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1. Statistical
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Project Managers: PHA/POP/R, J. J. Speidel/if. I Perry/R. Carventer

2. Narzetive

The Intcrnational Fertility Research Program has been esteblished to conduct
comparative field trials on new means oi fertility control in the less
developed countries, In the first 2% years of opneraliun, collaboratine
investigators have joinsd thig program, studies have been developed a&nd
initicted relating to wix majer fortility control medalitics, Cessiderable
scientiflic data relating to Lhe rerformance of. zeveral mzens of fertilicy
control is now available froum the YFRP to guide family nlanning nrogran
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B. Exvended Rarrative Siatenent

Project Descrivtion, Packground and Propress Revort

a. Descrintien nnd lLackrround

The Internaticnal Fertility Rescarch Program was establiched to allow
ranid high guality clinical trials of new means of fertility coentrol on

a comparative basis under use corliltions in a spectrum of countrics and
cultures., Chicctivity end comparability are sourht by use of stetlistical
urid epideniological techinigues enpleying standard data collection foumats
and central analysis of data. There are now nuncrous feriilily control
techniques not yet in clinical uscge in developing countries which have
the potential of merked advances in ease of use, rcliabilitly and accept-
ebiliiy. Particularly the ncwer fUD's, duwproved sterilization techuiques,

wrostapglanding and various steroidal contracentives urpently requirc

comvarative clinical testing. 1In addition, the program susports sveclial
studies to bring rromising methods to the field trials stage und selected
in deonth strdies of the success oi certain methods.,  7The wwost important
result of this project is the ranid evalualion of varicus means of
Tertility control, a v»rocess either impossible or requiring yeare ol
exnecience if airectly comparable clinical. field triols are nol avellable,

The Inter tional Fertility Resetrch Program (JFRP) was organized on

1 July 1¢. 1., The contract pericd vas for o total of 5 ycars, to 32 June
1976, wvith initial funding for 3 ycars, Lo 20 June 197k, The request
prepozal is to continue suvport of the wrogram for an additicnal tlhace
years, cffective 1 July 1974 when the vpresent funding authorily exnires.
Arproval. of the reguest weuld provide authority to coniinue lhe prograa
until 20 June 1977, cone yecar beyond Lhe present contract,

During its initial two und one-half years of cxistence, the ITRP has
develeped en cxtensive netvork c¢f cooperating physicisns prinerily locoted
in devcloving countries. There are now over 100 physicians revorting in
six wmajor study areas the fertilily conirol :methods they are veing. JFRP
study designs, including forac, nrotoconls, and instructions are ulilined

in the studies. The headquarters in Chanel Hill manapes the Program by
continuous dialopue wilh Lhe contribuling physicians, by orprenizoed fraining
nrograns, by sile visits, and by selected contributer conferences

Continuation of this program is sought Lo provide an effeclive Intersatlonal.
mechanism for ficld teecting fertility control methods, technigues, and
devices so as Lo vrovide daata releting o salety, effeclivencss, and
gceentability of these melhods.  $he institutionalization of family wlonning
in & larpge nunber of countries has heirhlencd interest on the nart of
covermment officials, ndministrators, end clinicians in the menns of
achicving, ferlilivty control. Hence ncientifically desipned and caresully
monitnred studice at Lhe elinics and hospitals wder vee conditions offer
Lthe best opportunity for impartial evaluntion of the nethods.
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Clinical trials in the following six sludy arcas are the major cmohusis
of the progras: 1) Pregnaucy termination, 2) Menstrual repulation,
3) Female sterilization, WY Male sterilization, 5) IUD's and () Systemic
contraceptives (oral conti iccptives).

In additiorn, the JFRP supnorts research neceded to bring vromising wethods
of fertility control to the voint where clinical studies are wvprovrinte.
The major cfforis in this regard arve sludies of prosturlendins and the
development of a new [aparoscopicly anplied tubel c¢lip for Temale
sterilization--bolh carried outl in the Denartment of Obstelrics and
Gynecology al the University of North Carolina,

An edditional imporianti activily is the training of collabaraling in-
vestifetors in the new expeorimental techiniques of feriility control so
that clinical trials can be iniliated in the overseas setlting.  Yormal
clinical training in newer fertilily contrel methods iz only a smull part
of this tetel esfort vvhich includesz establishing o records dialopue on
standard data collection instruwuents and introducing comparative study
wrolocols in an international network of study Cont-ibutors. Aspects

of training are now bepinning to include intervnretalion of cowmpuler
programmed stuandard tables, which should impose a form of quality control

in scicenlific reports.

b. Progra2ss Report

The Intcrnationzl Fertility Resecarch Progran was organized in 1971,

The first six wonth period of its existence (July 1 - December 31, 1971)
vas spent in organizing the Yedical Advigory Coamittee wnder ithe Chalr-
manshin of Dr. Alan Gutlmwacher, recruilment of nucleas staff und a
limited nctwork of situvdy Centributors, development of a datu collection
instruvaent {or the Pregnancy Termination Study and ypre-testing this
instrument in several Cenlers, partieanlorly in Asia. 9his carly field
aclivily served to both test ITRP's orpanizational structure and tlo
develop a records dialogue with first Contributors.

Most aspects of the original plan of organization were found feasible.

These included the concept of an intcrnational nelwork of study Contributors
who would become increasingly skii:lful in completion of JFRP data col-
lection instiruments the linitation on data collcection instiwnents to

one pape: computerired assistance Lo date analysis, esnecially through
pre-programmed standard tables for coch gtudy arcay the use of these

data on metnods usced in the Comtributor's clinic and to become nart of
comnaralive study protocols.

In the tceond six menths (Jamuary 1 - June 30, 1972) the Conlributor
netvwork was exoanded, the records diudegue intensificd in Lhe Yrepnancy
Terminatlion Study 2nd data collection instruments developed for prelest
in other study rreng--Menstirval Rersuvlation. TUD s, Female Sterilivnliem,
Male Glerilization und Systemic Conlricceniives. ALl data collecetion
inctLyuments vere approved for use by ihe Jhwan Subjects Comniliee of the
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Schocl of Public Health. The first comparative study protocnl was
developed to compare Lwo cannulae in vacuun aspiration aborticn.

In the third six menth periced (July 1 - December 31, 1972) the

Pregnancy Terminatien Study data collection instrument was Tinalized and
all other study arca instruments developed and placed in the field for
pre-test, A Director for Rescareh end Training was appointed and the
definitive organizational charl of IFRP cenceptualized with wdaministration
and thirce ccientific divisicns: Research Design and Annlysis, Field
Studies; ond Data Processing,

Data sets in toth Pregnancy Termination .and Female Sterilization reached
a size suituble for enslysis. The foimat of Censultunt Reborts developed
from the standard tables of these séudy arcas wes delcimined and the
initial report was prepared for Prcfessor T. H. Lean of Singapore.

fhe fourth sir-month peri~d (January L - June 36, 19273) was cne of
centinued improvement in vrotecel developrent, data ccllecticn procedures,
end data vprocessing services, It was mainly a veriod of -initiaticn of
commarative studics, monitoring these studies and reporling on baseline
data c¢:llected in Pregnaucy Termination, Menstrual Regulation and I'emale
Sterilizaticn Study eveas. ’

Revisicn of the Temale Sterilization Study data collecticn instruaent was
cempleled as well as the standard tables based on this instrunent,

In the Tifth six month period (July 1 - December 31, 19/3) therc wvas a
marked increasc in study «utputs, oriserily buscd on dbuachground dotla
crllected in the Pregucncy Terwinaljon end renstrual Regulation Studies.,

Comparative nrotocels vere prepared for the l‘ale Sterilization Study,
Female Sterilization Study end Menstruel Perulation Study. These were
sent. to cypropriate comiittecs for review and approval.,

The comnuter prograz for the IUD s*udy, including life-table cvent
rates with their standord errors vias tested con data for a fow experi-
mental TUDs and on a historically prospective H-ycar study of the
M-device.

The firet commarative yprotocnl veg completed in Skopje, Yugoslavico,
being o eonparisen of metal vs. 1lastic canmulae for suction curetteee
in first trimester abortion,

A streicht (non-commarative) study of the Soring-loaded Clin for
Laparosesny sterilizeation was initiated 3n Londen, Rembay, Mngkok and
Singapure. Trwerd the end of this ueriod a Conlributors Conference
of study particirants vas held in Chapel Hil) wiih the principal
investipgator, Dr. Javoslav I*, Hulka, ond instrument sanufacturern,

ey
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The Coaparative Systenic Centracentive Study was initinted In Seatile
Lo compnre Lhree standnrd oral centraceptives primarily dirccled to
nature and incidence of side effects,

During the sixth six-menth pericd (Janvary 1 - June 30, 1974) it is
anlicinated that edditicnal first and sceond trimester cemprarative
pregnancy Lermination studies will be initieted, The IUD study and
Temmle Sterilizatien Study comvaretive protocols should be initiated
and possibly the Menstruel Rerpulation Sivdy comparative nrotocol will
start, Straight studics will be initiated for the Male Sterllization
Study.

Revigion of the six-month and eone-ycor follow-un form for the Female
Sterilizaticn Study will be made and computer progromning of datn
managerment system, editing mrogram end stnndard tables for ihis study
arca cemnleted.

FPurthaor programning of standard tebles will proceed for the IUD Study,
Male Sterilization Sludy and Symtcm1c Contraceptive Study, but ihese
vill not be completed until the follewing fiscal year,

In seiaary, i the first three years ol the Fregranm, un orgenizaetion
hvs develened cepable of initiating stu 1djes in six ctudy urecos:
FPregnancy Ternination, lMenstrual RtguchWUn, IlMs, T'emale Sterilization,
Male Sterilizalion and Systemie Conbtraceplives, DReview mechenisms have
been cstablishaed Lo screen new methods for study. Thiz revicer includes
revicw by the IPTP Medical Advisory Coxmitice and the University of
lorth Carolina's Committece on Human Fenerimentation, Stendard dula
collection instruaents have becn developed and comparative study
protecols are nearing comnlelion. Cempuler ascisted dstla manrsgement,
editing and analysis is vell advanced., Backpround stvdies are nearing
canpleticn and siraight and comparative studics of new smcthods of
fertility centrol have been initiated. Study resullls have been dia-
seatinated by papers in awpronriate seicentific journols, ot ceientiflic
conferences and meetings, and Ly cousultant reperts nwrenured by JTFRP
personnel.

In figecal 1972, $1.8 million was obligaled for Tield trinls of prosta-
glandins in developing countries. At that time the enly significant
amounts of densge from »rostarlandin aveilablle for humen vee were in
the hande of the Unjobn Comuvany in the U, 8., and it was sesweedl that
these Lrials would have to Le carricd cul on dnvestipgatinonzl drugns

using the onvrovals pranted to Lhe Unjelm Comvany by the Youd and Drug
Acminisiraticrn end following protocnls upproved for such studics by the

FDA.
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In fiscal 1972 scveral cevents suggested the wisdom of altering the
previcus plang

1. It has become gpoarent that only second trimcster pregnancy termina-
ticen with presteclendins vas advancced enoupgh as a neans of Tertility
control that it wes rceay for colleborative clinical trinls in develop-
ing countries, Tnerefore the scove of the planned trluls could be
narrowed,

2, vjohn requested fream the PDA avproval for marketing of PCFoa oa
. . . . ’ . c
a means of Tertility contrel in the sccond trimester in the 1), 8.
3. CGreal Britain has cynroved the use of Péyon for sceond trimester
termination of prerqnhancies in scettings vwhere clinicel back-unp
services cre wvailelle,

Accordingly, a roguest war nade ana npproval pgronted by PAC to allow
clinical trials with POFA for second trimester terxainalicn of pregnancy
aceording to orotoconls not formally epproved by the FDA lLul:

&. ucipg materials manufoctured under conditicns DA prescribes;

b, followine vprolocols wiich bave full scele review for the ecthics
of human exnerimzntetion as reguired by the Departuwent of
Healih, Education and ¥elifare, and obtcining fTWily inforued
conseats frow the exverimental subjecls s reqguired by the M
guidelines; ’ '

c, Tollewing a rescarch nrotocol vhich is superinr to those
currently used by Uphuhn with FDA approval because they are
besed on Lhis previcus erpericncee,

Studice new initinted veing this new protocol have frced Unholm e

the resooncsibility of sonitoringe o worldvide clinical trials program.in
tenden with the IFRP., Although field trizls on the use of PGFan did

not progress a2s anticivited becavse of the divficuliy the Unjehn Commany
experienced in receiving FDA anproval o marvket the drug, the neccasary
gquanlilics have now been obteined and arce beins distributed to the ten
centers which vwill conduct IFRD studies,

Prostaglondin supplied to the University under the Unjohn IND has pern.

nmitted research to be eonductad befere the me vos genarally aviilable,
The resull of the chansed vlans Loy prostoaglandin sludicen ig a saving of
$1.1 millicn which will be enplicd as a carry en to the renewal request.

puring the chort lifetiuic of the Program a nuamber of sipnificant findings
have bLeen indicated threush elinienl £icld testing and revorting by
Contvibvdbors.  Originedly poblished in some IFRP Reporbs;, Lhe ellewiirgg
grmanrizes the mnjor Uivdings or proprens made in cach study arcu,
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Abartion

A number of sludies Lave defined the short term mbidity rates (fotnl
and srecific) for first and gecond trimester abortions with Dilatation
and Curettage (D & C) Vacuum Aspiration (VA) and intra-nmniotic seline.
The principal findings of these studics include:

1, ﬁorbidity Generally increases with increasing pestational age
for D & C, VA. and intra-amnictic saline.

2, Early aborlicn (at less than 7 weeks' gestation) with VA is
pgsociated with signinicantly lower ecomplisation rates than
abortion by either VA o2 1 & C later in the first tidnester,

3. Complicaticn rates are generally higher for hysterotomy than

intra-amniotic saline. :

When cumbined with sterilization, hysterotemy is associsted with
higher complication rules than sterilization and abortion by
VA, D & C, or intra-amnintic sualine,

5. VA vhen compared to D & C has a lover morbidity rate for pesintions
of less tha © weeks, an equivelenk morbidity rate al 9-12 werke!
cestation, end a higheir morbidity rate at pestotions of 13 weeks
or more, .

6. Following abartion, effective cuntraceplive methnds nre nsually
accepted, : o

Cemmarative Abartion Studies

1. Mcetal versus Plasbic Cannula Study

Four sfudies were initiafed of which one has been conpleled and
analyzed, 1In this zimgle study, no signiiicant differences in
effectiveness and comnlicaotirns were noted between the two cannulae
vhen vsed for performimp whbortion by VA in pregmencics of 7-10
veeks' pesteticn.

2. Pugab's Cannula Study

Tvo studies were initiatnd and one hag Leen eompleted but not
analyzed,

3. D & C vercus VA

Cac rtudy was initizted, but vill probebly not be completed until
the fall of 197h,
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4, Mid-Trimester Abortion Study

Studies utilizing PCrya at the Univereity of* Forth Carelina indicate
the following:

b,

c,

e,

¢

;.

h,

the incidence of pelvic infection, post-nartum hemorrhage, and
cervical lacerations have been less than that associated with
hypvertonic saline,

Intravenously, constant infusion of the drug between 25 and 200
mg/min appears rélptively safe,

Extraamniotic administered PCFPoa produced high rates of aborticn
with few side effects in a short period of time.- This method

was abandoned because 1) intrauterine pressure monitoring vas
necessary to determine each dose, and 2) doses had to be reveated
every half hour, :

When 50 mg PGFpa was aduinistered three hours nrior to suction
curettage, 55 percent of the gubjects needed further dilatation
compsred Lo D percent in the coinlrol group,

Practicable single and multiple intreamniotic adninistration

dooune schedrles have hnan develoned, The mest patisloptors

eingle dose is L0-50 mg, while the multiple dose schedule is

25 mg initially, repeated at 6, 24, and 30 hours, The latter
produces a Jower instznce of vomiting (70%).

In contrast to the hypertonic saline method, there ics no
evidence of intravascuvlar coagulation with the PCrpa mchted.

Significant increased efficacy was noted when the multiple
dose schedule was augmented with laminaria tents.

A clinically practicable doss schedule for the int1aduscular
administration of 15 MEz, has been defined. Effectiveness is
comparably to the intraamniotic rates of PGFpa with clinically
acceptable rates of side effects.

? N < '
These field studies have beeca initiated, but their progresz was
delayed due to lack of an adequate prostaglandin supply.

Incomplete Abortions

The prircipal findings of Studies on incompletc or inevitable (septic
or ascptie) wbortions include:

l. Scptic oborticnz are associated with higher rales of dentﬁ ng
well as seriou and potentinlly serious CCnplicut;onr than the

Yam et
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3. Criminal eborticns ure acsociated with higher rates of eompli-
cutions than sponteneous or artifically induced abortions,

l, In onc study, the proporticen of women who were single, uvnder 29
Years of age, bul vith :rore formanl educotion was hipgher in the
criminally aborted aroun compared to the spontancously abarted

group.

FPenstraol Rervlotion

Yenstrval Regulati-n (1) is defined as any melhod, initiated wilhin

Ih Qays of the missed smenstive) peried, used Lo disrupl the Jubra-ulerine
envirannent waking Gt incomealible with the centinvalicn of pre-cnancy.

To date cnly vacuvua ecopiraticn has been studies Sor MR, Yhe principal
findingzs are:

1. MR is a safle, elfcctive (O.?Bﬁ failure 'ute), and t{cchnically
simple wvrocedure wien nerformed vngder gensral anesthesin and
under ¢ ntroiled eonditions in carcefully reoleeted natients,

(755. nrcpnant). Although there was nearly a 10 percent morbidity
rate, at least 06 percent of' the complications were atiributed
to the gencral ancsthesia,

2. On an outpatvient basis the failurc rate of MR ranged frown 1.7

to MW in different stvdlics.  In these sludies aboul 5070 of
the subjects vere docwaented to be pregnant.,  The morbidity in
all studies vag 1.3 rercent.  Coanlications were sicnilidontly
higher for the gravida than the non-gravida,

3. The mo »idily and feiluve rates inercased signif{icantly afler
ho days of amenorrheu,

In one study of 3 clinics located in diffcrent arcas (urban, slua,
rural) of the lowrah Distriet, India, requecls for MR ineressed
tignificently in €1l 3 clinics curing the initial 8 monthis that
the scrvice was offered.

2. After IR wemen generally initiated more cffective contraceptives
connared to prior to the MR, A similar finding has been reporiced
afler abortion,

Female Sterilization

rajor findings baced on surveillance stuvdies include;

1. Mosl of the sgterilivalion casces ucere over 35 years of age and
of yarity 3 or more,

2. Intervol sterilizatien cases are younger, of lawver parliy, ol
bave more formal cducation than the veast-aborticn und pogst-
partum cage:.
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Sterilizatlion cases bad not necessarily practices contraception
nrevionsly.,

Interval sterilizatiion by the abdominal approach, repgmrdicss of
the technique used to "ligate" Lhe tubes, has a low morbidity
rate (about 3%).

Sterilizaticn, by the abdeminal avproach, combined with vaginal
delivery, or vith induced abortien by D & C or vacuwn aspiration
also has a low mcerbidity rate and thus is a mmedically safe and
recomnendatle nelhed.

The orbidity rates were similar for vaginal delivery-combined
wilh sterilization on lhe same day or e« few days later,

Insufficient data arc rresently available after sterilization to
s s . & .

evalvale possible chanzes in menstrucl paticrnes and failure rates

ef speciiic metheds end techniques,

Support of research cf female slerilirzation by the Hulka Cliw at UC-CH
has produced sienificant develonmentic during the lest two years., Major
developrents in this wroject are:

1.

G.

Even though the failure rate has been higher than desiruble (apwroz-
jmetely 1.5%) investipatien indicates thal inproper wrplication of
the clio is responsible for all failures Lo deote.

Sterilization may be accomplished en an outpatient basis, under
local ancsthesia vsing short acting drugs (fentangl) with enly
comforteble chairs and possibly a couch as rccovery arca
furnishings.

Studies in the use of nitrous oxide in Chanel 1ill indicate the
supericrity of this pas over carbon dioxide becavse of reduced

‘pain and verul reflexes,

the present model of the clip has now even proven acceplable and
at lesst one larpge prodvcticn run is planncd,

Bine prototype models ef the ¢lip avplicator have heen placed in

the Tield feor tosting and evaluvotion, At {the Hulka Clip Contributor
Conference in December, particinants conelvded that the current
dezign muct be sisanlified to reduce deange in the field end mn)e

it more c¢asily yroducihle by industyy. Sleps are now being tnken

to accomnlish thig,

Reecarch in the reversibilily of Lhis sterilizotion yrocecdure is
noy being conducted on nlea,
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Male Sterilisation

A comparalive protocol end forms have been finalized in anticipation
of initiating Studies in the U,8.A, A single Study of rescetion of the
vas and {clding and ligating the cut ends indicated this t.echnique to
be medically saf'c and acceplable Lo tlie patient,

Contribntor Nelwork

The established internaticnal Centridulor network invelving 33 countries
mechenism for field testing and renorbing scientific data cn fertiliiy
contrel metheds, technigues and devices, Functiening at varying levels

of activity, they continue to provide ieput to IFRP at an increasing volume,

As flie staff of YWRP continves to scek mere eontributors who are capable
of cenducting studies and renorting accurete dotn, and eliminzle thosce
who cannet meet the Progran's standards, the netwirk will continue to
chairga both in numerical and gecgraphical scoyce,

Latin Soerica ie cne of the genpranhic arcas in which develomentel
enercy will be placed during the coning.year. An Arca Cooydinator was
recruited in Seplenber, 1973, wund as & resvit, a number of avparently
excellent contributers have initietced their 1)1,L studicc there, The
decire of cliniciens in Latin America to particivete in scientific
recceveh wili: IFRP is on ascurance Lhat this will be a prowlsing areo
for conducting further field testing. Ac apn indication of thisn, a
raper on datz frouw o new cwntrlbutoz will be prcsented in April at the

"APPP meeting.

Africa is another location in which marked intorest in narticinating
in II'RP stludicc hes becen found., Initiel training of come contributors
there has been completed, while training of others is pleuned, Of
varticular interest in the African countries are IUD studies,

Emphasic will be focused on both these peographic arcas in Lthe future
since vwrepzrations to eff'ectively work with the countrics in these arcas
have been conmpleted., A man shewving the distributicn of current
collaborating centers is attached al the back of this project statemnnt,

Sirmificance to Aid OWZjectives

It is clear from study of fertility patierns and family plouning prograus
that nuccess of efforls to contrel feriility dis hirhly denendent winon
availability of and technical advances in fertildily control methods

It is also cleor that the most sucecessTul preprang have S@fered a varviety
¢l tecliniques, including post-conceplive means of fertilily control.,

It is auspicious for the success of funily »lanuing proegroms that there
arec nowv o number of very vromicing vwew fertility contrel Lechniques
which are rcady or will scon be resdy fer clinical Lrials. This vrogram
has demonstrated its ability to carry out trials under aclual uze con-
dilions in u wide varicly ol ¢ovuuvsies and cullures pasticulariy in Lho
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The IFRP permits high qualily commarative clinical trials of new means

of fertility control wilh maximwn:involvement »f locul contribubicia in
LDC's whose institutions may asswne inereasing increments of responsibility
for conduct of studics as exnericnce is rained over time.

Yiogt contracertive development work is focused in countries with drug
regulatory boards, paient nrotection and of'ten in' plaoces whieh fit into
the nerketing sL31ch" ¢f vhavanceulical fimns, For these reasons, the

"LDCs are relatively ipnored ar tesi sites,

LDC studies of new means cof Tertility conirel are important lor:

1, Detexmination of the value of new fextility contirol methods under
use conditiens in the countiries where {hey must cventially be
employed,

2, Determinntion if th..re arc probleme,specific to the IDC setting
vhich require developmental work, This work could go on cen-
coitantly with that in the U,5, and Rurope~=-rather than after
the method is widely vsed or marketed,

3. AID to be able to satisfy the deegires of major rescarch elencnts
in leading LDCs to begin work with the most ndvanved new fertility
control t{echuigues such ags prostaplandins,

- IDC particivation in the rcsenrch ond develomseninl work on n
new drog or nethod can be exnected to greatly cenhance thie epced
with which it can become accepted and operational in a national
fanmily planning rregram,  Any research effort which can smecd un
the acceplance timetable for a ncw means of fertility control is

© highly importaut, BIverylhiing pogssible should be done to aveid
the situaticn wiich oceurred with oral contraceptives which were
introduced into mnat programs very late,

9 If' new fertiiity centrol technology results in a major shift in
family vlanning stratepy for delivery systems in LIDC's, tho sconer
this new pattern energes the betier able to make long term plans and
meet the needs of these new program requirenents,

Relation to Existing Enowledsne

Studies snonzored by AID and olher agencies have resulted in o number

of new means of fertility control, Jlowever, evalvation of thely vorth

in the TDC setling iz necessary and requiren vigorons field tezting wider
use conditiona, ' :

Contraceptive development denends wnon 3 steps: (1) fundamental rescarch
in rerroductive biology, (2) new nreduct development ineluding small seale,
carcfully controlled clinical trisls for ci'ficucy and safety, animnl
Ltoxicoleny, druy formulation, eatablishament of manufacturing mceilods nnd
nlundaias, quuliuy conbrol and dealing with drupg resqulalory ageneics,
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(3) broad seaie clinical trinls to prove acceptabllity and cevaluate
safely and cfficacy. The IFRP concentrates on the 3rd slen in Lhig
procedure. This iz frequently neglected Ly drug companies--they

have ne interest in seeking the best drvge, just in marketing their

own, TFurthermore, in the 2nd cten, that of product development, there
are nany leads which deegerve exploration wvhich may not it in wilh
coxporate policy of drug firns; for exannle, non-clinically bLased
methods on vhieh there is little chance of prefit mey not interest thew;
or, the clinical trials which this study will carry out may secm too
expensive to warrant the investmeni, This i porticwlarly truve beconse
of the intense scrotiny ond additional testing required by the FbA for
contraceptives conmpared to other drugs,

Thierefore, this program serves the dual purpose of testing new ethodr

of fertility control ol little intercst to manufacturers and accelerating
the develowrent of "pCCLLJC methods and commeunds which are contrelled by
industry. Finally, if will yrovide \bdcct1“e cemnarisons botween methods
under LDC conditinns--data which would ciherwise be unavailable,

A brief discussism of the status of thé six modalities of fertility
contrel being studica is as Tollows

1. Ahorticn, At present *Pcro is nlmnst no objcctive dota concerning
relative safevy and morbidity of varicus technigues of preouancy
termination viien carried cut in the IDC's. Fey example, IFRP
studies shoved fer the fivst tine in an INC that vacuun agniration
results in lover complication ratcs., Additienal studies of various
abortifacient druvgs, including prostaglandins, and other variations
of surgical techniques are needed,

2. lenstrual Regulation, DPractically 211 of the prescntly availoble
data on menstrual reculation (i.e., termmination of prepnancy ot
or clos. to tre time of the missed menses) has been establiched
by the IFRP. %he efficacy and safety of vericus techniqucs of
Menstrval Repulation such s the Mini-suction syringe and the
Prostaglandin Tapa ct melhod need testing. The already demonstrated
evidence that this is a very safe procedurc will likely stimulate

its use in the LIC setting.

3. Female Sterilizulicen, Nelotive risk and coaplication rate of
varioue procedures and surpical technicucs in the LDC setling
need study, Lararoscovie sterilization rllows use of local
ancsthesia on an outpatient basis, It's wnjor drawbnek in
therral trouvama Lo abdoainel structures wvhen the tuves tre oceluded
by elcetracaviery. ‘the spring leaded (Hulka) clip and the Yoon
rine show preat prowise in swreacuntine this infrequent bub zeriouvs
side effect. Theze new metheds need testing in the LDC clinical

setting,

h, lale Stediiization.,  Jeverad new techinigues of male sterilisation,
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including seeling the ends of the vas with cling and fulpnrization
of the vas, necd commarative trial with the routine swrpical
techniques nov in uce,

5. IUDs, Tiere are now & great veriecty of IUDs in eristence and under
development, bolh inert end containine active arents such as
hormones and melals. Most of these IUDs need clinicol testine on

a small ponuletion (less than 1000 subjects) to oblain o preliminery
assessnent of their worth, Promicing desipgns can then Ve cnlesrced
into comrarative trials,

6. Systemle Controcentivez. AID essisted programs bave reporied
greot varietions in the sgide cffects end ecccepiability of various
preparations vrovided to LN femiily vlaming pro  ams. There is
a most vrgent nced for commarative studies to establish the rate
of subjective side effeets for different preperations in INCs,
Determination of olher performaance characleristics stould be a
cecondary poal,

Kelation to Othier Teccurch

The TFRP cerves o5 the ficld triels network for o number of ATD sponsored
rcsearch projects which have develoned new or improveed means of fertility
control vhich are cuovronriate for clinical testing, These AID finded
contractors and sludies .include the lollowing:

Battelle Menoriel Tnstitoice: Cooperaticn in early and in. full

scale clinical tiricls for:

a. Vas cautery, the Sclinidt Technicue and portable csutery unit.

b. Evaluation of tlie $0cc Menstrual Peculaetion syringe with
vacewn loclk,

¢. Evaluation of the IUM and inserter in carly lirited ciinical
trials aircady underway and in a serices of fuvll scale inter-
national clinical triale,

d. Dvaluation of prototype, hund held cburtion cquipment,

Cooparation with and fecdback (¢ Batlelle on newly desipmed equine
ment and devices includen menitoring dota at early trials, and site
selection for fvll scecle elinical cexporience and the analysis ol
data gubmitted on standard IFNP data collection instruaents.

PARFR (Procram for Anplicd Research on Fertilily Repulaticn
University of Minncosto:  Sceveral of the rescarch progremg supvorhted

by PARFI vill ineclude evadnetion of dala submitted on standard IFRP
Torms, In pwriicuvdar af this tiwe, arrangemenis sre underway to
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collect data from Dr., Lippes recesrch on copper-bearing Jippes
Loop IUD3 in New York wnd Jwneics, MIitionnly, research cn
hysteroscopic sterilizaticns will be cvaluated in conjuneticn
with PARFR,

The Southwest Foundation for Nesearch and Vveation: Dr, Goldsiehcr's
research on physical and mibjeclive zide elf'fecls ol oral conlracentive
will be suprorted by evaluation of date vsing IFEP foyms suliaitded

by the University of Ibzdan and otlier sites to be finalized by

Dr. Coldzicher.

Johns Honking Univeraity: Abortion stuvdies involving nev equip-
ment ond melbeds are rec ‘1dcd on IFRP fornsg to hacilitntc unalysis”
and contribufie te the IFRP data Lase, -

Pooulation In“ormaticrn Program (PIP - George Weshington University):
To date, IFRP lesezrch SLalTl have cooperaied with the PIP in re-
viewing selectad reports and prepzring suljeet areca infornation,

The nrodveticn of IFRP Research Findinss is inercasing and duyping
19{M closer cooperation with the PIP will be arranzed to enhunce
the disgsenination of these findings,

At present the IFRP is the only large se2le netvork for internationzl ccine
parative clinicnl studies dnvolving INCn. Other vrpanizalicns have estnblich.
clinica) trial nelvorks for individual method studies, ineluding TUD

studies sponscred by the Population Couficil and WO sponcored sniudies

for prontzglendins and hysieroscepic sterilizetion., Drug cempinics

continue to ghong, »r multi-center elinical trials Lut they are not con-
parative trials wiich vould nllow the selection of the best amens soveral
cimilar dryuge oy Lechniques,

5. Pronosge/i Work Plen ond lethodolory

Through previous sunmport frua AID, the Progoam has developed standard
data ccllectisn inatrvments in six study ercas: Pregnancy Ternaination,
Menstrual Rezulalion, Fasele Sterilizaticn, lale Sterilization, IUbs and
Systemic Contraceplives/. Comnutey progaeaz have been or are being
develoyned for menarceacat of dota in cach ciudy area and for editing data
collected, In additi¢m, atendard tebles ere being developed to ansist
in analynic of dalwu. /These are in two parts; one sel Jor patient
churacteristics vwhicl are similar acroszs 0ll study arcas and a ucecond
sct for the clinical Tindinso in each shudy area, Instruction nsimels
for coapletion of crich dnta coellection Hncirwment Lave been writiocn,

The inztruwaentes have been wunproved by the Vediekl Advisory Comaitlec

of IFRP, the AJD Project Manaper und o Jhmman Subject Conmiltee of Lhe
University of North Cavolina al Chspel). 11111,

IL ir nlanned Lo viilize thene stzndard forns Lo collecil bazeline datla
from new cenlers chesen ag Conbtribitors {o the TPRP,  fhis wrovides n
learning perica throwl: o ree ud' digeene durdng vbhich Lthe aeaning of
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questions on the forms become understood. 7The data are useful lor con-
parison of present fertility conirol methods with those introduced in
straipht (non-comparetive) studies,*

Straipht studies of ncwer developmenis 4in fertility control wlll be
initiated utilizing the same dala collection instruments in cenlerp that
can agsure a hich level of follov-un and aceurate recording ol information,
New methods arec suzzcested by stafl’ of' IFRP, TFRP Contributors, PANIR,
Battelle, nharmaceutical comvanics and other research and developient
centers. The metliads are ccroened by fhe I'RP liedical Advisoery Conmitlce
and the AID Project l'zcnaser.

then resulls of siraipsht studies are not definitive, the method ficld
tested will be placed in an IFRP comnarative protocol, There prolocole
provide randon allocaticn of method to patient and, as far as yocnible,
separation of operator doing the procedure or providing the methed and
the evaluator or person providing for t)ic vatient's follow-up care, In
this wvoy bias is reduced and study results can be relied uvon, All com-
parative study protocols are approved by & lluman Subjects Cemmitice of
the University of llorth Carolina at Chapel Hill,

fhe following lisls those major elenments which arc perceived now as the
most sipgnificent prepram undertakings in the next continet period:

"1, Initiate studics recommended by IFRP Medieal Advisory. Conniil.ce,

approved by the UKNC.Human Investipation Committue and the AID
Project Manager. -

a, Prostaglendin Studies

An initic) series of 10 comparative studies including a tetal
of 2,950 patiente, 1,800 of whom will have pregnancies termi-
nated by the vse of PGlpoa., These studies are progremaed in
Fiscal Year 197h.

A second series of comparative studies 1o compare the efficacy,
corplications, and acceptability of intrauterine PGF,e method
and the sucticn method of lenstival Reqmulation is programmed |
to berin early in calendar ycar 1974 and will be carried on
into 19/¢5.

‘ Additiono). comparative stvdies will be initiated in 1974
eaploying:

. (1) ICFpa augnented with laminaria

(2) Prostaglandin suppositlories for lute first and carly
sccond Lrimester ubortion
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(3) Prrostaslandin supposilaries for cervieal didilalion
* wprior to suction cureilage '

(4) ‘the 1% methy) analoguc of prostaslundin
Oral Contraceptive Studics

In responce to a number of rcqueghs from Contribulors, nadi-
tiona), compurative o1al conblreceptive studies are being
programmed to be initiated in calendar year 197h.  Thesc
studics will earhasize the incidence and natnre ol side
effectn aspocinted wilh particulny orel cenbraceptives,  TERD
forms ond protoeals will be offered for studics Snvolving ovel
contracentives of foreipn manufactuwrce us well as Lhose of U,0,
origin,

-

IUD Sivdies

Severel new IUDs have been developed and are in early testing
phases, One is the IW4, Subuequent tesis will be progranred
during 197h. ‘Comparative studicsz involving the bulkon Shield,
the JLippes Loop with covper,.ond the CU-7 device arc alro
projecled for FPiacal Year 19754, Initial planning to wodify the
Soring Ceil Device with a Jiydronhilic couting has indicatced that
this is practical. Tihe hyyothesis is that the coated Spring
Coil Device would maintain the Jow pregnancy rate of the device
put the incidence of expulsion and removals for pain and
blecding would be conziderably lessencd, ;

Ag the devices are produced, [field testing vill commence. Other
featwres which are under consideration for testing inclvde ihe
following: Alze (Mrofesteronc); Welse (tesling a fited rhanc
device ve. o confeaming device); Spring Coil-Snall (to be

studied in conjunction with o "memory" core)s Provera

Releasing (to test problems of expulsicns after full release

or Provera); Fluid IFilled feens (to be stndied from a bio-
medical viewpoint eince release characteristics of silastic

are known end to assess the effect of rclease of medicunentic),

Female Sterilizalion Studien

IFRP data collection insliiments wre Leing used for cvalualion
of the lavarosceny clins develoned by Dr. Jaronlnv I, flulka,
Extended trialz are undesuay al sceveral siles and nre being,
closely monifoved by br. hwlka, As the Leals conlimie und

“gpecific condilions wre mel, inelvine Lhe nvailebility of Lhe

clip aud applicator, it iz plunned sl IFRT wil) anke Lhe
inctrument. available to o nuaber of Centers in the U8, wnd
abroud, Durine the peried 197h=7% o total of 20,680 of ihe
laporosconie clips vill Le distribuled,
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A nurber of Female Sterilizstion Studices involving comporative
procedures are planned during the 1974-76 period. The reporting
of the Female Sterilizalicn procedures f'ollowing Mrepnancy
Termination procedures is expected to provide u Jnrge nmount

of data frcm a munber of Centributors, Medification of wbortlon
and sterilizalion legislalion in several large eounbrics wvinld
greatly viden the scope for study of Female Sterilization
proccdures, :

e, Muele Sterilization Stuedies

TFEP will continue to develop und refline study procedures,

A linited nuaber of studics arc to be initiated in the nexl
2-3 year pericd, 'The Schiidt method with instruments develeped
by BEatielle will be investigated,

f. Fenstirvul Rerulation Studies

Menstrunl Repulation Studies wil), continuve to be initiated
during the 1974~75 pericd. While further develommeni of PiFya
as & mensbrual regulating apent is expected, the uce of the
50 ce syringe and aspiration will be further studies, One
parvicular arie of emrhasis relates to the vgnessnent of
operator recuirvaents, Cowperative studies of physicien and
nurse cperators will be pregrommed in some Centers.  Other
aspecls of the Menstrual Repgulatlion procedure, ineluding

the late gcquelue wre Lo e studied, an recomnended ol Lhe
Menstrnnl Remdabtion Confoerence in lavall in December, 1975,
Comparative studics of ripid und flexilde cannulae and profi-
toglendins’ versug vacnwa asoirabion arve planncd Lor 1970,

2. Femily Plabning Program Informatlion System: UtL)izdiug a dala
collection erystem develeped by TFPRP, nrototype foras for a simnle ond
effcetive Fawaily Planniug Program Inforsetion Systen have bLeen devised
end are ready for ficld prefesting, This system is being desipgned to
provide the clinie admipisirator with a simple, {lexible, end effcclive
mehtodology for menitoring the function and performance of the clinic
requiring a wipirum of 2aditicnal cffort to collect the needed data,
The system will provide the clinie edministrator with rapid feedback cn
a nerivaie basis., By cowbining inflermsalion frem s number of clinics

it will be poscible for progrem dircclors at the naticnal end inter-
nntional. Jevels Lo campire peyformionce profiles. ‘ithe Program Inform-
ution System is being structured Lo aceount o coch elienl's contra-
ceptive history. Ac a rosull, the nyuten can function g o tool for
the clinic cdministantor, Nwsber of vigils, neccotunce rates, und
measures of pationl fesr and turnover rnlas vill be padde ovailale Lo
the elinic adwniniatrator al frequent intervals,  Aslde 20w hinving
these data en hond al the elinic, oplionn) npadysiz of Lhe didey coutd
nruovide the adnindatrator with o variety of progreem perfonsanee indices,
Theasi indices wvanld niove oLl ueefol g selabing clinie infoimadion
fo the nllocation «f res sarces end design end Leptesentabiion of
prograa objeclive:s, i
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Rescearcher Comneéonce

In the first contract period, the neeescary facilities and persenncl
have Leen developed to effect the develovment of the Yropram,  IFRDP
can nrv continue the signigicant progress already mede in the Trogvnm,

Scientific Perconncel

Listed belov arce the prefessional pe:nonnel of IFRP, their tilles nnd
percent tine worliing in the Pregram,  ‘their place in the Orvpantoation
Ciart of IFRP can 2e¢ scen in Lhe Figure at the back of thig vrojecl
staterent.

Yiene . . Mitle £ of Time
iess el. E., M.D,, M.P.H, Director 10074
perrsrc, ., 14,.D,, M,S5.P.04, Depuly Dircelor for Field 1607
' Develeyent '
Bhivandivalla, P,,NK,D.B,S, Rescereh Associale 10“$
Brenucr, U,,M.D. Director for Research & Training 854
Chi,T.,!.B,, br.P/. Epidcminlogict 1005
Ldolm“n D., In.D Biostatistician lOJﬁ
Ferguzon, J., Ph.D. Depmity licad, Data Processing 1007
Geldswith, A,, 1.0, H,P.H, Area Coordinater for Latin ' 100,
America
Cordsan, J., M,S, Rescarch Astictent 1074
Parkins, P, Head, Data Precessing 10077,
liogve, C., Ph.D, Research Agsceiate 357
Iuears, H., Progrom Adwinistrator 100%
Omran, K., M.D.,, D, DI, Aren Coordinator for Middle 00,
Bast
‘achauri, a., I.D. D.P.H, Area Coordinator for Asia 1007
Saha, A., ). D., D.P H, (Area Coordinator for Asie 1007
Yeplacenent.)

Stathes, G., M.S.P.H. Field Studies Ccordinntor 1007
Thomas, 14., H.A. Research Assistant 1007
Vekilwodeh, J., D,V.M., M.Pll, Epidcniologist 1007,
Welluzn, J. Researeh Ascistent 1003
Prosta:izndin Nesenrch and Trainineg

Hendrichs, C., 1.D, Principal Tnvestigator 207,
Dingfelder, J., M., weerreh Physicion ‘105
ozbarn, P., X,D, Rescrueh Ascociole .00
Kumaresany, T., M.D, Researeh Physicion L0
Slawrovshy, 1. de—wlfc/hur“ 107},
Runguist., J. Social Worker ' 357
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Clin Sterilization

Jlame Title ool Tine
Julka, J., K,D, Project Direetor 50
Oomran, K., M0, Rescarch Physician Lok

The investipraters, particularly lernard and Kessel, are thoroupshly
experienced in the ccnduci of these trials, having erganiszed the
rathiinder IUD Program.

Dr. 7lton Kezsel is the overall projeel director, le is a Publie lleallh
_physicion with many yenrs off expericnce in field work, “Vrier to directing
the IFRP, he was Dresident of the Pathfinder Jund and Dircetor of Inters-

natlional Progrems at the Caroline Population Center,

L ]
Dr, Pocer Porrard was previously projeet Dircetor of Pathfinder Intor-
national ITUD Progran,

Dr. Williem 2, Bremner is Associale Professor ol Obstetrics wnd
Cynecology end directer for Researcl sond Training in the 1FRP.

Dy, Charles lendricks is Prefessor and Chaiyuan of the Depoartment of
Obstetrics und Gynecolory U Medicnl Scliool. An experi on uterine
contraction und prestaslending, he direcls the speelal studios on
prectaglending and serves ag o consultent for prosteslandin clinical
trinls, :

‘(v Contribution to Institution Tuildine

The availability ef an international group of experts to provide
assistance end censultation will greatly enhence the development of
institutiona). capabilitics in the ccoperating INC'e. Anctlher
imnortent contributicn {o instituticn building will resull from the
stimulation of early clinica) rescarch work in LDCs with new incens

of fertility control, © J€ i hoped that by including IDC:invesbiralors
from & number of countrica in thersce trials thal their institutional
sLrenpths will be enhanced and the acceptubility of Lhis new nodality
inereared no that i it proves velualle to LDC programs it will he
ine~nrnorated in such programns early on, ‘

Findings are always provided to the coopersting investipalors for
their ovm use and publications, This stimalates LDC publicabion awuld
use of findines as does Lhe involvement of LDO investipators in Lhe
program. A serics of pulilications wil), receive wide disiribulicn to
maximize availability wnd utility of the trials,

M ultinate objeclive of 11EP iz Lo tranafer Lhiz method developrnent
and field trinl enpability Lo L2, An important first cleo bas boen
Loken in Lhiz direetion wiih the foraation of Lhe Tndia Ferbility
Rescarch rosriceac,  This rescnrel orpenization, esteblished weder



R

"

L

Indian lay, utilizes the rescarch methodolegy develeped Joinlly by
IFRP and its internaticnal Contribuvtora, DNDuta colleelirm and pro-
cersing con now be conpletely accomnlished within Jndin for tloee

study areas; Pregnancy Teminatlion, Menstrue) Repulation and Femile
Sterilization,

An jmportant contribution te institutional development results Srom
ITRP training programs, The JI'RP training progrems, The IFRY
provides training in the areas of imporved rescarch techuignes, dala
colleclion, and analyeis of data to furthev develop the field lLesi{ing
and reverting ekills of Centridbutors, The IFRY aleo provides ¢linienl,
training in the never nethodn of fertilily comtrol end in the methodol-
ogy to candnet elimical trinls, Prinarily being done by the Department
of Qustetrion «nd Gynecolopy at the University of Norih Carolina ol A
Chane). Hill, trainming will be concentieled en the wse af-Proslaglanding
including mever apnlications as they become available for testing,
Included will be laparosconic sterilizaticn with the Jiullka Clip and
other procadurcs, s .

hs wromlising srethods end techniouen beccwe evident, IFRP will conductl

cenferences to provide troining and diccugs in denth the new develovn-

ments in the arca of fertility control., “hese cenferences arc anticie
pated to Le held in conjunclion vwith ciher ponulaticn nrogroms,

Utilization Plung

.

In gome senpe Lbe entire project is stmctured to encsure early,

"acceptability and vtilization in LDCs as well as test the value of

this ricans in the IDC cettina, It is probally fuir to cay that resuits
of rcsearch carricd out by Leading LDC dnvestigators in the TOCs will
‘be translated inlo action sooner than if all research were confined Lo
the U, S. and Buroje,

The pablicaticn program of the IFRP will be utilized Lo ensure vide-
gnread disseminabion of the resulis of thene siudics, The IFRY is
alrcady nroducing meny resenreh cubpuls, both from the Univevgitly of
North Carolira af Chapel 1iill end frem its Centributor network. Uhese
need to be nystamlized in lopical series under A distinctive format,
An JFP Field keport series will be initiated Lo include consvltunt
renarts, study rerorts bl conferyences und reprints from journals., An
IFRD awnorranh serdes is alse anticipated to provide in=denth studies
basod on IFRP data, A clagsification of the serices include:

a. LMovopraphs -- Bxtenzive and delailed nresenizbion of cem=
. parative sludies Lo include denerintive and background
materisle; walti-country presestations of sufficient depth
and interest vould be inelwded.

b, Consulbznt Peports == Belalively short denerviplive mnd
talmlar nregentation ceserally bhased on single dabn pels,
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¢, Reprints -- Appropriate groupings by subject matter of
formal reprints, '

d. Conferencec Reports.

ITRP will plan 1o particivate in dissemination of research findings
by contrloutnq botn current data and infTormation {or articles in
the Pcpulaticn Report Series of The Povulaticn Informavicn Program
at Ccorge Wachington University, The cooverctive efforts of these
two organirations arc expected to lead to the publication of the
most current information on fertility control techniqucs, metheds
and devices.,

Fecilities nnd Equipment: The University of North Carolina et
Chapel !ill has provided 9,694 square feet for office and supply
gtorege space,

Budeet Analvais

In the schene of contraceptive devclowuent, clinicel trials are

usvelly the maost erxnensive sten, In his Bellagio Pureer, Berelson
estimates a cost of $2-3 millicn to complete ‘devolornent end

thoroughly eval=ate a single method. Dr., Djerassi, -former director

of Syntex Tesearch, writing in F'Jnncc estimetes a cort of adout

$630,009 to complete clinical Uriuis on a single wmetbod.. Cver the

3 yen:s, 1659-1971, AID svent approximately $1.5 million to thoroughly
evaluate less than a doxen IUDs in the Internationsal TUD Program, The
yresent vregram uses the some beckup grouo for data procescing and
enalysis for each of the methods tested. This will be considerebly
more econcimical than uveing a seporete analytic groeuv for cach method,
end of course it is more econanical to provide centralized data process-
ing for the networi of collaberating clinics et a single point, There-
fore, there is no provision made Tor c]*nical studies in cther AID--
sponcored contracevtive development controcts; the IFRP provides this
suvvort, Cecnsidering the great czpense of contraceptivc clinical irials,
this budget is not excecsive. The additional special siudies, woen
integrated into this wrogram, will be completed at considerebly less
than it wouvld ordinarily cost,

The TFRP approaches the end of its first contruct period with an
enticipated carryover of 31. ¢ million which is planncd to be spread
evenly acrocs cuch of the projcctod yearly budgets ol thz reguested
three-year GXLCHQlOJ. This is primarily due to a chaonge in the
initial plan for conducting {icld testing of IGFpa which was to be
performed wider a sube- oontrdct with the Upjobn Cowmpany at an approxi-
mate cost of $1.8 million. ' Of significunt assistance -in this en-
“deavor has been the receint of a small amount of funds {rom the
Scaife Family Charitable Yrust. These grants have ‘enabled -the IFRP
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to extend the cupmport to the India Fortility Rescarch Programme
necessary to ecstablish it as an independent functioaing jnstitution,
This funding also allowed IFRP to initiatc tho establishment of o
freestanding clinic offering family planning scrvices. Both Scaife
and reccnlly General Services Trusts have additionally supported
extremely important studies in India which cowld not ve supported
with ATD funds because the Indian Government wollld not permait the
expenditure of U,S., ouned rupces as is reauired by AlD.

A $550,660 decreazse in the Contractor's proposcd budget for the re-
quested thrce-year extension to the oroject was realized in the elim-
ination of the "Jlrogrem Information' clement of the project extension.
This delction, empluained more fully on pzge 24, has resulted in the
revised budget total refleccted in the budget summary hercunder.

A summary of the budget follows:



Intarrnosicral Fertilitly Research Progran

uig2t liorksieet - Sumnary

=

ey L, G

Actual : Projected Projected C““i.a“‘"a-
FY - 1971  FY - 2972 FY - 1673 FY - 197k FY - 1675 FY - 1075 Total i
rasscnnal Costs: 3
Szlzries $ 298,738 §$ 509,891 ¢ - 787,000 $1,000,8k9 $1,025,231 $1,C8 l;,1_12 sk ,'.'35,5..
Frinza enefits 14. 5' / - 26,547 T, Ll "1k, 002 . 1%3,125 51.734 . 160,% . 676,22
Total Ferscnnel ‘$ 325,285 §$ 584,335 $° 901,902 $1,1k3,97F  $1,176,9¢5 - $1,2:%,5£0 $5,353,0?.l
Cverhced 48,13 Yow $ 96,455 169,080 260,559 $ W61,703 $ L93,L43 § 521,752 o$2',;:2_3,-'=c
Ccnsultants 7,325 21,9025 35,000 - 28,000 22,000 32,020 186,250
Telicirshins 26,672 21,166 32,000 35,0C0 " 35,000 35,000 165,182
Temestic Travel 1k ,226 18,768 10,000 51,000 52,000 57,500 233,49
Torzizrn Travel 26,707 29,79 70,000 100,000 $6,0C0 100,020° 22,135
Zcuirsment & Surpiies 56,674 83,835 11%,000 130,5C0 120,500 139,559 539,209
tias- Direct Costs 53,602 . 113,561- 249,0C0 215,35 226,100 287,100  -1;1&7,03%
s Zecritracts arnd Data . .
Tzchacze 2,950 - 114,000 120,000 140,C00 150,C00 160,C00 €z5,230
Furcrzse ol New Drugs and = i
Devicas 78,000 £0,000, 300,600 300,C00 300,029 1,653,220
Eoenditure totals $ 616,197 $1,2k9,k99 $1,893,671 $2,640,532 $2,682,005 $2.868,kk2 £11,550,540
LT Recozmended Total . A A S |
Annval Budget $1,077,478  $1,895,25%  $1,933,256 ,258,387  $2,299,86%  $2,486,296 - $11,95¢ 9
‘Unexzerided Carryovers $ 461,280 § 645,765 $ 39,387 $ 382,145 § 362,1uk WAL il 3
(2) (2) (o) r=<in e
‘ :
(1) Treludes Publicotion Costs s
(2) carryovers frem FY 71 - 73 ($l 1:6,433) :

e

ard P

rojacted Expense
G71 - cuvne 30, 1977

Actuzl .

Projected

Frojected

Aistrivuted ecually to FY T4% - 76
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2k.

Internal and External Revieus

Internal ATD review of the requested extension to this project has
been conducted by the Research and Institutional Grants Council, the
cffice of Populaticn Research Division and the Office of General
Counsel,

At the reguest of RIGC, a thorouzh professional outside evaluetion of
the projcct will be conducted during the coming fiscal year.

Further .POV/i> review has deternined that the Contractor-proposed
"Program Inforrmation" element ol the project cxtension will be omitted.
Measurcd &against it¢ limited data processing velue, that compenent

was judped too techrnically and administratively curbersome to be en
asset to the project. The elimination of the Progrum Information
element frcm the project propcssl results in a savings of $550,650

in the budget for the three-year extension requested by the Conuractor.

AID General Counsel review has {ounc this project wobjectionalle
fron the standpoint of conflict with recently added Section 11N
the smended Forcign Assistance Act of 1661 cencerning abortio
activities provided that an eppropriate provision is-.included
next amsndment to the contract %o assure corpliance with the lonr.

Independent external reviews of this project extension ere in process
and will be provided when available.

Signature of Monitor - J. g. Speidel Signaturc of R. T. Raveniolt

Director, Office of Populcotion

Signature of lonitor - Mary 1. Perry

Signature of lonitor - Robert Carmenter

ignature of Jarold A. Kieffer
s

(&
»
Assistant Administrator for PHA
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