 9.5+1.2' 7.141.1 8.0+1.1 3.4. 9 6.6+1.20* 
3 months 17I.+1.6 13.9+1 .' 11.2+1.3 10.4,1.3 5.o,I.2 9.1+1.14 
6 months 22.0+1.8 16.1+1.6'' 12.1+1.14 11.8+1., 7.1+1.4 10.1+1.5 

Continuation


1 month 86.2 801, 91.6 90.6 9).9 92.1


3 month.I 79.8 b2.1 81.0 86.1, 91.7 87.8


6 month:i 73.6 78.;' 80.8 80.5 87.7 814.3



Follow-up 
1 month 85.1 83.14 96.6 98.4 83.3 85.6 
3 months 70.8 67.7 81.8 84.2 75.9 77.2 
6 montht 62.2 58.6 70.5 67.3 61.2 61.7 

"pO. 10r 
lop'O.05 
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The national evaluation of Delta IUDs in Tunisia has progressed



slowly. Of the thirteen centers which began studies (11 Delta 

T, 1 Delta Loop, and 1 Delta Loop and Delta T), only three are 

still recruiting subjects. Five studies have been closed and



the remaining five are scheduled to close imnmediately, pending 

receipt of final follow-up. A total of 453 postpartum inser

tions of the Delta T gave an expulsion rate of 10.7 at one month 

and 21.5 per 100 women at three months, with follow-up rates of 

51.4% and 19.4%, respectively. For 282 women who had a Delta T



IUD inserted following a pregnancy termination, the expulsion 

rates were 2.1 at one month and 2.1 at three months, with



follow-up rates ef 67.5% and 20.1%.



Ten centers are n(w activ,- in the Turkey trial of the Delta



Loop, with 980 postpartum insertions. The expulsion rate at one 

month is 7.7 per 100 wcoen, with a follow-up of 45.1%. At three 

months, thf. ,.Apul sion rate is.28.2 per 100 women and the 

follow-up rate In 14.8%. 

Delta IUDs for Lt.e two national programs as well as for all the 

Internit ional :,tudies have been made at PIACT de Mexico (PIATA) 

with the nupport of tile P'rortim for the Introduction and 

Adapt.tion of Cont rae'pt i ve TechnoloKy (I'!ACT). TVhnt' trilns 

could not havo bteen conducted without the coll aborat ion of tia 

organ i zat ion. 

itn





Th efrac and aceptablt of~fall IUD6 could~be ipoe



:-. reduction/if further ... of Md- effects were achieved. IUDrelated. 

dysfunctional bleeding has generally been: thought to be reduediiY <' 

re Ir31 SuTand further'pursuev: h t 7zo f, TCu IUDTor'Ae',,AANA, 

AoAen,:this issue, theIFRP iconaucting a trial of the Copper- I,, an



IUD developed by Dr. Jmieue Zipper of Chile. With 98 admsusions.



and a 31X month follow-up rate of"69.050 the data show a'preg


nancy rate -of 3.4~, expulsion rate or 13.1'and a bleeding/pain 

remova ortefor 100 women.only 1.1 per 

The IFUP 13 collaborating with the Population Council Infunding



studies of levonorgetrel-releasing Ilnr. Three studies have 

been Initiated in a comparative clinical trial of the 

levonorgestrl-relessing IUD and the TCu 380 Ag. Over 600 

acceptors have been admitted to the trials, but preliminary 

results are not yet available. Two subcontracts with Steroid 

Research' Laboratories I n Hlelsini, Finland are also in progres 

to evaluate the long-term effects on the endometrium of the con


tinuous release of small amoutnts of. levonorgestrel and to meas


ur. the accumulation of levonorgestrel in specific tissues four


to eight weeks following Insertion of the levonorgestrel-.



releasing IUD. These studies should be completed .by the end of


the contract year.



In an effort to determine whether the effectiveness of Copper 

IUDs is due to the addition of the copper Itself or merely to 

the Increase in surface area# the tFRP conducted two studies 

comparing the Nylon T (a T shaped IUD wound with nylon rather 



than copper) and the TCu-200B. Witt all follow-up data now in,



the data on 222 insertions show a significantly higher pregnancy



rate for the Nylon T, 14.6 at twelve months compared with 1.1



for the TCu 200B. The results confirm the notion of a biolog


ical effect of copper in ,weventing pregnancy.



The increased risk of pelvic inflammatory disease (PID) is the 

most significant health hazard to IUD u'r. 'ID can be associ

ated with long-term infertility. A clinical trial of the TCu 

200B with and without strings to evaluate the effect of the IUD 

string in the etiology of PID associated with the use of IUDs is 

being conducted in three centers. The study is an effort to 

determine the role of the monofilament IUD strings in the devel

opment of upper genital tract infectionis. Preliminary data on



363 insertions shows no difference in the "ID rates for IUDs



with or without strings.



Under a subcontract from TFRP, Southern Renearch Institute has 

developed a fibrous delivery system for povidone-iodine, an 

antimicrobial agent, to be attached to the IUD alongside the 

regular string. This biodegradable, pl1ycaprolactone thread 

will slowly releate the povidone-lodint, which may reduce the 

incidence of P.lD immediately following 1II) in.ertio.. 

The IFRP is alno conducting clinical C uvI,,tion: of' the TCu 380 

Ag, a plastic T with copp(-r (ollar:s ontf horti ontal arm ftnd 

tightly wound eoJ)per wire, with i nilv,.r ciore' on the vertical 

stem. The|purpone of the nilver .ore In to ,revent the wire 

12





from fragmenting as the copper dissolves. T6e TCu 380 Ag also



has a plastic ball at the bottom of the vertical stem that helps



prevent cervical perforations. Preliminary data on 236 inser


tions in two centers comparing the TCu 380 Ag with the Cu 7 and



on 1204 insertions in five centers comparing the TCu 380 Ag and



the Multiload Cu 375 show no differences in pregnancy, expulsion



and medical removals, as the following table indicates.
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Lifetable Event Rates for TCu 380 Ag,


Cu 7 and Multiload Cu375 IUDs per 100 Women



Pregnancy 
1 month 
3 months 
6 months 

Expulsion 
1 month 
3 months 
6 months 

Bleeding/pain


removals


1 month 
 
3 months 
 
6 months 
 

Medical removals 
1 month 
 
3 months 
 
6 months 
 

Continuation


1 month 
 
3 months 
 
6 months 
 

Follow-up 
I month 
3 months 
6 months 

TCu 380Ag 
 
(N:119) 
 

0.0+0.0 
 
0.0+0.0 
 
0.0+0.0 
 

4.6+2.0 
 
6.9+2.5 
 
11.3+3.9 
 

0.0+0.0 
 
0.0+0.0 
 
0.0+0.0 
 

0.0+0.0 
 
.0+0.0 

0.0;0.0 
 

95.4 
93.1 
 
87.2 
 

89.0 
 
61.3 
 
34.9 
 

Cu 7 
 
(N:117) 
 

0.0+0.0 
 
0.0+0.0 
 
1.9+1.9 
 

5.6+2.2 
 
5.6+2.2 
 
12.9+4.6 
 

1.0+1.0 
 
1.0+1.0 
 
1.0+1.0 
 

0.0+0.0 
 
0.0+0.0 
 
1.9+1.9 
 

92.6 
91.1 
 
78.9 
 

85.5 
 
61.5 
 
32.0 
 

TCu 380Ag 
 
(N=600) 
 

0.0+0.0 
 
0.0+0.0 
 
0.0+0.0 
 

1.1+0.4 
 
2.1+0.7 
 
2.7+0.8 
 

0.0+0.0 
 
0.7+0.4 
 
2.8+0.9 
 

0.0+0.0 
 
0.2+0.2 
0.5+0.4 
 

98.9 
 
96.8 
 
93.2 
 

88.8 
 
73.4 
 
52.8 
 

Multiload Cu-375


(N:604)



0.0+0.0


0.0+0.0


0.7+0.5



1.8+0.6


2.3+0.6


3.1+0.8



0.4+0.3


O.8+0.4 
1.4+0.6



0.0+0.0


0.2+0.2 
0.8+0.5



97.5 
96.0


92.7



89.9


74.3


53.0



14





E. Systemic Contraception 

IFRP clin:cal trials of oral contraceptives continue. Five 

studies are comparing standard dose and low dose pills, three



are crossovers from standard to low dose, and three are



comparing two brands of low dose pills. Preliminary results 

from each of the ecnparative and crossover studies are presented



in the following tables. 



Table I 

Ccmparative Studies of Standard vs Low Dose Contraceptives 
and Low vs Low Dose Contraceptives 

OC 
 

Standard vs



Low Dose 
Studies 

Thailand Norlestrin 
(1/50) 
Lopstrin 
(1.5/30) 
Norinyl 

(1/50) 
Brevicon 
(0.5/35) 

Philippines Noiinyl


(1/50) 
 

Nordette


(0.15/30) 
 

Bangladesh B-evicon


(0.5/35) 
 

Noriday


(1/50) 
 

Nordette


(0. 15/30, 
 

Bangladesh lBrevicon


(0.5/35) 
 

Noriday


(1/50) 
 

Nordette


(0. 15/30) 

Bangladesh Brevicon 
(0.5/35) 

Nor idy 
(1/50) 
 

N,)rdette


(u. 5130) 

Total Patients )iscontinuations



Admissions Followed up Preg,.ancy Medical Personal



27 26 0 4 2



72 45 0 2 8



73 47 0 4 6



76 49 0 6 8



142 95 0 20 6



1j6 101 0 16 4



197 126 0 15 9 

199 127 0 13 6 

198 134 0 7 5 

188 119 0 5 0 

175 110 0 14 1 

173 105 0 7 0 

117 88 3 9 1



125 88 0 6 7



126 87 0 4 6
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Low vs Low


Dose Studies



Egypt Brev icon


(0.5/35) 116 98 2 0 0



Loestrin


(1.5/30) 112 94 3 1 2



Malaysia Nordette


0.15/30) 45 36 0 2 2



Loestrin


(1.5/30) 50 44 0 2 1



Argentina Brevicon


(0.3/30) 227 184 0 24 2



Lo-Ovral/


Min-Ovral


(0.3/30) 218 203 0 2



Table II



Crossover* Studies of Standard to Low Dose Contraceptives



Patients Discontinuations


Total Followed Medical Personal


Adms. Up Pregnancy 1-3 11-6 1-3 :4-6



SUDAN 
Noriday to Noriday 72 29 0 0 0 2 3 
Noriday to Nordette 68 39 0 1 0 1 0 

INDONESIA


m
Nor idayord, fir'v icon 66 
 0 1 Il 0 0t~o rvio 130 

to NordettelNor iday 
Neogyrioni to Pr -vicon 10 

0 3 0 0 0 
Nvogyn(,i,to Nordt l 71 

El. SAI.VAIX)II 
Norl'ryl 1() NII11y1 17 72 1 6 1 12 4 
Nor liiyl ., l.r.v lmo, 78 7? 0 5 1 10 3 
NorId.Ay 1.(1 ,r.it. 80 73 0 6 1 19 4 

*Cro )v'i ,,',rt-'o ,Ifter thrt'. month|s 

O'Norldisy - N(Jret.tv, group 

http:N(Jret.tv
http:NorId.Ay


In the comparative studies of standard vs low dose dnd low vs



low dose (Table 1), Brevicon has a higher rate of dicontinuation



for side effects. Pregnancy rates are low for all pills. Table



II shows that crossover from one pill to another has not seemed



to affect discontinuations. In El Salvador, most terminations



occurred before the crossover.



A clinical trial of progestogen-only oral contraceptives in



lactating wonen has been initiated in India, Malaysia, Argentina



and Egypt. As of March 1982, the IFRP had received admissions



for 653 progestogen-only pill users and 301 non-hormonal con


trols. Follow ups have been received on 370 pill users and 170



controls mostly from three of the studies. The fourth is prog


ressing very slowly. Women discontinued for the following



reasons:
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3M 

among hospitalized family1 planning clients and a data filO oor

- taiming the information on hosapitalizations.1 Following



completion of the Emory/Grady subcontract , work on the topic 
 -

wilcntne jityby the Center for Disease Control (CDC) -

-=and-the-IFRP,, 

The Health Survey'of Women in Bandung, Indonesia. s examining



th effects of Depo-Provera on long term users. The study is



ongoing, and so far 500 volunteers have been enrolled to parties'



ipate in the study. Of these, 359 women are current users of



Depo-Provera, 70 are former users and 71 are never users (the



comparison group). The women have been interviewed In their



homes by trained Interviewers and have subsequently reported to



the hospital for a detailed physical examination and investiga


tions.~ In addition, the endometrial specimen slides of most of



these women have been evaluated Independently and blindly by the



Indonesian pathologist and a team of eminent Harvard University



pathologists.



Current users of Depo-Provera are more likely to report current



or past amenorrhea and breakthrough bleeding than are previouz



users or never users. During the period of use, these women



tend to experience a slight Increase In blood pressure and



weight. The histopathology evaluations show that the majority



of current users have an atrophic endometrium. A few current



users are cycling, No serious abnormalities or precancerous



changes have been seen In the current or previous user groups.
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Data from a Phase IIolinical trial in Londor, England, 

invlvig asmal,inge-aze iaprag tobe used without 

adsjunctive apermioAde are being collectedby{the 1PRP. 

4~.4On 12 March 1 hotds-xqts.'tn 

Transmitted Diseases (STD). The meeting focused on 

Sexually1FRn 

the prey. ~'-, 

'. lenoe of Sexually transmitted diseases both internationally and, 

particularly in the iUS. Results of studies previously conducted 
were presented and research In $TO prevention was disoussed4. 

Designs for ponsible future research studies were reviewed by 

the experts present.. The lit of participants and the minutes 

from th metn-r found InAppendix C 

0. Breast-feedIng/Vatural Family Planning Methods 

-

-

The objective of the longitudinal breast-feeding study to to 

determine the time of first ovulation, and Ito soe cases return 

to fertility, after childbirth In women who are breast-feeding, 

and to study Its relationship to patterns of infant feeding. 

The Durango, Mexic study center has recruited the required nun

ber of experimental subjects, and 22 of these 31 women are still 
active in the study. Thos subjects who. terminated from the 

study because or three suocesasve ovulatory cycles or pregnancy 

had been followed-up for an average of 30 visits. Ninety percent 

of the required number or control subjects were recruiteds and 

eight of these nine women are still active In the study, 
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Proimieryresltaindicate thtthe number of suakling opi 

se the u i or to antuin suppression of 

ovlto In~ lactatIR4U~W5inwue. This effect seems to bo mediated 

by hihpoatnlevels. 'The numbeor of suckling olos in a'J 
24hueid ncsayt nibtouaini probably tons 

, Ovulation will return If', by the Introduction of supplementary 

~.food, the number of: suckling episodes are diminished. Low or 
abot-lasting rises In pregnanediol levels have been observed In 

some of the initial menstrual cycles, probably indicating luteal . . 

4 ' 4j"4Insufficiency. 

TwoIRP.ataff'Mmber#..travelled to PeuadBrzlI telt 

fall to Investigate the possibility of, conducting studies of' 

natural family planning (NIl') methods. After carefully 

evaluating the situations the NiP decided to concentrate on 

Brazil, %6*ean ambitious country wide WP? program has been 

Initiated. AID has expressed onsiderable interest In sup

poting work to s we& of research. The MP,? therefore, 

will develop a proposal to evaluate WP services In Brazil In 
cooperation with MONL, the Brazilian pivernment agency respon-s 
sible for the program, 

U1. Ca~traceptivo Safety Studies 

The adverse side-eet reporting system Instituted during the pro-. 

vious reporting period has begun to yield Interesting data. IFAP 

. Investigators have provided information on significant clinical 
adverse events that have occurred to 0contraceptive uers. Total 

'4 24 



ibers 
 

)'i 

sere of L one oorepti 1!2e ortu The , 

f o evets e4er thv be othdh -seo 

nUmber advtra unwne, unortunaely 

rsported -There -weree-twor-omoplte--per foret on---one -ntramural

perforation necessitating surgical removal, two etopios, one of


voases of et he eThr 
 

which was a tubal abortion. Thes. oases were from the Philippines, 

Korea and Egypt. 
" efollwin even-s, hownaever ha e ereeorthsownl 

Female Sterilization. Six oases of adverse events following femwie 

sterilization were reported. Three oases of eatopic pregnancy were



reported from Korea; one occurred *1 1/2 years after a postpartum


Pomeroy procedure ani * eother toto occurred at 28 and 72 months



after laparosoopia sterilization. (Tubal occlusion method for these



last two cases i3 unknown.) Three events were reported from India.



One was a case of cornual hemorrhage three months following



laparosooplo unipolar electrooagulation. The other two were post


partum sterilization procedure: Inwhich women 12 and 15 years after


surgery develc ; severe symptoms relted to intensive intraabdom


mu and pelvic adhesions; surgery was required. All women survived



with surgical management.



O)ral Contraceptives. Five cases of adverse events with combined



oral ontraceptives were reported. four were from Egypt.



One patient (age 45, parity 7) took large dose combination pills



oontinuou'sly for 15 years without supervision and developed



lepaticarcinoma that failed to respond to cytotozic drugs; the



patient died withir, one year. 



The second patient (age 33, parity 2) developed left exophthalmos



with visual disturbance. There were no cardiovascular symptoms and



thyroid evaluation was normal. Spontaneous remission occurred nine



months following cessation of pills.



A third patient (age 28, parity 3) developed thrombosis of the nacu


lar vessel after pill use of one year. There were no other abnormal



findings. Outcome was unknown. 

The fourth patient (age 211, parity 3) developed left hemiparae


thesia. The physical exam was otherwise normal. Spontaneous remis


sion occurred within six months after cessation of pill, but



residual left sided weakness was reported.



The fifth case (age 30, parity 5) was reported from Ife, Nigeria.



The patient was on combined OCs for two years and developed sickle



cell , i:.;I., (Iigb 6 gm.). She responded positively to



hospital ization.



The Reproductive Age Mortality Surveillance (RAMOS) project being



conducte'.1 under a subcontract with the National Family Planning



Coordinating Board (IIKKIJN) of Indone:sia is now in its second year.



The level of registration of deaths continues to be a causle for con

cern . New procedures recommnended by Dr. Ni(chol d Wright. of the All) 

Research Advi.'(2 ry Commltte,,. (I(AC) ,v.,lu:it ion t,.,i, w,.r, ilin.titon t.c|d in 

October; thv:le inciudl, ' payln , ItelI'View..r.S by th0 If ltrvIIw r',t.her 

thar by tlht' mu.-lh'. , Iiirinv, ;in1 indeopesu(lJ. t. 0'1kh, i<'i, ' v :I( v i ;age.

and comparv. nlmr;mwr (deih With th(o.se, t(J'dl.d* n0 (ith, of ,, r1. tliii 
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~.nin fact, the dsta show higher contraceptive use among womenf 

with a survivinig first child. These results suggest that health 

programs which reduce infant and child mortality will raise the 

level of contraceptive use. ~A second paper also based on data from 

Iran shows that the survival status of previous pregnancies affected 

contraceptive us'einthe last pregnancy interval. Controlling for 

the number of pregnancies, the larger the number of survivors, the 

more likely the woman was to have contracepted.



VA report on acceptability and accessibility of tubal ligation in 

K, Honduras was completed. Results show that a considerable proportion 

of women who said that they wanted to be sterilized were not steril

ized within four months of delivery-59% inTegucigalpa and 82% In 

Sin Pedro Sula. Most postpartum sterilizations are done for medical 

reasons although In Tegucigalpa, but not in San Pedro Sula1 some are 

done for other than medical reasons. Itmay be concluded that the 

demand for sterilization is not being met at least among poor women 

who deliver at the Ministry of Health hospitals. These results will



also be presented by Dr. Nubez, Investigator of the project, at a 

country-wide meeting of obstetricians and gynecologists In Honduras. 

Results of the last phase or a study on acces# to sterilization in 

Campinas, Brazil, showed that only 13% of women denied access to 

postpartum sterilization were sterilized Inthe year following 

delivery, whereas 18% of women eperienced unwanted pregnancies.
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V. Research Activities



The number of centers by geographic regions participating in IFRP



reseach are listed below:



Region Number of Centers



Latin America 36



Middle East 28



Far East 27



Africa 17



Europe and North America 26


134



Study Status Lists for ongoing and planned studies are found in



Appendix D. Consultant Reports (CRs) are prepared by the research



staff for each t;udy comp let ,d )atta anal ];vs are done as a 

service to the investigator. Appendix E lists the 30 CRs completed 

during the reporting period. 

Several IFRP inveatigators aid prospective investigators visited the 

Research Triangle Park office to discu:s ongoing studies and areas 

of possible collaboration. Inventigatorn from Egypt, Indonesia, 

People'; R~epublIc of China and several African countries were among 

tho e vinit,ing th,, IFII'. 

The IFIOI -4l:):;',misrord ne've.ril loing'talding colaborators to inter

natioral c'nfrt't. n,,.:. Among the..se are Dr, Del fina (I! ba,3(ji from El 

Sta1 vadtir who .It~tt.ild,.d th,. "X L.A ifi Armtri c,n Congre,: of' Ob:itetricz 

nrd Gynecology" hel,-4 Il the Dom) inicani 1Ieptbli i +, and Dr, Tinto 
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Agoestina from Indonesia who participated in an international semi


nar held in India.



VI. Information Dissemination



The list of papers published during the reporting period is found in 

Appendix E. A cumulative listing of all IFRP publications 

(1971-1980), which was published in 1981, is updated annually. 

In the last reporting period, the IFRP published four reports on



topics of interest to those concerned with population, family



planning and world health. One such report, Meeting the Family



Planning Needs of the Urban Poor , was pub li shed during the middle of 

the current reporti ug period. The report unummarizpd discussions 

from a 1980 wor'kshop in Juarez, Mexi(o. The workshop wa:s attended 

by 14 p)rofe:siorial s who evalu:ited th mo;t appro)riate ways to 

deliver family planning :;srviles to the people of the rapidly 

expandln, cities of the developing worl(d. 

Dunrin the relrt Irig period, the U:HJ il:;o published an Illustrated 

anrualI report for the Iirst time :;m'e l . h76 1T-pag, repurt 

summariz1el IFHVIU'" 19iI r'esearch training and informationl inemilna

tion ;iet vitie:; , irlr I:(ding a de:riLpin of the projfect to tr;anisfer 

computer t.eehr"olugy t) -::l eLe'd rearch eenern ovr.I' . 

Proceed I ron the, tFH'P-ponnsrd fliD :.rlrar i hat Look pl ace in 

Salvad,,or, flea, ii, haV" We"iI Lr I .ll,tvd Iil.: ForLtugue .indl di trib

uted to .itt~nrle at tre nem Iiar 
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The IFRP sponsored an Experts Meeting on Sexually Transmitted Dis


eases (STDs) in March 1982. The focus of the meeting is discussed



in the section on barrier contraception, and details appear in the



minutes (Appendix C). A second experts meeting on the RAMOS studies



is planned for the coinin3 June. 

Also in June, several IFRP staff members will participate in a
 


PARFR-bponsored meeting on chemical female sterilization.



IFRP staff presented papers at major US professional meetings. Among



them are the Association of Planned Parenthood Physicians (APPP),



the American Public Hfealth Association (APHA) and the American



College of Obstetrics and Gynecology (ACOG).



VII. Management



During the reporting period, the IFRP continued to develop and



strengthen Its management organization.



The Admini:t.rativ,, and "lientifi: Committeen, which are the two cor

porate operatLirg comrnitto,,.:;, were made! more representat£ve of the 

organizati on by th,. addition of the Manager of' 'cientific Support 

ServIces , the.-,;inti:it/Iio:;tati'tic-an and the Director of Quality 

Assur arvtm.. 

New emlpha :Ii: wa1 ,ced on thei, il ort aro.-o of' haIivng two-way cor po

rate comrnunicati, olil by rev iinrp, t,.t role ()I thi, :*t4ver.il Tank Forces 

in the IFHI' and tup.radml ag tth,- r,,sporas+lbhii 1.1 t:s I'th, Ta,ik Force 
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Leaders with respect to planning and participation in the budget



process.



The IFRP Board of Directors will hold a meeting 26-27 April 1982. A



change in the by-laws to expand the number of directors will be



presented at the meeting. S(veral candidate.s for the Board will be 

submitted for approval. 

The Protection of Human Subjects Committee (PHSC) met on 18 Septem

ber 1981. The annual review meeting was held 18 December 1981. Two 

new members were added to the Committee: Dr. Dorothy Glenn and Ms. 

Betty Denni:;. They replaced Mn. L.inda Sataurov sky and Dr. William 

BKenner who:;e term.; had expired. The lext IfIHSC meeting is :cheduled 

for April 1982. 

Scientific Directions 1982 in in preparation. This document is 

updated each year, provid ing in overview of' ongoing , pl anned and 

pousible n(cintific initiative:; fur the IF(I'. 

The IF(VH ex pended i total (f $(1,)I, '/0 from 16 :;vptember 1981 

thr'ugh 15. March 1982. x penditure:i are :nummarized in the following 

table.



Contra t 10214 

Expenditures from *,o "2.!ptember 1981 - 31 March 1982 

Iem Fx Ip411t2 iLujre 

.S*l ar i e.t A'J2 . (jtrI 

Fringe b n-l,'if tti 70.0( ,j 

Consultwist and profr.-ssonn relfeon 6, M5, 
COntrac-t lotiihr 6, 101 



Domesti trave



Foriti tr ve A-,610A 27 "~~AA 

*~-A~AAI ~s p l e 4, 6o540.A 

*';A&A.AAj 'A AA.AEAqAi ' 

#.NL'~For ig A A A 'ASrAAAAAAA.Ai 

Franpsag igh 98 
Daa1ur &s a AfA 

h; 534A 

A" 
 -,.-Subcona cts 

AAAA" 'A - - A,



AAIAAAA 4~A~AA.Of}hAeIAA. ues rohsed~evca04
D 
"A ~~ ~ Ote directA''A'~A'~' exene ' 13A3,6 

lText ProcessingAA care 51776l 
 

Homeigdepatmen expenses A 702 

admipostatie 225,328



TDotal pucass $12389470
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http:SrAAAAAAA.Ai


The contraceptive safety studies should yield data from the devel

oping world in it research area in which not many studies have been 

implemented and fewer yet have been successful. 





LonSitudinal flrea~t-reeding (Mexico) Admission 36 
Follow-up 96 

Total 132s 

Total form proceed 

#not loaded 
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SEXUALLY TRANSMITTED DISEASES


EXPERT MEETING



March 12, 1982



G. M. Antal, MD, Medical Officer Sevgi Aran, PhD


Bacterial/ Venereal Infections Operational Research Branch


Division of Communicable Diseases Venereal Disease Control Division


World Health Organization Center for Dlisease Control


1211 Geneva, Switzerland Clifton Road



Atlanta, CA 30333



Clifford II.Cole, MD, MPH James Curran, MI)


Community Tuberculosis Control Service Operational Research Branch


P. 0. Box 210 Venereal Disease Control Division


Jacksonville, FL 32231 Center for Dlisease Control



Clifton Road 
Atlanta, CA 30-33) 

John Cutler, MI), MPH Mr. James Fowler 
Director - Population Program Venereal )isease Control Branch 
231 Parran Hall Division of Hihalth Services 
University of P1 Ltburgh Department ofI Hluman Rt-sorees 
Pittsburgh, PA 15261 225 N. Mv'I)wvll Smrtte 
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Mr. W. Vanre Fry Lvonard Kaplan, MI) 
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Intrnaionl Frtility Research Program 

4444. 

fSummary of the Meeting of4.n .."'... PaneloExperts on 4h4s~eedy~yible~p r ..... yG 4dn~eitneto
The Sexually Transmitted Diseases 
12 Mlarch,' 1982 ~ 

Malcolm Potts opened the meeting and explained the nature or the IFRP's role in


_________:TD" ! 9ew-b ch aierdvnturea . for-aheorganiation.
 

Dr. 0. H.,Antal of WHO outlined the scope of the problem worldwide. The 
ourrent problem Is heightened by the spreading resistance to drug therapy a8 
well as the Increasing cost. The failure by an increasing number of patients
to respond to treatment and subsequent extended periods of disease activity and 
Infectivity will not only result In a higher proportion of disease complica
tions but also 'In increased disease transmission. This situation underlines
the importance to further develop the "prevention and control" practice in
dealing with STD. 

Dr. James Curran of CDC narrowed the focus of STD to the national (U.S.) level.
He stated that the numbers are deceiving for the V.3.-stable rates for

reported diseases, but a large problem for the unreported diseases, such as
herpes and chlamydial Infections. The problem on a national level is that the 
most frequent consequences are the least deteoted--PID, cervical cancer 
(if this proves to be sexually transmitted) and effects on the neonate. The 
problem of STO within the gay male community Is one of increasing importance as 
well. 

Dr. John Cutler of the University of Pittsburgh reviewed the literature and 
history of VD research in the U.S., mainly relating the military to prevention
done through World Wars I and II. Chemoprophylaxia is once again coming to the 
forefront. An old technology needs to be updated and applied to the new 
problems or resistance. Dr. Cutler stressed the point that "we must deal with 
huqan beings as they are, not as we would like them to be" In studying STD. 
The experience clearly demonstrated the value of local chemoprophylexis and 
condom In prevention of the transmission of venereal diseases. Research 
carried out by Cutler and others shows the effectiveness of vaginal
contraceptives as prophylaxis against gonorrhea in the laboratory and in 
clinical trials. These studies need to be extended to cover an adequate group
of people since the FDA stated the numbers involved inthese studies were not 
sufficient to gain their approval. 

Dr. Clifford Cole of the State Health and Rehabilitative 3ervices of Florida 
discussed the Tamp-Orlando Lorophyn study as an example of past research. The 
advantage of the study Was that It was done through local programs, thus
cutting costs and avoiding red tape. "A reduction in the rate or gonorrhea
reinfection was dmonstratod as the use of prophylactic suppositories was 
advocated among the study population. 

Dr. Leonard Laufe reviewed new technology in this area. Vaccinations are on 
the way but vill be costly. The biggest drawback may be social--what parent
will want, to have their child vaccinated? Another new approach Is fiber 
research. Slow relese agents, such sa iodine, could be Incorporated into 
tamponse 100 strings, suppositories, eM. for preventiuv or many vaginal
diseases. The fibers need to be optimixed to Increase tensile strength sad to 



document sustained release over a minimum of three months. It Was pointed 
out that germicide impregnated IUD strings would combat two problems--STD and 
PID. However, it Was also emphasized that the useful lifeof iodine 
impregnated fibers would be limited, expensive terstological investigations 
would be necessary and the the FDA was reviewing all iodine containing 
compounds, Once-a-month slow release spermicides indiaphragms are also under


a estia i..... ....



Marketing Was discussed as a problem for a combined chemoprophylaxis and


contraceptive agents. Education of the public In the current wave of


conservatism is difficult in any medium. Promotion of ontrdherptive and 
advertising a lowered STD rate could be construed as promotion of promiscuity. 
However, the increased incidenoe of sexually transmittal diseases may defuse


the morality Issue.



Introduction of an IFRP proposed current study designtan requests for


suggestions of alternative designs were made by Dr. Pot'03. Dr. James Higgins


of the IFRP discussed the proposed sampling scheme, sapple size determination


and methods of analysis. Sociological factors as well as chemical effects and


FDA regulations waro included Inthe group discussion.
 


The conclusion was that gonorrhea, trichomoniasls, clamydia and herpes cultures 
would be taken at entry and exit and the volunteers should be monitored 
regularly. The active product (containing nonoxynol-9) and placebo vaginal 
agent would be compared.* The advantages and disadvantages of a third control 
group with no use of vaginal agents were discussed. Approximately two hundred


women would be tested every two weeks over a six-month period.



The consensus of the group was that there exists a genuine need for research in


this area, which can be applied to the public health, medical and marketing


fielda.
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