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On June 30, 1971, the Agency for International Development granted to 

Johns Hopkins University the sum of $716,521 under Grant AID/CSD-2956 to 
provide for the development end implementation of various population/family 
planning activities. Out of the total sum, $443,461 was provlded for core 
support for project development implement"1tion and evaluation for ~ thre"\ 
year period from 6/30/71 to 6/29/74. The remaining $273,060 was allocated 
for the implement.'ltioli. of four separate projects. 

This repor.t will be divided into three parts. Part I will describe the 
overall activities of the core staff and utili7-ation of core expenditures, 
incluoing a list of projects that have been developed during FY 1972. Fart 
II will summarize briefly the currpnt status of the four projects which were 
funded with the initial implementation of this grant, and Part III will out
line a ~ork plan and proposed bJdget for FY 1973. 

I. r.ore Activities 

The activation of cor~ activities under this grant was delayed for five 
months until a letter was received from Dr. Rao/enholt on November 29, 1971, 
o~tlining the proceciures and current requirements prpsc[!~cd by AID for 
project development. With the receiFt of Dr. Ravenholt's letter, an announce
ment \vas distributed to the faculty throughout the Univ(!rsity on Dece::tber 3, 
1971, informing them of the University Services Agree·nent and soliciting 
their interest in developing research projects under the terms of th~ grant. 
A copy of this announct!ment l.s attached in Appendix A. 

A listing of the expenditure of the core funds during IT 1972 is given 
in Table 1. Total expenses amounted to $28,283. Personnel funded included 
the Director, the Associate Director for Administration, and Administrative 
Secretary, and the Secretary to the Director. Domestic traVel costs prim
arily involved expenses for roeetings with AID in Washington or with directors 
of population programs in other universities. Six international trips were 
funded under core support as listed in Table 1. This did not r'!present 
all international travel involving project deve10p~ent, as Dr. faylor, Dr. 
'~right and Dr. Reinke Here actively involved in project development during 
the course of trips for other purposes to Africa, Asia, and the }Iiddle East •. 

Table 2 summarizes fourte~n project proposals developed and submitted 
to AID during IT 1972. Seven of these proposals are fro:n the Departcent of 
Obstetrics anu Gynecology, three have been approved, four ~lere not approved 
as they were subseqaently included as a part of a separate grant to the 
Department of Obstetrics and C'lneco1ogy by USAID. Three proposals have been 
submitted from the Department of Internatior.al Health. One in Korea has 
been disapproved by AID, and two in Iran are avaiting decision. Three pro
posals were submitted by the Departnlent of Population Dynanics. One has been 
disapproved, and two arc pending decision. One proposal from the School for 
Advanced International Studies in Hashington, D. C., has been appro'!ed. 

The following general comments arc in order. Activity on this project 
was no~ as great as it could have been in the first year because of the 



five month delay in receiving guidelines for project development. The Univer
sity has experienced substantial difficulty in developing projects under the 
guidelines developed by USAID. Part of these difficulties are du~ to adminis
trntive technicalities, and part are due to the realities of collaborative 
international research projects. The administrative difficulties primarily 
center around problems of obtaining clearance for travel to the various 
LDC's after an invitation had been extended by an agency within the country, 
Additional difficulties have been, and are continuing to be experienced, in 
getting Mission clearance and approval for the implementation of a project 
once it has ueen developed jointly \.,ith the LDC agency. \fuile recognizing 
the necessity for these administrative clearances, it would appear that this 
could be expedited if two things were defined - first, ,.,ho is responsible 
for obtaining the clearance? \fuen the University has been asked to obtain 
the clearance from the 1-11ssion, this has be-en unsuccessful since requests 
from the University to the Mission apparently have 1m., priority and appear 
at times, to have been ignored. Secondly, guidelines should be developed for 
clearance by the Mission, since some Missions see this responsibility only 
in tp.rms of giving administrative approval, while others have taken upon 
themselves to examine, criticize, and even revise technical aspects of the 
project proposals. 

TI1e realities of developing and implementing over.seas projects have 
made it difficult, if not impussible, to precisely follow the AID guidelines. 
This is in particular reference to the i~struction to develop a statement of 
priority need by the LDC and a summary s:atement showing "hat the LDC and 
other organizations are doing in relation to these needs. It has been our 
experience that many LDC institutions have not gone into the long range 
planning requir~d to assess priority needs. This may be because of the 
futility of such a planning exe:cise if funds for implementation are not 
forthcoming. Projects, therefore, often are developed based on a mutual 
consensus between the institution and Johns Hopkins relative to what needs 
the institution has that may be fulfilled by the capabilities available at 
Johns IIopkins University. Additional practical probl~ms have been encountered 
relative to the time frmne ilnd funding limitations. This is particularly 
true in cases of projects that are e~:pected to have a multiplier effect OI' a 
long range impact. It is assumed that so~e of these difficulties may be 
mlevbted with the revision of the Agree~ment to include institutional devel
opment grants. 

II., Report on Sub-prOjects 

The following four sub-projects "ere approved and funded at the time of 
the initiation of the grant: 

JHU 1-1 Dr. Nan Lin, 30 months, $123,071 

JHU 1-2 Dr. G. S. Jones, 6/30/71 - 5/31/72, $49, 995 

JHU 1-3 Dr. I. N. Cushner, 6/30/71 - 5/31/72, $49.998 

JHU 1-4 Dr. I. N. Cushner, 6/30/71 - 5/31/72, $49,996 

The first project, JIID 1-1, listed above as Dr. Nan Li~J was an A7n 
approved proposal for a cross-cultural study in two countries (Korea and Sal 
Salvadore) of the difusion of family planning innovations. Before the project 



could be started, a number of problems developed which resulted in the re
writing of several amended proposals. After first one country and then the 
other country was ,·Ii thdr~nm from consideration, it was mutally agreed that 
the project would be dropped. 

Detailed reports on the pr~gress on projects JHU 2, 3, and 4, from the 
Department of Obstetrics and Gynecology, are attached in Appendix B. These 
reports summarize the activities as of April 28, 1972. Extensions until 
September 30, 1972, have been requested and granted. Final reports with a 
summary of the expenditures will be presented as of that date. 

III. Proposed Program for FY 1973 

A summary of the proposed budget for FY 1973 is given in Table 3. It 
will be noted that in addition to salary support for the Director and 
Associate Director and secretarial staff, eight faculty members are listed 
for 10 percent of their time. This support is to compensate them for time 
spent in the formulation of programs and projects, including the development 
and exploration of ideas leading to the preparation of proposals and p~ojects 
and the evaluation of project accomplishments. Each of these faculty members 
serves on committees to review proposals and are consulted from time to time 
during the course of project development. 

Dr. 'NcCord i!; listed for 50 percent time. 
for a period of three to six months while he is 
ment in Bangladesh. 

This is to cover his support 
involved in project develop-

Under equipment an ~ITST is listed. This is required, both to handle 
t '.e drafting and redrafting of project proposals and project reports J as well 
as the voluminous correspondence involved in project development. The cal
culators are for the administrative staff. 

The proposed internation9l travel lists investigators and countries 
where correspondence is currently active, regarding potential project devel
opment, and overseas travel i( ,nticipated for FY 1973. 



I. Personnel Funded 
A. . Name 

W. H. Mosley 
H. Chuck 
D. Chagetas 
M. Pramsl..!hufer 

B. Faculty Time .. 
R. D. Wright 

• 

Table 1. 

U.S.A. Budget - Expense Summary F.Y. 1972 
6/30/72 

Title -
Director 

Asst Director 
Secretary 
Secretary 

- Project Development 

Professor 

%Time 

20 
50 
50 
20 

3 

Amount 

6050.00 
6000.00 

532.00 
1200.00 

13782.00 

871.00 

Total Personnol ;4653.00 
Frin.~e 2052.00 

Total • 16705.00 

II. Supplies 54.00 

44.00 III. Consultant Dr. Ricc-Wray 

IV. Travel - Uomes tic 
1 .. Date Name 

11/30/71 

12/7/71 
2/7/72 
3/9/72 

3/16/72 
5/31/72 
6/1/72 
6/6/72 

6/18-20/72 

6/18-20/72 

w. H. Mosley 
H. Chuck 
C. E.· Taylor 
W. Reinke 
H. Chuck 
Nan Lin 
W. H. Mosley 

H. Chuck 
Nan Lin 
H. Chuck 
H. Chuck 

W. H. Mosley 

H. Chuck 

Purpose 

Consultation &. 
meeting \.lith Univ,. 
of Mich., Univ. of 
N. Carolina & AID. 

Place 

Washington, D.C. 
" 
" 
" 
II Consultation 

" Balto/Wash.D.C. 
Coordination of 
Programs \.lith schools 
of Public Health Ha\.laii 
Consultation 

" 
Present proposals 
Present proposal 

(SAIS) 
Meeting of Directors 
of Family Planning 

Washington,D.C. 
Bal to/t..'ash, D. C. 
Washingtu~,D.C. 

" 

Programs - Pop. Centers Washington, D.C. 

" " 
Total • 

Cost 

121.52 
13.60 

113.29 

59.41 
16.87 
87.50 
14.00 

13.00 

73.40 
77 .47 

503.06 

Continued ••• 

http:16705.00
http:14653.00
http:13782.00


"Travel - Con~inued 

Intc!:'national 

Date 

3/13-20/72 

3/18-4/1/72 

3/19-25/72 

,3/24-4/9/72 

4/7/072 

5/19-25/72 

Name 

L. P. Chow 

D. Sich 

w. H. Nosley 

H. Ronaghi 

c. tfuee1ess & 
B. Thompson 
W. H. Mosley 

Visa Services 

Purpose 

Develop Project 
w/ Haile Se11assie 
University Addis Ababa 
Develop Project 
w/ Yonse University Seoul, Korea 
Develop Project w/ 
Dr. Rice-Wray Mexico 
Consult ,.ith AID 
& Univ. No. Carolina 
& Johns Hopkins regarding 
proposals Iran 
Demonstrate Kathmandu & 

Laparascope Bangkok 
Discuss Project 
collaboration w/ 
Pres. & Dean at 
A.U.B. Beirut 

Cost 

682.72 

1394.70 

378.37 

1210.84 

2282.00 

148.50 
15.25 

6112.38 

Indirect Costs 33.2% Salaries and Wages 4865.00 

Total • • • • • • •• 28283.00 



Hosley 

Tab Ie. 2. 
List of Project Proposals Developed During F.Y. 1972 

Title of Project 

Luteolytic Action of PGF2 in 
Human Pseudopregnancy 

International Sterilization 
Training 

~ffic.cy of Intra-Amniotic Urea in 
Mid-Trimester of Pregnancy 

Evaluation of Abortifacient 
Activity of PGE2 

Luteolytic Action of Intravaginal 
Prostaglandin F2a 

Pros t~glandin F20 for 
~l C!ns c~ Induction 

Clinic~l Trial of Tubal 
StcrUiz~tion by lIemoelips 

FnmlJly lIea1th Planning 
Hcdica1 Students 

ExelUlS ion of FrunUy Planning Servic4 
Irnn National Health Corps 

Introducing Family ltealth 
Workers in Rural Korea 

Dynnmics and H. C.H. 

& 
Record Files of a 

Place 

JHU Hosp. 
USA 

Various 
Countries 

JHU Hosp. 
USA 

JIIU Hasp. 
USA 

JHU Hasp. 
USA 

JIIU Hosp. 
USA 

JIRJ Hosp. 
USA 

Pnhlavi Univ. 
Iran 

Univ. 
Iran 

Yonsei Unlv. 
Seoul; 

Asocincion 

I"",ount Requested Date Submittei'l. 

50,000.00 Jan. 17, 1972 

• 
Jan. 31, 1972 

50,000.00 Jan. 31, 1972 

50,000.00 Jan. 31, 1972 

50,000.00 Feb. 16, 1972 

100,000 . 00 March 7, 1972 

123,450.00 AprilS, 1972 

150,000.00 April 27, 1972 

150,000.00 May 11, 1972 

150,000.00 May 12, 1972 

150.000.00 Hay 18, 1972 

i\;rD Action 

Ap[)x:oved 

Approved 

Not ' Approved 
7/10/",._ 

Not Approve ... 
7/10/72 

Not Approved 
7/10/72 

Approved 

!'ending 

Pending 

Not Approved 
(Verbal) 

P:end1na 

S.lU~d~£i~~~~1:5:0~,O:0:0~.:0=0 ____ +-~Ma::Y-=18:'~1:9~72~-t __ -!!L~~~~~ 
JHU 

S A 

of 
USA 98,373 . 00 June 6, 1972 

... ~ ... ,. 
--y- -
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• H. l-fosley 
H. Chuck 
R. Rider 
L. P. Chow 
J. Kantner 
R. Wright 
I. Sirageld!.n 
W. Reinke 
G. M"cCord 
~. Green 
J. Ne'WlIlan 
~elease Time(FTE) 
M: Pramschufer 
D. Chagetas 

II. Supplies 

I. I. 

Table 3. 

' posed Budget •. Y. 1973 

Title 

Director 
Assoc. Director 
Professor 
Assoc. Professor 
Professor 
Professor 
ASsoc. Professor 
Professor 
Assoc. Professor 
Assoc. Professor 
Asst. Professor 
Professor 
Secretary 
Secretary 

7: Time 

20 
50 

. 10 
10 
10 
10 
10 
10 
50 
10 
10 

100 
25 
50 

Total Personnel 
Fringe 
Total 

III . Equipment (MTST) $1800.00 
700.00 Calculator(s) 

rv. Proposed Travel - rroj~ct Deve lopment & Administration 

- 750.00 

International -
W. H. l-fos ley 

L. P. Choy 
I. Sirageldin 
R. Rider 
C. E. Taylor 
G. l-fcCord.,;o;:t 
R. l-lright 
C. Wheeless 
L. Green 
.1. Reinke 
H. Chuck 
T. Baker 

Indonesia. Thailand 
Bangladesh 
l-fcxico 
Lebanon 
Indonesia. Etniopia 
Egypt, Tonga 
Korea 
Bangladesh 
Bangladc~n (allowance) 
Iran 
Pon~~aJ Costa Rica 
Colombia 
Kenya 
Iran, Afghanistan, 
l-fani!la, Inaonesia 

. Amount 

6600.00 
9500.00 
2900.00 
2500.00 
2900.00 
2400.00 
2100.00 
2600.00 

15625.00 
1900.00 
1550.00 

25000.00 
1396.00 
2593.00 

79564.00 
11139.00 
90703.00 

1500.00 

2500.00 

750.00 

2500.00 
1350.00 
400.00 

1000.00 
1400.00 
1600.00 
1400.00 
1350.00 
3000.00 
1200.00 
500.00 
600.00 



. '.' ,~;, r.~:!.,·,: u I'U'CU'f1(,.\' Dr.'~f.\fJCS 

Nemorandum to: Department Chairmen 

SCl!OOL OF IlYGIE.\;E .f.'YD l'C:nLIC HEALTH 

G .• ,. , . f r· • ~ - E ' . 'J I d • 
i j .' l : ;;. II l.J: ,~· .. "(.d· adWlO1'C,.r a T) all 2120;)· 

December 3, 1971 

Members of the Population Advisory Committee 

From W. Henry Mosley, M.D. 

Subject Support for Development of Project Proposals under the 
University Services Agreement 

We have just received notification from USAID regarding the procedures 
for submission of project proposals under the University Services Agreement. 
Specifically, this nutification permits U5 to utilize the project develop
ment monies provided for the specific purpose of developing projects that 
meet tbe objective of the University Services Agree;.!ent. 

To review briefly the teros of this A;reer::cn~t ,\ID has granted Johns 
Hopkins University the sum of $443,461 over a three year period to develop 
and implement population/family planninc activities. The purpose of the 
grant as stated by the Agreeoent is: 

"The objective of this gr.:lnt is to assist the l.::ss developed countries 
to obtain ans~ ... ers to proble::ls which impede the r.:ore effective ar.d efficient 
operation of their population/i.:u:lily pl~~nin~ pror.ra.1. This srant provides 
funds for grantee core staff to develop and :~Jna;c a v.:lriety of s~all scale, 
short dura.tion eY-perirr.ent.:ll test projects or survt::ys d!!5i.gncd to ~ake a posi
tive, tangible and ~irect impact in various catc30ries of the field of popu
lation and family planning, including: 

a) Technics of fertility regulation 
b) Demographic data and rr.easurement technlcs 
c) Analysis of the interrelations of economic, social, and demographic 

variab les 
d) Evaluation and r.:ethodology and its application 
e) Improvement of family plnnninb services delivery systems 
f) Improvement of information/educntion proGr<tms , 
g) Strengthening of institutional capabilities in less developed countries 
h) Training and employee development." 

The core support provided in this grant is specific3lly for development 
of project proposals in the arcas listed above. The projects are expected to 
be of limited size and duration, innov3tive .:ind c:-::!Jcrimental. They will be 
expected to include a i.1ajority 10c3teu in 1(::)5 de';elopcd countries and ex
pected to refle:ct hos t ccuntry priorities and to be developed jointly with 
host country personnel und institutions. The individual projects developed 
utilizing the core support are expected to be s~all, not to exceed $50,000 
per year, and short range, not to exceed three years. 

The specific details regarding the utilization of the core support to 
develop prf)j-:!cts are given in the letter of !,:o·:c:':~c::' 29 f::,c:: D:. P.a. ... .cnholt 



Memo to Department Chairmen 
l-Iembers of Pop. Adv.Comm. 

Page 2 

(attachment 1) which includ'~s a format for the proposals. 

In essence, there is nO'<1 money available for investigators who wish to 
travel to less developed countries (LDC's) in order to develop collaborative 
research projects with goverruuent, public, or private insti'tutions within 
these countries. The core support not only pays for travel and per diem 
expenses but also will pay the cost of salary for staff while they are 
actively involved in project development. 

AID has indicated that as much as $750,000 oay be available to support 
specific projects developed under this Agreement during this fiscal year. 
Thus, this memo is a request to all invcstigator~ interested in developing 
research projects in the area of population and family planning, relevant 
to the problems of less developed countries, to contact me as soon as 
possible. 



Al? .• CYFOR INTERKATIO::hL DEVELOPNII 

"Abortifacient Activity of Prostaglancin F2a in the First Trimester" 
IIr.bortifacient Activity of Prostaglandin F2a in the Second Trimester" 
AID/csd-2956 - Dr. Anne Colston \·ientz 

APPENDIX B 

The objectives of these two projects ,,:ere to investigate and evaluate 
prostaglandin F2a under controlled·circ~~stances as an abortifacient agent. 
The original project was written ~o investigate prostaglandin as an intravenously 
administered abortifacient, but pemission \o:as obtained from the Agency f(. 
International Development to extend these stud~es to other routes of aeministration 
as these became available. Thus, controlled and comparative data were to be 
obtained on three routes of administration, to ascertain that most applicable 
for use both as an abortifacient~chnique in the United States, and in lesser 
developed cQuntries. 

_ The original project was to evaluate the efficacy and tolerance of 
prostaglandin u~ilization in approximately 100 to 120 patients. The results 
obtuir:Jd from the aG~inistration of prostaglandin to these patients were to 
be compared to. the results obtained from saline injection, and to attempt a 
comparative study to give valid data on the relative efficacy, ~orbidity, and 
tolerance of the nTO methods. 

(Three moces of administration of prostagla~din F2a have bee:1 evaluated by 
one physician, a:1d cared for by the sa~e sta=f of nurses and coordinator. Thus, 
valid comparative data have been obtained. 

To date, OVer 30 patients have received pl'ostaela:1cin intravenously, 
\21 intravaginally, and over 60 by the intra-a~:1iotic route of administration. 
! 

The intraveno~s route has been associatel with a 70% incidence of a~ortion, 
and has proved qui~e acceptable. Side effects do occur, predo~ir.antly vomiting, 
diarrhea and fever, but these are self-li. .. ::i i:ed, a~d are not of partic~lar concern 
either to physician or parien~s. The avera~e time from dr~g a~inistration to 
abortion has been approx~ately 22 hours, a~d patie:1ts have aborted cc~plet~ly 
if greater than 16 weeks gestation. The intraveno~s route appears to have fair 
reliability and reproducability, and is indicated in certain sit~ations. The 
intravenous route, for instance, offers a solution for the patient with a failed 
saline injection, or a failed prostaglandin ~e~in~tion by ano~her method. In 

.addition, it has been derr.onstrated that fetal tissue ob~ained from prost~glandin 
abortion is not damaged by the prostaglanci:1, as it is with saline injection, 
a~d is therefore suitable for tissue cult~e and karyotype techniques. Thus, 
the intravenous route of prosta;lancin ad~inis~r3tion is indicated in patients 
in 'Whom there is a need for study of products of conception. . 

Continued • • • 



The intrava~inal route of administration has been tested in 21 patients, 
in a preli~inary evalua~ion of prostaglar.Gi~ tablets. These tablets contain 
50 r..e. of p:-osta£lwndin F2a, and have :t.~~n ,:-::-:::';::'s':eY'ed e'/ery cne to ~',.."O hcurs. 
::.:, :·~·:.:c.ss :'2.",:e ::as 1:·~e!! 95";, but si~~ c:=~::: ::::.;t! ::-::::: 2. :!.~-::~~.:.~; =2.ctc':" in 
this route of acministration. Nausea, vo~i:ing, diarrhea and fever have 
occurred in well over 50C'~ of patients, and :-.a'/e increased the utilization of 
both physician and nurse ti~e. In contras~, the patients did feel that the 
method was not only efficient, but accept~le, anj they tended to minimize the 
side effects experienced when intervie~ed a~ the four week c:inic checkup. The 
intravaginal route of administration incica':es thQ~ self-administration by this 
route is a possibility, and that there is a r.e~~ssity for continued research 
into new delivery systems, and into the utilizatio~ of different prostaglandin 
analogues. The route is certainly rr.ore con'/enient and less uncomfortable than 
a protracted intravenous i'nfusion, and is ac:ap~able to self-administration. 

The intra-amniotic route of administraTion ap~cars to be the most favorable 
for ililI!lediate u&.;ilization. Although the reco7:'.::-.enced dosage has not been completely 
set~led, it WOQ~~ now appear that convenien: as ~ell as efficacious regimens have 
been developed. The intra-a~niotic route 0= ac~ini~tration requires the 
introduction of a polyethylene cath,=tc:' in ce:'ta:!1 selected patients, 
specifically those greater than 16 wee~s gestaticn, and those who are nulliparous, 
but a supple~entary dose of drug at ap?rox~7.at~ly ei~ht hour5 af~er the initial 
appears to effect abortion in ~ost patients. ,,-erefore, an initial cose, and 
a supple:nentary dose at six to eight r.c'..!:,s ::?;:e::.:,s to be su:'ficicnt in .:ell ov~r 
90% of patients, and efficacy rates h~'le a~;:-oac~sd 95%. ~e have aborted 60 
patients using this r.:ethod, h'ith varyi:-:g c:;':;2.::~ :,e~:'::1(:ns, a~d ha'J'e found that 
method to be associated with a lo~ inc:.ce:;c~ c: si~e effects, a high degree 
of efficacy, and a r.:arked dc;y-ce of pa~ic~t acc~?tar.ce 2!1d toleranr.e. It woul~ 
appear that this method will s~ortly b~ a~F~lca~:e to widespread use~ and Phase 
III clinical trials will be starting shortly. 

At the present time, a Faper on the i~~a-a~~iotic utilization of prosta
glandins is in p:'ess, O!1e on the intravcJ si:-:2.1 :--c'..!.::e is su::::ittd for (:ublication, 
and we are preparing a paper on the ho:-~o~a: values in patients aborted using 
the' mavenous route. ~lc l:a'J'e pe:--forr.'2c s~·..:::!:es u:ili.:,ir.g the Rhesus r.onkey 
to evaluate the effect of l::rpe!'tonic sal:. .... e :nje::::ec: into t~e ~Jro!r.etrill~, in 
cor.lparison · ..... ith intra:r,yo;::e~ial administrat:'on 0= prostagla~din. Prostaglandin 
F2a causes no g:--oss or histologic chan;e,in tte ;::uscle, in contrast to 
hypertonic saline, which produces extensive necrosis. These findings have been 
accepted for publication. 

The necessity for evaluation of prosta~12~~in E2 as an abortifacient is 
obvious. This prostaglandin cJppears to ha','e c~:'::2.i.n ~dvant2 ges over prostaglandin 
F2a, specifically a lo;.:er dose, increased ~ . .!!'2.".: :'0:1 c: action, and .1 possible 
cervical dilatation action. It has been rc?~:,::c~ to ~e nssociated h'ith a 
decreased incicenc~ of sid~ e:'fects. Cont:':;~:'~s such invastizations utilizing 
prostaglandin analogues is alsc a necessit~, a~ these analol~cs~ or differen~ 
formulations of currently-usee prost.:!gla::c.:.:-,s, i:.2.y offer r.:orc convenient 
delivery syste::1s, ,-lith increa:;ed dl!!'2.:::c~ c= ac:bn cJnc dccl'eused side effects. 
It is apparent that prostagla:-:·::ins offer £::·::::::si"·e aC':2.ntao;e:s over currently used 
ffiethods, without ~any of :~e ~~:~cs cf c'~re::::ly accepted techniques. ~hc 
prir.:2.ry ad·/;J.:!tage 0= ~r~:.'t=~':~:::'i:;s :5 i;. :~eir al:::cst :i::-::'\ec.ia-::~ i~-:'.!c'tion of !~~cr . 
the decreased lctent tim~ to atc~tion, a~c ~~e:'efcre a decreased utilization of 
hospital beds and of profess':onJ.l and nurs~ ~':;~:e. Tne utilization of pro5tagl:ndin 
also off~s an approach to the patient be~~;en 12 and 16 ~eeks gestation, fo~ hhc~ 
nn "'o+h~'" ~&: _. , Ii . • .•• -'1 '1 

- ... - _ •• - ... "' ... }JL't:g ,ctncy 'I:erm~na'(~on ~s curr~:1~ly a'/a~ aD c. 
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AGENCY FOR INTERlIATIOllAL DEVELOPHEIIT 

"Cj.inical Efficacy of Prostaglandin F2a as a ~uteolytic Agent" 
AID/csd-2956 - Dr. Gcorgeanna Seegar Jones 

The aim of the study was to establish ~hether intravenously administered 
prostagl andin F2a has a luteolytic effect in ~he non?regnant human. The 10ng
term objective was to dernonsttat-! 'tlie safety ana non-toxicity of -toe agent-; 
and to aid in its ,development as an ideal contraceptive agent. 

. The study was designed to investigate the effect of an intravenous 
prostaglandin infusion on selected days of the luteal phase in 20 buman, non
pregnant volunteers. The hYPothesis was thatp~ostaglandin administration would 
induce menses in those patients in the iuteal phase, but not those in the peri
ovulatory p~riod. 

- 22 human, nonpregnant volunteers have completed control and experfmental 
cycles in this project. Control cycles included the establis~uent of each 
volunteer's individual parameters of nocrality. including basal body te~perature 
chart, urinary pregnanediols, and adciti~nal bloodwssays for progesterone, 
estradiol, and estrone . Two ""ol:len recei'/ed infusions at r.dd-cycle. presumably 
prior to ovulation. Two patients were infcsed on the day of onset of menses. 
One volunteer received a shalt! infusion. T::~ rei:'Lainir:g 1Dlun'teers were infused on 
selected days of the luteal phase, speci=ically Days 0 t 5, 0 + 8, and 0 + 11. 
All volunteers continued basal body te~pera~e char~s through the next cycle, 
inorder to ascertain if any effect on ovulation occUa~ed. 

All infusions have been completed, and t~e data are now being tabulated 
and correlated. Still to be completed are :he blood assays of progesterone, 
LH, estradiol and estrone, which were not ~o be inclcdcd in the original 
protocol, but appeared to be necessary for proper cc:r:pletion of the study. 

In general, there was no significant differences between the control cycle 
and the infusion cycle. If any trends could be imagined, it ~~uld be that those 
infusions given between Days 21 and 23 s ce4.ed to bc associated with a one-day 
shortening of the luteal span by basal body te.~poarature1 with no change in 
serum progesterone and urinaryopregnanediol values . "~en infusions were given 
between Days 24 and 27, there appeared to ~e no change in the luteal span, and 
a slight decrease in the serum progesterone during tee experimental cyc).c. None 
of these changes were or a sUfficient de~ee to be significant, nor dit. tHe three 
p~ameters exardned vary simultaneously. l't is expec'tcd that \,,.hen the co~pletc 
data are evaluated, that there will be deh.o~strated no significant change in blood 
hormonal level s between experimental ane co~trol cycles. 

Side effects were carefully monitored curing prostaglandin infusion and 
the patients followed for a subsequent cycle. Eight of 22 ~omen v~ited. and 
12 women experienced watery diarrhea. The ~iarrh~a ~as radilYi controlled by the 
use of Lomotil. Fever of 1.01.6 ",-as obsc!''tec. once. and 1 1-:hile four ac!ditional 
patients sho ..... ed tel:lperat1.!res of ov~!' 100°::., :!1 fe'/oars su!:lsidcd rapidly ::ol!c ..... in~ 
discontinuation of the infusicn. 17 of 22 ?atients showed a local tissue 
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·reaction ~t the site of the nee~le whicb was transient. Chills occurred three 

times, twice in the absence of feve~. Respiratory symptoms, consisting of 
~~cossive ohlemm. and the necessity to cle~r the t~oat. occ~red in 12 ~~men. 
T~ese SYh.ptc~s-~~re so mild, they were ~e~~c~t~y ~~notice~ ~y the pa-~icipants 
.:.nc. recorded only by 'the research nurse. ?; "e \-;C::-.~::' re;or-:.e':' excessi-..e -roirst'. 
and a tabulation of urine volumes during the infusion illustrated that a diuresis 
was stimulated during the time of infusion. 

18 women had lower abdominal cramps characteristic or menstrual cramps. and 
14 had associated~ginal bleeding d~ing the infusion. Five ~~men experienced 
headacHes, and l~ had changes in sensorium. Dqpression and lethargy appeared 
to Se the most pr~valent changes with an inability to m~intain an interest in 
reading, knitting or conve~sation. Patients felt that quest~oning was 
troubJ..esome. whereas prior to the infusion, conversation and 9lestions had 
been welcomed • 

• 
Tentative conclusions of this project are that at the dosage levels utilized, 

prostaglandin F2a has no effect on the functioning corpus luteum. Prostaglandin 
F2a, in contrast, does induce uterine contractions, and W4y induce D~nstrual
like bleeding. probably because of an oxytocic effect on the uterus. 

Data obtained from 
Society meeting in May. 

, 

this project will be presented . at the American Gynecologic 
A paper is in preparation. 

Several studies have been performed in conjunction with the above project. 
The evaluation of the effect of prostaglandin in secretion and release of 
cortisol has been performed, and these~ta ~ill be presented at the Endocrine 
Society Meeti~ in June. A paper is in preparation. In addition, studies 
evaluating prostaglar.ain blood. levels in pa":ients with dysrr.enorrhea have also 
been performed. 

The necessary direction of continued resea.rcn will be in investigation of 
prostaglandin F2a as a contraceptive agent. Even if there is no luteolytic 
effect induced by prostaglandin, still the a~inis~ation of prostaglandin in 
the early gestation might well interrupt the ioplantation because of the oxytocic 
effect of prostaglandin. This activity must be investigated, as prostaglandin 
administration shortly after the first missed mensas might well ~esult in 
termination of pregnancy. 




