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REPORT S U14ARY 

Project Title and Contract Number: 

Program for Applied Research on Fertility Regulation
 

AID/csd-3608
 

Principal Investigator:
 

John J. Sc.arra, M.D., Ph.D.
 

Professor and Chaarman
 
Department of Obstetrics and Gynecology
 

Prentice Women's Hospital and Maternity Center
 

333 East Superior Street
 

Chicago, Illinois 60611
 

Contractor:
 

Northwestern University 
c/o Sponsored Projects Administration
 

619 Clark Street
 

Evanston, Illinois 60201
 

Contract Period: 

July 1, 1975 - June 30, 1978 

Reporting Period:
 

January 1, 1978 - June 30, 1970
 

Expenditures Through Deceiiber 31, 1977: $1,429,278.85 Total 

1978 - June 30, 1978: $ 447,526.02Total Expenditures January 1, 

1978: $ 502,565.02Outstanding Commitments at June 30, 


http:502,565.02
http:447,526.02
http:1,429,278.85
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CONTRACT OBJECTIVES
 

"The contractor shall establish a [Program for Applied Research 
on Fertility Regulation (PARFR) I whi ch will actively involve a panel 
of experts to solicit, evaluate, and assist in the development and 
monitoying of a series of studies which require modest funding both 
within the U.S. and in less developed countries. These studies will 
±nclude work to develop improved rears of male and female steriliza­
tion, studies of once-a-month means of fertility control, and eval­
uation of locally-effective male and female methods of contraception." 

"...The contractor shall make available and employ its research
 
and developnent facilities and personnel... (to) perform a research
 
and development program directed toward actively pursuing a number
 
of promising leads of goal directed research to develop a nei, means
 
of fertility control." 
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PROGRAM ACCOMPLISUIHENTS 

LDC Involvement
 

Dr. Gerald I. Zatuchni participated in a pro3ect development 

site visit January 24-28, 1978 in Mexico Cit. zo formulate a research 
protocol for a Phase I clinical trial of a bicdegradable polymer long­

acting steroid b.ystem, developed at the Univ__rity of Alabama and 

Southern Resedrch Institute, under PARFR sups-ort (PARFR-83N). Dr. 

Zatuchni was accompanied by Drs. Lee Beck, Rczroductive Biologist at 

University of Alabama, Don Cowsar, Polyrmer Cr':"ist, Soutnern Research
 
Institute, and Joseph Goldzieher, Southwest Foiadation for Research
 

and Education, San Antonio, Texas. All met eit- Drs. Jorge 'Martinez-


Manitou, Executive Director of the National Faily Planning Program,
 

Ramon Aznar, Gynecologist, Juan Giner, Gynecologist, M. 1jacueo, Family
 

Planning Consultant, Harry Rudell, Consultant to the Executive Direc­

tor, Luis Sobrevilla, Population Council Cons1itant, Gordon Perk,c,
 

Ford Foundation - PIACT, and Cervantes, Androloq±st and 8r Thoma- R. 

Donnelly, AID, to seE} interest in qeveLal P;J-R projects and speci­
fically to investigate a clinical trial for PARFR-83N. Dr. Jorqe 

Martinez-Manitou felt that PARFR ccoild arranc-e a clinical trial and 
subcontract to Centro de Investigacio' de Fcrzilidad y Lstcrilidad 

(CIFE) , with the principal investigators - be-ng Drs. Aznir and Zamoia, 
for a Phase I clinical study on the use of a loig-acting biodegradable 
polymer containing norethisterone.
 

Dr. Aquiles Sobrero %as Program Chairman, for the Pan American 

Conference on Fertility and Sterility in Canc-n, .1exico from January 

29 to February 5, 1978. 

PARFR Staff c.chibited at the American Feitility Society, March 
30 - April 1, 1978 in New Orleans, Louisiana. :Is. Kriei met with Dr. 

Ivo Brosens, Catholic University of Leuven, Belgium, to finalize 

negotiations relating to a pilot study, IFRP collaboration, on a re­

versible female sterilization technique. PARFR Staff met 'viLh several 
Latin American researchers. Dr. Zatuchni met .:itn Dr. van Os to dis­

cuss PARFR involvement in an IUD Symposium in June, 1979 in }Folland. 

Dr. Zatuchni suggested a collaboratioa of Dr. van Os %ith Dr. Laumas 

(India) in that an IUD meeting was planned for New Delhi in March,
 

1979.
 

April 10-12, 1978, Dr. Zatuchni attended the ACOG Meeting in
 

Anaheim, California and made valuable contacts for PARPR's pioposed
 

clinical trials.
 

PARFR Staff organized, a non-AID supported International Workshop
 

and Postgraduate Course on Pregnancy Terminat-on Procedures, Safety
 
.


and New Developments, nay 23-26, 1978, Nassau, Banama_ . One hundred
 

and seventy-five persons attended with twenty-four countries represented.
 

The countries, with the number of persons in zarenthesis, are-


Antigua (1). Bangladesh (1), Canaaa (3), Colo-zia (5), England (4),
 

India (1), Iran (2) , Italy (1), Holland (11) , Kenya (1), Korea (3),
 

Mexico (1), Morocco (1), rigeria (1), Philippines (1), Singapore (1)
 

Sweden (3), Switzerland ), Sudan (1), Thailand (2), United States
 

(125), West Germany (1), Yugoslavia (2), and Zambia (1). PARFR Staff
 

were able to meet personally with all these individuals and discuss
 

possible collaborative research interests.
 



Relating to current PARFR interests, Dr. Zatuchni and Ms. Krier
 

(Korean Ministry of Health), Hong (Kotea University),
met with Drs. Che 


and Moon (Yonsel University) relating to the P?RFR IICA Study (Dr. Hong)
 

Hoon and Hong). Dr. Hong had
and Midtrimester Abortion Study (Drs 


arrived in Nassau from a training session in Cologne, Germany on the
 

MCA project.
 

Drs. Zatuchni and Sciarra met with PARFR Committee to plan the
 

next workshop on Intravagival Contraception for Apiil, 1979 in Gulota­

mala.
 

PARFR continued recruitent for a Research Project Deve-opmenL
 

Coordinator and is negotiating with Elizabeth B. Connell, M.D. for
 

acceptance of the position, with a proposed start date of September
 

1, 1-.78. This position has been created primarily for project
 

development involving foreign travel aimLd at the initiation of
 

Phase I clinical trials and their subsequent monitoring in less
 

developed countries.
 



PROGRAM ACCOMPLISHMENIS
 

Scientific Summary
 

During this reporting period, PARFR continued its scientific
 
program as follows:
 

(1) 	Staff and Scientific Advisory Committee (SAC) review of
 
extension, formal, pilot study and informal research
 
proposals. Please refer to the Administrative Summary

and SAC Minutes (Appendix) regarding specific determina­
tions.
 

(2) Stdff, SAC and consultant monitoring of active research
 
progress by review of technical reports and site visits
 
to the following pro3ectz
 

a. 	 2/15/78 - Dr. Edward Mather and Ms. Diane Krier;
 
Washington University, St. Louis, Missouri (80N -

Keller).
 

b. 	 2/16/78 - Dr. Edward Mather and 11s. Diane Krier;
 
St. Louis, Missouri (P-8 - Salivar/Belsky).
 

c. 
 3/15/78 - Drs. Robert Messer and Gerald Zatuchni;
 
University of Prizona, Tucson 
(85N 	- Chvapil).
 

d. 	 5/18/78 - Drs. George Whitesides and Gerald Zatuchni;
 
Dynatech R/D Company, Cambridge, Massachusetts
 
(91N - Wise).
 

(3) 
Successful completion of a non-AID supported International
 
Workshop and Postgraduate Course, Pregnancy Termination:
 
Procedures, Safety and New Developments, May 23-26, 1978,
 
in Nassau, Bahamas. 
 175 persons attended, representing
 
24 countries. AID will support the publication of pro­
ceedings from this workshop.
 

(4) Participation in the following medical and scientific
 
meetings:
 

a. 	 4/6-8/78 ACOG 
 Anaheim, California
 

b. 	 4/24-27/78 NICHD 
 Airlie House, Virginia
 

"Immunologic and Pathophysiologic
 
Effects of Vasectomy"
 

c. 	 3/30-4/1/78 AFS New Orleans, Louisiana
 

d. 	 5/8-10/78 NAS Washington, D.C.
 

"Symposium on Animal Models for Research
 
on Contraception and Fertility"
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e. 	 5/16-17/78 NAS Washington, D.C.
 

"Symposium on Contraceptive Technology"
 

f. 6/9/78 IFRP Research Triangle Park, N.C.
 

"Medical Advisory Committee"
 

(5) 	PAIFR-Initiated Project Development has begun in the
 
following areas: a testing program on a natural contra­
ceptive gel, a long-acting spermicidal cream, a reversible
 
male contraceptive device, and toxicology/teratogenic
 
studies on quinacrine.
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PROGRAM ACCOMPLISHMENTS
 

Administrative Sjmmary
 

In addition to the routine management of the Program, the efforts of the
 

PARFR Admin2stratLve Staff for this period were chiefly directed toward:
 

(1) 	Preparation and development of an information sheet on PARPR for
 

distribution via mailings and medical exhibits.
 

(2) 	The Scientific Advisory Committee agenda for the March 29, 1978
 

was coordinated which included: one extension proposal, six formal
 

proposals, two pilot studies and six informal proposals; and pro­

ject monitoring, including three qite visit reports and five tech­

nical reports on active projects. The June SAC Meeting was post­

poned to July 10, 1978 due to schedule conflicts. This change
 

necessitated five PARPR projects to be administratively extended
 

three months for continuity of research, until the determinction of
 

the committee was made.
 

(3) 	Negotiation and execution of subcontracts for two extended research
 

projects (PARFR-98M and 99N); negotiation and amendment of one sub­

contract for continuation of previously supported research (PARFR-83N)
 

and development of two formal proposals from acreptable informal pro­

posals submitted. Two pilot studies were negotiated and one executed
 

(PARIR-P13), which had been approved for funding at the December, 1977
 

SAC Meeting.
 

(4) 	The manuscripts from the December, 1977 Reversal of Sterilization
 

Workshop were submitted to Harper & Row in February. Page proofs were
 

corrected in April. The completed publication is anticipated for
 

November, 1978.
 

(5) 	The publication, Risks, Benefits and Controversies in Fertility Control
 

was ieleased in May, 1978 and 150 copies were distributed to speakers,
 

staff and other participants. USAID purchased 1500 copies at publisher's
 

cost.
 

(6) 	PARFR Exhibit at the American Fertility Society, March 30 - April 1, 1978
 

in New Orleans, Louisiana.
 

(7) 	Began editting manuscripts from the Workshop and Postgraduate Course on
 

Pregnancy Termination: Procedures, Safet! and New Developments.
 

(8) 	Interviewed candidates for the staff position, Research Project Deve­

lopment Coordinator, with the anticipation of candidate selection and
 

acceptance by September 1, 1978.
 



(9) 	N.U. promotion of Ms. Georgia Fackler, PARFR's Project Controller,
 

effective April 1, 1978.
 

(10) Acquired IBM Memory Typewriter on February 24, 1978 which increases
 

support staff efficiency and productivity.
 

(11) 	Susan C.M. Scrimshaw, Ph.D. was approved for a one-year term on the
 

Scientific Advisory Committee, beginning with the July 10, 1978 Meeting;
 

one vacancy remains on the SAC.
 

(12) Refining and monitor:ing the recently developed comprehensive financial
 

system.
 

Staffing of the Program was modified to include the following during this re­

port period-

Program Director John J. Sciarra, M D., Ph.D. 

Director of Administration Diane H. Krier, M.B.A. 

Director of Technical Assistance Gerald I. Zatuchni, M.D., M.Sc. 

Project Coordinator Aquiles J Sobrero, M.D. 

Project Controller Georgia L. Fackler, B.A. 

Department Assistant I Hazel Hagen 

Two Full-Time Secretaries Ruvenia Thomas 

Mary Rose Traylor 

One Part-Time Secretary Juliet Paynter 

Hazel Hagen resigned the position of Department Assistant I effective
 

February 24, 1978.
 



SUBCONTRACT NEGOTIATIONS 

PROJECT # TITLE, INVESTIGATOR & INSTITUTION ACTION PERIOD FUNDING 

PARFR-79N "A Method for Reversible Sterili- 
zation in the Female" 
C. I. Meeker, M.D. 
Maine Medical Center 

Extension 
w/iCunds 
(Amend i) 

7/1/78 -

9/30/78 
$ 5,543.75 

PARFR-83N "Studies to Test an Injectable 
Delivery System for the Sus-
tained Release of Norethisterone" 
Lee R. Beck, Ph.D. 
University of Alabama 

Add'l 
funding 
(Amend # 4) 
Extension 
w/funds 
(Amend #5) 

4/1/77 -
3/31/78 

4/1/78 -
3/31/79 

$ 5,000.00 

$29,975.00 

PARFR-89N "Fallopian Tube Cauterization 
Enclosure by Silver Acetate-
Alginate Formulations" 

Harry P. Gregor, Ph.D. 

Columbia University 
St. Luke's Hospital Animal 

Care Facility 

Animal Care 
Purchase Order 

Extension 
w/funds 
(Amend #1) 

11/1/77 -
6/30/78 

1/15/78 ­
1/14/79 

$17,558.75 

$13,216.00 

PARFR-90N "New Method for Obstructing the 
Vas Deferens by Direct In3ection 
of Chemical Agents: A Non-Opera-
tive Technique of Male Sterili­
zation" 

Joseph E. Davis, M.D. 

New York Medical Ccliege 

Change 
Project Period 
(Amend #1) 

No-cost ext 

eAmend #2) 

-'1/77 
6/30/78 

9/30/78 

-

-

0 

0 



PARFR-92N "Contraception by Induction of 

Mild Uterine Inflammation" 

Deborah J. Anderson, Ph.D. 
Medical Research Foundation 

of Oregon 

Extension 
w/funds 
(Amend #1) 

1/1/78 -

6/30/78 
$19,252.65 

PARFR-94N "Modern Modified AldrLdge Pro-
cedure" 
William Droegemueller, M.D. 
University of Arizona 

Change 
ProjecL Period 
(Amend #i) 

12/1/77 
9/30/78 

- 0 -

PARFR-95N "Development & Evaluation of a 
Reversible Vas Deferens Blockinq 

Device" 
L.J.D. Zaneveld, D.V.M., Ph.D. 

University of Illinois 

Add'l 
funding 
(Amend #1) 

7/1/77 -
6/30/78 

$15,284.00 

PARFR-96N "Long Term Study on the Effec-
tiveness of an In3ectable Poly-
mer System in Producing Tubal 

Occlsion in Rabbits" 
Ramaa P. Rao, M.D. 
Michael Reese Hospital & Medical 

Center 

New Sub-
contract 

3/15/78 
9/14/78 

- $18,805.00 

PARFR-PlO "Fertility Regulation by Control 

of Progesterone Clearance" 
Robert T. Chatterton, Ph.D. 
University of Illinois 

Change 
Project Period 
(Amend #1) 

1/1/78 -

7/31/78 
- 0 



PARFR-Pll "Evaluation of Carbohexoxymethyl 2 
Cyanoacrylate as a Tube-Blocking 
Agent" 
Ralph M. Riclart, M.D. 
Columbia Univercity 

New Sub-
contract 

No-cost 
Extension 

2/1/78 ­
6/30/78 

2/1/78 -
6/30/79 

$ 5,970.00 

- 0 -

I 

PARFR-P13 "An Evaluation of the Efficacy of 
Candidate Fimbrial Prosthesis in 
Female Rabbits and the Evaluation 

New Sub-
contract 

5/1/78 -
4/30/79 

$ 4,741.38 

of Pimbrial Devices as a Reversible 
Technique of Female Sterilization" 
Ivo Brosens, M.D., Ph.D. 
Catholic University of Leuven 
International Fertility Research 
Program 

Purchase Order 5/1/78 ­
4/30/79 

$ 1,700.00 
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PERSONNEL
 

Effort and salary eypenditures of PARFR personnel 
for this reporting
 

period are listed below.
 

Effort in
 

Man-Months Salary

Staff and Title 


John J. Sciarra, M.D., Ph.D.
 
-0-


Director & Principal Investigator .9 


16,624.98

Gerald I. Zatuchnl, M.D., M.Sc. 4.2 


Director of Technical Assistance
 

Aquiles J. Sonrero, M.D.
 
1.5 4,500.00


Foreign Technlcal Pro3ect Coordinator 


Diane H. Krer
 
6.0 8,749.98


Director of Adinistration 


Georgia L. Fackler
 
6.0 6,441.00


Pro3ect Controller 


.2 1,760.00

Kelley Osborn 


Publications Coordinator
 

Hazel 1Pagen
 
1.9 1,970.16


Department Assistant £ 


Ruvenia Thomas
 
4,701.48


Secretary I 6.0 


Mary Rose Traylor
 
6.0 4,766.00


Secretary I 


Temporary Services
 

Temporary Secretary 6.0 6,209.92*
 

6,931.89
Fringe Benefits 


14,854.09
Indirect Costs 


Salary for temporary secretary has been charged 
to the Supplies budget
 

line item, rather than Salaries, since this is a required procedure at
 

Northwestern university.
 

* 

Administrative Organization
 

The program staff is structured as indicated on the following 
page.
 

http:14,854.09
http:6,931.89
http:6,209.92
http:4,766.00
http:4,701.48
http:1,970.16
http:1,760.00
http:6,441.00
http:8,749.98
http:4,500.00
http:16,624.98


PARFR Organization 
7 USAID 

Technical & 
Contract 

O f f ic-rsL 

'I NorthwesLorn Univ
 
Scientific Program Office of
 
Advisory Director Research and
 

Committee Sponsored Programs
 

Director DirectorSerty
 
Secretary of of Technical Scea
 

Administration 
 Assistance
 

Projcct
 
Pro3ect Publications Pro3ect Development
 

Controller Coordinator Coordinator Coordinator
 



14 

Scientific Advisory Committee
 

The membership of the Scientific Advisory Committee consicted of those
 

individuals listed below during this teporting period.
 

Chairman Northwestern University
John J. Sciarra, M.D., Ph.D., 

Oregon Regional Primate Research
Nancy J. Alexander, Ph.D. 


Center
 

Robert T. Chatterton, Ph D. 	 University of Illinois
 

New York Medical College
Joseph E. Davis, M.D 


William Droegemueller, M.D. University of Arizona
 

Edward C. Mather, D.V I!, Ph.D. University of Minnesota
 

Robeit H. Messer, M.D. University of New Mexico
 
Wayne State Univer-ity
Kamran S. Moghissi 


Ralph M. Richart, M.D. Columbia U i..rrLty
 
Boston University
Judith L. Vaitukaitis, M D. 


A. Albert Yuzpe, M.D. University of Western Ontario
 
Canada
 

At the March meeting, Dr. Moghissi joined the Committee, filling the vacancy
 

left by Dr. Bedford. Approval was received to add Susan C. M. Scrimshaw to the
 

Committee, filling a long-standing vacancy. Her membership will begin with the
 

July meeting.
 

The Scientific Advisory Committee (SAC) held one meeting during t'us period;
 

March 29, 1978, in New Orleans, Louisiana. Minutes of this meeting are included
 

in the Appendix.
 

At this SAC meeting, the Committee reviewed Technical Reports for presently
 

funded projects. One project (PARFR-83N) scheduled to expire during this reporting
 

in depth by the Committee, which voted to extend the subcontract.period was reviewed 

Six informal proposals were reviewed by SAC, 	 with resultant recommendation that 

two formal proposals be solicited. These projects are:
 

"Tnvestigation of New Compounds to Terminate 	Pregnancy"
 

Leonard J. Lerner, Ph.D., Jefferson Medical College
 

"Testing e New Vaginal Barrier Contraceptive, The Anti-Conception Tampon
 

(ACT) with Unique Spermic~de Delivery System"
 

Ernest W. Page, M.D., University of California, San rrancisco
 

Six formal porposals were reviewed by SAC witY resultant recommendation that
 

the following two projects be funded:
 

"Norethisterne Microcapusle Injectable Contraceptive Study"
 

Ramon Aznar, M.D. and Gustavo :.amora, M.D., Centro De Investigacion
 

Sobre Fertilidad y Esterilidad, Mexico City, 	Mexico
 

"Immunoadsorbent Isolation of Specific Spermatozoal Antigens for
 

Use as Anti-Fertility Immunogens"
 

Duane L. Garner, Ph.D., Oklahoma State University
 

Two pilot proposals were reviewed by SAC, with resultant recommendation that
 

neither project be funded.
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SITE VISITS
 

Site visits were conducted on four projects during this reporting period:
 

Project # Title of Project Site Visitors Date 

PARFR-80N Fertility Control Through E. Mather, D.V.M., Ph.D. 2/15/78 

Local Cervical Injection D. Krier 

Of Microencapsulated Pro­
gestins 
David W. Keller, M.D. 
Washington University 

PARFR-85N Collagen Sponge Contra- R. Messer, M.D. 3/15/78 

ceptive -- Testing of G. Zatuchni, M.D. 

Efficacy in Human Volun­
teers 
Milos Chvapil, M.D., Ph.D. 
University of Arizona 

PARFR-91N Preparation and Evaluation G. Whitesides, Ph.D. 5/18/78 

of Biodegradable Cylindrical G. Zatuchni, M.D. 

Implants for Fertility Con­
trol 
Donald L. Wise, Ph.D. 
Dynatech R/D Company 

PARFR-P8 Water Soluble Condom E. Mather, D.V.M., Ph.D. 2/16/78 

Feasibility Study D. Krier 

Charles Salivar 
The Enko Company 

The following project development site visits were conducted during this 
re­

portinq period:
 

Site Visitors 	 Date
Site 


G. Zatuchni, M.D. 	 1/24-27/78
Centro de Investigacion Sobre 

L. Beck, Ph.D.
Fertilidad y Esterilidad 

D. Cowsar, Ph.D.
Mexico City, Mexico 

J. Goldzieher, M.D.
(PARFR-98M) 


A. 	Markland, M.D. 2/2-3/17/78
" 	"A Retrospective study of Alpha-


Adrenergic Blockade (Bethanidine)
 
on Human Male Fertility"
 
Several Centers in England
 

R. 	Neuwirth, M.D. 5/12-22/78
" 	Evangelisches Krankenhdus 

S. 	Hong, M.D.
Cologne, West Germany 


(PARFR-86N,G,K)
 

R. 	Burkman, M.D. 5/29-6/2/78
" 	Yonsel University 

Seoul, South Korea
 
(PARFR-97N,K)
 

No 	consulting fees were paid for these project development site visits; only
* 
travel expenses were reimbursed by PARFR
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CONSULTANTS
 

The following is a list of Program Consultants, indicating their areas of
 
This list in­expertise, contributions to the Program, and payment therefore. 


cludes members of the Scientific Advisory Committee.
 

Consultant Purpose Effort Fee 

Nancy J. Alexander, Ph.D. SAC, 3/28-29/78 2 days $300.00 

Reproductive Physiology 

J. Michael Bedford, Vet.M.B., Ph.D. 1 Review 25.00 

Male Reproductive Physiology 

Robert T. Chatterton, Ph.D. SAC, 3/28--29/78 2 days 300.00 

Steroid Biochemistry 

Joseph E. Davis, M.D. SAC, 3/28-29/78 2 days 300.00 

Urology 

William Droegemueller, M.D. SAC, 3/28-29/78 2 days 300.00 

Obstetrics and Gynecology 

Edward C. Mather, D.V.M., Ph.D. SAC, 3/28-2'9/78 2 days 300.00 

Animal Reproductive Physiology 

Robert H. Messer, M.D. 
Obstetrics and Gynecology 

Site Visit(3/15-16/78) 1 1/2 days 
SAC, 3/28-29/78 2 days 

225.00 
300.00 

Kamran S. Moghissi, M.D. SAC, 3/28-29/78 2 days 300.00 

Obstetrics and Gynecology 
Reproductive Endocrinology 

Ralph M. Richart, M.D. SAC, 3/28-29/78 2 days 300.00 

Obstetrics and Gynecology 
Pathology 

Judith L. Vaitukaitis, M.D. 
Endocrinology 

SAC, 3/28-29/78 
1 Review 

2 days 300.00 
25.00 

A. Albert Yuzpe, M.D. SAC, 3/28-29/78 2 days 300.00 

Obstetrics and Gynecology 

Lee R. Beck, Ph.D. Project Development 4 days 400.00 

Reproductive Biology Mexico City, Mexico 
1/24-27/78 

Donald R. Cowser, Ph.D. 
Chemistry 

Project Development 
Mexico City, Mexico 
1/24-27/78 

4 days 400.00 

Erwin Goldberg, Ph.D. 1 Review 25.00 

Reproductive Biochemistry 

J. W. Goldzieher, M.D. 
Endocrinology 

Project Development 
Mexico City, Mexico 
1/25/78 

1 day 100.00 
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Consultant Purpose Effort Fee 

George M. Whitesides, Ph.D. Site Visit 1 day 150.00 
Polymer Chemictry (5/18/78) 

L.J.D. Zaneveld, D.V.M., Ph.D. Project Development 1 day 100.00 
Physiology Cologne W. Germany 

6/13/78 

TOTAL. 4,450.00 
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PROGRAM ACCOMPLISHMENTS
 

Subcontracts
 

Below are capsule summaries of work proceeding under subcontracts during
 
this reporting pericd (January 1, 1978 to June 30, 1978):
 

Project: 	 PARFR-54N
 

An Evaluation of Loops C and D with Copper Comparing Results
 
In a Developed and a Developing Country
 

Jack Lippes, M.D. -- Planned Parenthood of Buffalo (New York)
 
Lenworth M. Jacobs, M.D. -- Jamaica Family Planning Association
 

$62,844 	 7/1/75 - 12/31/77
 

Objectives: 	 To find an improved contraceptive device and comparatively eval­
uate 2-year results obtained in a developed country vs. a
 
developing country- to determine whether copper provides an
 
improved intrauterine device by adding copper to Loops C and D.
 

Accomplishments:
 

Thid study was 	terminated on December 31, 1977. A final report
 
was received in accordance with the terms of the subcontract.
 
The two year net cumulative event, closure and continuation
 
rates for Loops C and D in Jamaxca and Buffalo are as follows-


Jamaica Buffalo
 

Event
 

Accidental pregnancy 1.19 + .22 1.93 + .44
 
Expulsion 20.91 + .99 5.21 + .73
 
Removal for:
 
Medical reasons
 

Bleeding, pain 17.90 + .97 30.50 + 1.84
 
Other medical 2.49 + .35 9.36 + .99
 

Planning pregnancy 4.47 + .50 4.13 + .69
 
Other personal reasons 13.82 + .92 4.00 + .70
 

Closure
 

Accidental pregnancy 1.19 + .22 1.93 + .44 
Expulsion 15.13 + .84 5.21 + .73 
Removal for: 
Medical reasons 

Bleeding, pain 17.90 + .97 30.50 + 1.84 
Other medical 2.49 + .35 9.36 + .99 

Plann~ng pregnancy 4.47 + .50 4.13 + .69 
Other personal reasons 13.34 + .90 4.00 + .70 

Continuation rate 	 45.49 + 2.23 44.85 + 3.25
 

Woman-months of use 	 5,466 2,608
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PARFR-54N
 

Accomplishments: (continued)
 

It would appear that the addition of copper to Loops C and D
 

has impioved the effectiveness of this device in ieducing
 

pregnancies. However, this advantage has been offset by the
 

greater discontinuation of the devices, both in Jamaica and
 

Buffalo. In Jamaica, the greater discontinuation was accounted
 

for by an increased expulsion rate, while in Buffalo, the greater
 

discontinuation was due to bleeding. From this study, it may
 

be concluded that it is probably better for family planning
 

programs to continue to use the inert loop because it has a
 

higher continuation rate, even thoLgh the inert loop has a 

somewhat greater piegnancy rate.
 

Project: 	 PARFR-63B
 

Development of a Reversible and Permanent Uterotubal Blocking
 

Technique by Hysteroscopy
 

Abdol 11.Hosseinian, M.D. -- University of Chicago, Chgo. Med. School
 

Lourens J.D. Zaneveld, D.V.M., Ph.D., -- Jniversity of Illinois
 

$53,480 	 7/1/75 - 6/30/78
 

Objectives: 	 To negate the present drawbacks of which electrocoagulation of
 

the uterotubal 3unction by hysteroscopy suffers by mechanically
 

blocking the uterotubal junction by a device which could be
 

easily carried, implanted and/or removed by a suitable hystero­

scope: to provide a technique that could be caried out in a
 

physic3an's office under local anesthesia.
 

Accomplishments:
 

The accomplishments were fully described in the previous semi­

annual report. During this report period, the animals in whom
 

the devices had been removed were continually bred and an addi­

tional two pregnancies resulted. In summary, 21 baboons of
 

proven fertility had the devices implanted and no pregnancy
 

resulted. Removal of the devices was carried out in 14 baboons
 

of whom 11 were bred to evaluate the reversibility of the
 

sterilization technique. A total of 7 pregnant baboons have
 

been observed. Three baboons underwent hysterectomy and the
 

pathology report indicated good tissue tolerance for the devices.
 

As far as could be determined, the tubes were patent upon
 

removal of the devices, even after a period of over two years
 

of use.
 

The research findings have been incorporated into the Phase I
 

clinical study performed in Iran under PARFR-87N.
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Project: 	 P,,RFR-79W
 

A Method for Reversible Sterilization in the Female
 

C. Irving Meeker, M.D. -- Maine Medical Center
 

$32,370 2/1/77 - 8/31/77 (Vermont)
 

$48,594 9/1/77 - 9/30/78 (Laine)
 

Objectives: 	 To fabricate a variety of special dcvices designed for use in
 
the stumptail macaque monkey and to insert them in 45 animals.
 
Observations will be carried out with regard to effectiveness
 
against pregnancy, and later removal of the devices and fertility
 
restoration.
 

Accomplishments:
 

Forty-one animals have had the tubal insertion of the device.
 
Two animals died secondary to trauma received in fights with the
 
male. The other animals have been continuously bred for over
 
ten cycles and no pregnancies have resulted. In the spring of
 
1978, most of the animals were reoperated and the devices removed.
 
Gross observation revealed imbedding of the suture around the
 
tube with great difficulty for removal in some of them. In two
 
animals, a mild hydrosalpinx was noted proximal to the device.
 
The devices were easily milked out of the tube in all animals.
 
The animals are currently in breeding. Several of the animals
 
have been kept with the devices in the tubes for longer term
 
observation.
 

Project: 	 PARFR-80N
 

Fertility Control through Local Cervical Injection of Micro­
encapsulated Progestins
 

David W. Keller, M.D. -- Washington University, St. Louis
 

Robert E. Sparks, D.Eng.
 

$163,526 	 7/1/75 - 7/11/78
 

Objectives: 	 The two primary objectives of this project are to demonstrate
 
that low concentrations of progesterone administered locally
 
into the cervix are potentially effective contraceptive agents,
 
and Lhat sustained-release, bioabsorbable capsules can be
 
developed to achieve long-term contraception utilizing the
 
cervical injection technique.
 

Accomplishments:
 

Microencapsulation of progesterone has been developed and pro­
vides appropriate release rates both in vivo and in vitro.
 
Unfortunately, major difficulties were encountered in the
 
research protocol and the experimentil animal model (cow).
 
The animal results were inconclusive with regard to the con­
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PARFR-80N
 

Accomplishments: (continued)
 

traceptive effect of progesterone released in micro quantities
 

at the cervix. Increasing the dosage to extremely high levels
 

did not seem appropriate as a useful means of contraception.
 

The Scientitic Advisory Committee, at its July 10, 1978 meeting,
 

reviewed un extension request and voted not to extend the project.
 

The proi2ct was amended to 7/11/78 to cover animal costs.
 

Project: 	 PARFR-81N
 

Clinical Evaluation of Intrauterine Devices Containing Epsilon
 

Aminocaproic Acid (EACA)
 

Peter F Tauber, M.D. -- University of Essen, West Germany
 

$53,187 	 5/1/76 - 6/30/78
 

Objectives. 	 The objectives have been to determine the possible uptake of
 

the antifibrinolytic agent, EACA, into the general bloodstream
 

of women following intrauterine administration of the drug;
 

enrollment of a small number of women to determine efficacy
 

and side effects of this medicated IUD, to determine actual blood
 

loss by atomic 	absorption spectrophotometry of menstrual tampons
 

and napkins collected during two menstrual pcriods.
 

Accomplishments:
 

The investigator has enrolled three groups of sixty women each
 

using the following intrauterine devices: 1) ml-cu250;
 

2) ml-cu250 with EACA capsule; and 3) plain multi-load device.
 

Two pregnancies resulted in women having the plain multi-load
 

device; accordingly, this device was excluded from the comparison
 

study. The other women had periodic blood loss determinations,
 

and the data are presently being analyzed. A three month extension
 

(to 9/30/78) with additional funding is in process.
 

Project: 	 PARFR-82N
 

Measurement of Blood Loss of Women Fitted With Copper-Clad and
 

Standard Lippes Loops
 

Fouad Hefnawi, 	M.B., M.S. -- Al-Azhar University, Cairo, Egypt
 

$59,329 	 11/1/75 - 6/30/78
 

Objectives: 	 To determine the event rate, acceptability and measured blood
 

loss in women having either a standard Lippes Loop or a Copper-


Clad Lippes Loop.
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PARFR-82N (continued)
 

Accomplishments:
 

The enrollment of women in the study has terminated. The
 
remaining period of the study will be observation in close
 
follow-up and measurement of blood loss.
 

A ten month extension (to 4/30/79) with additional funding

is in process. A final report will be available by June,
 
1979. The data for this study are being cumulated by IFRP.
 

Project: 	 PARFR-83N
 

Studies to Test an Injectable Delivery System for the Sustained
 
Release of Norethisterone
 

Lee R. Beck, Ph.D. -- University of Alabama
 

Donald R. Cowsar, Ph.D. -- Southern Research Institute
 

$189,214 	 4/1/76 - 3/31/79
 

Objectives-	 To develop an injectable formulation for the control of fertility
 
in women utilizing norethisterone in combination with biode­
gradable, injectable, controlled-release delivery system.
 

Accomplishments:
 

A biodegradable controlled-release delivery system has been
 
developed and studied in the baboon. Zero order release rates
 
have been obtained beyond twelve months. The manufacture of
 
the system can be controlled to yield microspheres releasing
 
steroid over a period as short as thirty days or as long as
 
one year.
 

A Phase I clinical study has just begun in Mexico City
 
under the direction of CIFE. The principal investigators from
 
the University of Alabama and Southern Research Institute will
 
collaborate with their Mexican colleagues in carrying out
 
the agreed-upon protocol.
 

PARFR-83N has been extended to study further the biodegradable
 
kinetics in the rat model. This information is necessary to
 
satisfy FDA toxicological requirements. Secondly, drug release
 
will be studied in vivo in rats and rabbits when the injections
 
are made in various tissues. Different dose levels of
 
microspheres-containing steroids will be used in baboons. 
This
 
additional information should make it possible for studies in
 
the human female using a thirty or ninety-day system.
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PARFR-84N
Project: 


Evaluation of the Copper-T IUD as a Post-Coital 
MeLhod of
 

Contraception
 

-- Planned Parenthood of Buffalo, New York
 Jack Lippes, M.D. 


10/1/77 - 6/30/78
$25,692 


To select 100 patients from the Planned Parenthood of 
Buffalo
 

objectives: 

Clinics requesting post-coital contraception 

within 96 hours
 

of unprotected mid-cycle intercourse. These patients will
 
Various tests
 

a Copper-T Intrauterine Device inserted. 


will be carried out, including the new, extremely 
senoitive


have 


beta-HCG measurements.
 

Accompl3ishments:
 

Because the investigator has found it next 
to impossible to
 

obtain volunteers for hormonal studies fol]owing 
insertion of
 

the Copp r-T IUD, the study has terminated. 
Instead and at
 

much reduced cost, the principal investigator 
will collate
 

life-table rates on the 250 v.omen who have 
had a Copper-T or
 

Copper-7 device inserted following unprotected 
mid-cycle
 

This data will be available by September, 
1978.
 

intercourse. 


Project: PARFR-85N 

Collagen Sponge Contraceptive: Testing of Efficacy in Human 

Volunteers 

Milos Chvapil, M.D., Ph.D. -- University cf Arizona 

$98,124 12/1/76 - 6/30/78 

Objectives. To develop and test an intravaginal loni-acting 
contraceptive 

made of collagen sponge, capable of self-administration. 

Accomplishments:
 

Post-coital sperm penetration studies have 
been completed in
 

They affirm the effectiveness of the
 twenty-one couples. 

It now appears
a mechani.cal block.
collagen sponge acting as 


that two different sized sponges will be required, 
mostly
 

Women will
 
depending upon the relaxation of the vaginal 

walls. 


be instructed to try to use the larger size first, 
and if
 

uncomfortable, switch to the smaller size.
 

A suitable number of sponges with attached tapes 
have been received
 

A total of 65 couples have been
 from the West German manufacturer. 

These
 

enrolled as volunteers in this clinical efficacy 
study. 


couples will use only the collagen sponge over 
the next period of
 

six to t,-.Ive months.
 

Due to delays in manufacture and the necessary 
completion of the post­

coital testing, the project has been delayed. Accordingly, a no-cost
 

extension has been requested and approved for a period 
of six months
 

to December 31, 1978.
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Project: PARrR-86N, G & K 

Phase I Clinical Trial of Fallopian Tube Closure Using 

Methylcyanoacrylate Tissue Adhesive Delivered Through 

the Single Application Fertility Regulating Device 

Robert S. Neuwirth, M.D. -- St. Luke's Institute for Health Sciences 

Ralph M. Richart, M.D. -- Columbia University 

PARIFR-86N $36,602 6/1/78 - 5/31/79 

objectives: To determine the safety and efficacy of the single application 

fertility regulation device for the delivery of methyl­

cyanoacrylate to the fallopian tubes of human volunteers. 

Accomplishments:
 

The study will be undertaken in one South Korean institution
 

(Korea University, PARFR-86K, 6/1/78-5/31/79, $16,080) and one
 

German institution (PARFR-86G, 9/1/78-8/31/79, $27,159J.
 

Dr. Sung-bong Hong (Korea University) participated in a training
 

session in Cologne, Germany in May, 1978. The principal inves­

tigators intend to arrange additional clinical trials in other
 

LDCs.
 

Project: PARFR-87N
 

Hysteroscopic Sterilization Technique by Using Uterotubal
 

Junction (UTJ) Blocking Devices
 

Abdol H. Hosseinian, M.D. -- Reza Pahlavi Medical Center
 

Chicago Medical School and Cook County Hospital
 

$17,310 11/1/76 - 10/31/77 (Iran)
 

To investigate the efficacy of mechanically blocking the utero-
Objectives: 

tubal junction by means of a device which could be implanted
 

in or removed from the tubal ostium through hysteroscopy.
 

Accomplishments:
 

The Phase I human study for UTJ Device insertion and removal has
 

been completed in a satisfactory manner. The investigator has
 

modified the hysteroscope in order to obtain a better lateral
 

angle for the insertion of the devices. Thud modification has
 

been carried out by Eder Instrament Company, Chicago. The
 
If
investigator is now using this modified instrument in Iran. 


suitable, the investigator proposes a clinical efficacy study
 

in Iran and in two or three other countries. A proposal for this
 

study will be submitted to SAC in the fall of 1978.
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Project: PARFR-88N
 

Study to Determine the Safety and Efficacy of Copper-Releasing
 

a Method of Post-Coital Contraception
IUDs as 


Louise B. Tyrer, M.D. -- Planned Parenthood Federation of America, inc. 

3/1/77 - 8/31/78
$83,020 


To determire the effectiveness of copper-releasing IUDs in
 Objectives-

preverting intrauterine pregnancy in a population of 

women
 

following unprotected mid-cycle intercourse to ascertain that
 

in those in whom conception occurs, there is not an 
unacceptably
 

high rate of extrauterine implantation.
 

Accompllshments-


This study failed to enroll sufficient numbers of volunteer
 

women willing to accept an IUD as a post-coital method of
 

contraception and to return to the clinic every other day 
for
 

Accordingly, the study
pregnancy hormone and other studies. 


will be termirated.
 

Project: PARFR-89N
 

Fallopian Tube Cauterization and Closure by Silver Acetate-


Alginate Formulations
 

Harry P. Gregor, Ph.D. -- Columbia University, New York
 

1/15/77 - 1/14/79
$82,684 


Separate agreement with St. Luke's Hospital for animal charges.
 

- 9/30/78
$31,844 11/1/77 


Total Budget relating to PARFR-89N: $114,528.
 

Objectives: To refine the formulation of silver acetate, an insoluble
 

calcium salt, sodium alginate, a calcium sequestering agent,
 

and distilled water, so that it will be sufficiently fluid
 

to develop an
for administration to the fallopian tubes; 


improved technique for the sterilization of females which
 

uses cotmnercially available materials and is deliverable by
 

a blind delivery system.
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PARFR-89N (continued)
 

Accomplishments:
 

Working closely with his colleagaes at St. Luke's HoEpital,
 
the investigator has been successful in developinq appropriate
 
formulations of appropriate viscosity in order for the material
 
to be delivered "blindly" via the use of the spccially designed
 
adminibtiation system. The material has been placed in monkeys
 
to determine tubal closure effects. These results will be
 
available in the fall of 1978. If this formulation appears
 
satisfactory, a parallel study, under WHO auspices, will be
 
carried out in Lucknow, India using the monkey facilities there.
 

Project: PARFR-904 

New Method for Obstructing Vas Deferens by Direct Injection of 
Chemical Agents- A Non-Operative Technique of Hale Sterilization 

Joseph E. Davis, M.D. -- New York Medical College 

$59,305 7/1/77 - 9/30,/78 

Objectives: To test in 100 human volunteers a direct percutaneous injection 
of a mixture of ethanol and formalin as a vas-occlusive agent. 

Accomplishments:
 

Twenty-seven volunteers seeking vasectomy agreed to participate
 
in this study and underwent bilateral vas injection between
 
Octobe , 1977 and April, 1978. The results are promising.
 
Bilateral vas injection can result in azoospermia, although the
 
results thus far are not consistent. Several problems remain,
 
including stadardized delivery of the materaal, the question of
 
reinjection after an appropriate period of follow-up, and from
 
a scientific point of view, histopathologic examination of the
 
vas in those men who have azoospermia.
 

The orincipal investigator is collaborating with biomedical
 
engineers in the development of a more feasible delivery system.
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Project: PARFR-91N 

Preparation and Evaluation of Biodegradable Cylindrical Implants 
for Fertility Control 

Donald L. Wise, Ph.D. -- Dynatech R/D Company, Cambridge, MA. 

$80,440 6/1/77 - 9/30/78 

Objectives: To demonstrate in baboons, supported by further testing in rats, 
that a small biodegradable cylindrical implant releasing 
d-norgestrel at approximately zero-order for a peiiod of at 
least twelve months is feasible. 

Accomplishments:
 

Biodegradable cylindrical implants releasing d-norgestrel have
 
been manufactured and implanted in baboons and small animals,
 
in accordance with the study protocol.
 

A site visit of this project was done in May, 1978 and suggestions
 
were made to engineer a more appropriate implant configuration.
 
The present implant requires approximately 30 cm. of rod which
 
has to be inserted via a trocar.
 

The investigators nave completed all phases of the first portion
 
of this project, and will be requesting an extension at the
 
September, 1978 SAC Meeting.
 

Project: 	 PARFR-92N 

Contraception by Induction of Mild Uterine Inflammation 

Deborah J. Anderson, Ph.D. -- Medical Research Foundation of Oregon 

$36,145 6/1/77 - 6/30/78 

Objectives: 	 To determine if pregnancy can be interrupted by the induction of
 
mild uterine inflammation.
 

Accomplishments:
 

The investigator has submitted an extension proposal to SAC to
 
continue studies on the use of various matrix substances that pro­
vide for a slow release of glycogen which has been found to have
 
a contragestational effect when administered in appropriate doses
 
on certain days of pregnancy.
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Project: 	 PARFR-93N
 

Workshop on Animal Models of Fertility and Contraception
 

Nancy Huckenhirn, Ph.D. -- National Academy of Sciences,
 

Institute for Laboratory Animal Re-ources
 

$50,500 	 8/1/77 - 6/30/78
 

Objectives: 	 To organize an international workshop on the use of labora­
tory animals in reproductive research to be held at the
 

National Academy of Sciences in May, 1978. The szlentific
 

papers, poster exhibits, and proceedings will be published.
 

The publication should serve as a manual for the use of ani­

mals in reproductive research and contraceptive development.
 

Accomplishments:
 

The workshop was held May 8-10, 1978 and was received very
 

positively. PARFR has negotiated the publication of the
 

proceedings with Harper and Row Publishers. Publication
 
date is anticipated for May, 1979.
 

Project: 	 PARFR-94N
 

Modern Modified Aldridge Procedure
 

William Droegemueller, M.D. -- University of Arizona 

$37,744 	 12/1/77 - 9/30/78 

Objectives: 	 To test in baboons a modern modification of the Aldridge pro­
cedure; specifically, a surgical technique of enclosing the
 

fimbria of the fallopian tubes in a stocking made of micro­

porous expanded polytetrafluoroethylene.
 

Accomplishments:
 

The tubal hoods were hand manufactured at the University of
 

Arizona and in January, 1978, the animals had the caps implanted.
 
The animals are being observed for fertility. At an appropriate
 

time, the majority of animals will be re-operated, the devices
 

removed, and mating again carried out to establish the reversibi­
lity of the procedures.
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Project: PARFR-95N 

Development and Evaluation of a Reversible Vas Deferens Blocking 

Device 

Lourens J.D. Zaneveld, D.V.M., Ph.D. -- University of Illinois 

$68,102 7/1/77 - 9/30/78 

objectives: To further test in rabbits and primates a reversible vas deferens 

blocking device. 

Accomplishments:
 

The study has been extended in order to provide longer term
 
Difficulties
observation of the device in rabbits and in primates. 


were encountered in moving from the rabbit to the primate model.
 

A modified shug device has been developed and inserted in a 
number
 

of monkeys. Thus far, all monkeys have reached very low or azoo­

spermic levels.
 

Project: 	 PARFR-9GN
 

Long-Term Study on the Effectiveness of an Injectable Polymer
 

System in Producing Tubal Occlusion in Rabbits
 

-- Michael Reese Hospital & Medical Center
Ramaa P. Rao, M.D. 


Antonio Scommegna, M.D. Chicago, Illinois
 

3/15/78 - 9/14/78
$18,805 


+ agreement with Abcor for providing polymer ($1,500.)
 

Objectives-	 To determine the feasibility of tubal occlusion via an injectable
 

polymer system in rabbits.
 

Accomplishments:
 

Abcor has been provided a small amount of funds to produce the
 

polymer that will be used at the Michael Reese Animal Research
 

Facility. Due to manufacturing delays, the polymer has not, as
 

yet, been made.
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Projecti PARFR-P8 

Water Soluble Condom Feasibility Study 

Charles Salivar -- Emko Company, St. Louis 

Objectives: 

$5,790 7/1/77 - 6/30/78 

To develop and test a biodegradable condom made of thin poly­
lactate/glycolate containiig spermicidal drug. 

Accomplishments:
 

A large variety of biod'qradable films have been examined with
 
regard to their suitability for use as a spermicidal-containing
 
condom. 
Several prototypes have been developed. The investigator

has requested an extension for manufacture of a suitable number
 
in order to do Phase I clinical studies. It is likely that these
 
studies will begin in the winter of 1978.
 

Project: PARFR-P9
 

A Fibrous Polymei for the Delivery of Contraceptive Steroid to
 

the Female Reproductive Tract
 

Danny H. Lewis, Ph.D. --
Southern Research Institute, Birmingham, AL.
 

$6,000 12/1/77 - 6/30/78
 

Objectives: 
 To fabricate and evaluate in vitro progesterone-releasing fibers
 
and macrospheres connected by a fiber for potential contracep­
tive application in women.
 

Accomplishments:
 

Progesterone releasing fibers have been developed and are being

studied in small animals for their release rates. 
An extension
 
request has been approved to further develop the biochemical
 
engineering processes, and to study a variety of uses for the
 
slow releasing f~bers. Animal studies will be done in coopera­
tion with the University of Alabama.
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Project: PARFR-PlO 

Fertility Requlation by Control of Progesterone Clearance 

Robert T. Chatterton, Ph.D. -- University of Illinois 

$7,217 1/1/78 - 10/31/78 

Ob3ectlves: To test the hypothesis that clearance of progesterone 
can be 

sufficiently increased by oral administration of encapsulated 

anti-progesterone antibodies to bring about involution of 
the 

endometrium. 

Accomplishments:
 

An antiprogesterone antibody has been developed and studies
 

indicate its effectiveness in reacting with progesterone.
 

Ma3or technical problems need to bc addressed including 
appro­

priate encapsulation of the antibody in order to prevent
 

gastric digestion and to provide sufficient residence in 
the
 

small intestine to bind up like quantities of progesterone
 

circulating through the entero-hepatic circulation.
 

Project: PARFR-Pll
 

Evaluation of Carbohexoxymethyl 2 Cyanoacrylate as a Tube-


Blocking Agent
 

Ralph M. Richart, M.D. -- Columbia University, New York
 

2/1/78 - 6/30/79$5,790 


To determine the feasibility of carbohexoxymethyl 2 cyanoacrylate
Objectives: 

as a tube-blocking agent in primates.
 

Accomplishments:
 

has been inserted in the
The material, supplied by Ethicon, Inc., 

Six months observation
fallopian tubes of six squirrel monkeys. 


will determine its effectiveness and histopathologic findings.
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Project: PARFR-Pl3 

An Evaluation of the Efficacy of Candidate rimbrial Prothesis 
in Female Rabbits and the Evaluation of Fimbrial Devices as a 
Aeversible Technique of Female Sterilization 

I,,o Brosens, M.D., Ph.D. 

Willem Boeckx, M.D. 

-- Catholic University of Leuven, Belgium 

$4,741 5/1/78 - 4/30/79 

+ agreement with IFRP ($1,700). 

Objectives: To determine the efficacy of a fimbrial hood in rabbits as a 
reversible sterilization procedure. 

Accomplishments:
 

The tubal hoods have been hand manufactured at IFRP and the
 
devices have been inserted in rabbits. They are being observed
 
via breeding for loss of fertility. After an appropriate period
 
of time, the rabbits will be reoperated and the devices removed.
 
Breeding experiments will again be carried out to determine
 
possible reversibility of these procedures.
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WORK PLAN
 

Anticipated Accomplishments
 

During the next six montn%' reporting period, a substantial in­
crease is anticipated in proposals submitted for consideration because
 
of PARFR's attendance at relevant medical and scientific meetings,
 
closer collaboration with other organizations working in the field cf
 

reproductive resuarch and contraceptive devclopment, greater effort at
 
solicitation (RFP and Jou-ial Announcement-.), and Dr. Elizabeth Connell's
 
joining PARFR's Staff.
 

Completed negotiations with a Guatemalan Institution and possibly
 
another Latin American inftitution is contemplated by November, 1978 for
 
the Phase I Clinical Study on the use of 11CA as a fallopian tube tissue
 

adhesive, delivered by an instrument through the cervix without the
 
need for surgery.
 

Negotiations should be completed for early Phase II Clinical Studies
 
on the following PARIR-sapported developments
 

Collagen Sponge - The investigator and PAPR are interested in
 
supporting the further testing of the sponge in a variety of
 
socio/cultural settings in both developed and developing countries.
 

Spermicidal Condom - Additional PARFR support will be requested
 
to permit the small scale manufacture of a suitable number of
 
spermicidal-containing, biodegradable condoms for clinical
 
studies regarding acceptability and effectiveness. These clin­
ical studies are anticipated to be carried out in the United
 
States and in developing countries.
 

Uterotubal Junction Blocking Plug - The investigator and PARFR 
are working closely together in the equipment modifications 
required, and in the development of an appropriate protocol 

for Phase II human studies to be carried out in the United 
States, Iran, Thailand, and Germany. 

Additionzl negotiations and eventual contracts support are anti­
cipated for the following research: Continued Development and Testing
 
of a Series of Related Compounds that Prevent the Degradation of Pros­
taglandins, to be carried out at the Jefferson Medical College, Phila­
delphia, and Lepetit Research Laboratories, Milan, Italy;
 

Dr. I. Meeker, Maine Medical Center, and several developing countries,
 
for Phase I Clinical Testing of the Meeker Intratubal Device,
 

Similar negotiations will be started with several developing countries
 
for the testing of certain new non-surgical methods for vas deferens ob­
struction, including the percutaneous injection of sclerosing agentL, and
 
electrocautery administered through the skin.
 

Data analysis will be completed on the metabolic differences of
 
ethynyl estradiol administration among women in Nigeria, Sri Lanka,
 
Thailand and The United States (Southwest Foundation; Dr. J. Goldzieher);
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A protocol is being developed that will satisfy FDA toxicological
 

requirements for the human use of quinacrine HCL in pellet form adminis-
AdditLonally, a
tered intrauterine for the pu pose of tubal closure. 


clinical study may be supported by PARFR involving two or three Latin
 

American institution'-. 

and Row Publi hers will make availableIn Novconber, 1978, Harper 

on "Reversal of Sterilization."
the Proceedings of thc. PAPFR Workshop 

This conference was held in December, 1977 in San Francisco, California.
 

The manuscripts and discuss,on summaries for the sixth PARFR­

supported Workshop (PARFR-93N), "Animal Models for Research on Contra­

ception and Fetility," held at the National Academy of Sciences in 

Washington, D.C. in May, 1978, has been completed and submitted to 

Harper and Row for expected publication in fay, 1979. 

The manusciipts and discussion summaries for the seventh PARFR
 

Workshop, "Piegnancy TermLnation. Procedures, Safety and New Develop­

held in Nassau, Pahamvas in May, 1978, will be completed inents," 

August, 1978, and submitted to Harpei and Row for expected publication
 

in May, 1979.
 

PARFR is planning its eighth Workshop, "Intiavaginal Contraception,"
 

to be held in April, 1979 in Guatemala. Publication of these proceed­

ings is anticipated.
 

Procedures and Activities
 

The remaining Scientific Advisory Committee Meetings for 1978 are
 

scheduled for:
 

July 10, 1978 (Chicago)
 
September 6, 1978 (Washington, D.C.)
 

December 11, 1978 (Chicago)
 

PARFR will eyhibit at the annual meeting of the Association for
 

Planned Parenthood Physicians on October 24-27, 1978 in San Diego,
 

California.
 

Factors Affecting Accomplishments
 

PARFF envisions expansion in terms of the number of actively
 

supported projects through the coming-on-board of Dr. Elizabeth
 

Connell, as PARFR's Research Development Coordinator.
 

Plans for DC Involvement
 

During the next six months, PARFR will be supporting collaborative
 

research and development projects in South Korea, Mexico, and Thailand.
 

Beginning negohiations regarding certain contraceptive research projects
 

have been started with interested investigators in two Central American
 

coxv,.rieb, four Middle East and Asian countries, and one country in
 

Africa. With the continucd support of USAID, it is entirely likely that
 

PARFR will be able to mount a signifi(ant number of contraceptive re­

search projects in developing countries du-ing the nect years. In
 

addition, PARFR will continue to strengthen its involvement in developing
 

countries by closcr collaboration with international organizations
 

working in the field of fertiiity control, and by seeking out opportunities
 

in these countries for PAPFR-initiated research.
 





PARFR FINANCIAL REPORT, 6/30/78
 

Budget 
7/1/75 -

6/30/78 

Expended 

7/1/75 -

6/30/77 

Expended 

7/1/77 -

12/31/77 

Expended 

1/1/78 -

6/30/78 

Expended 

7/1/75 -

6/30/78 

Outstand 

Commit. 

a/o 6/30/78 
Uncommit. 

Balance 

Salaries 

Total Salaries 

02 
03 

141,800.58 
82,828.88 
224,629.46 

78,623.98 
41,890.48 
120,514.46 

28,166.64 
16,014.03 
44,180.67 

35,009.96 

14,503.64 
49,513.60 

141,800.58 

72,408.15 
214,208.73 

...... 

---

---

10,420.73 
10,420.73 

Frng. Bnfts. 13 30,259.04 15,734.01 6,134.28 6,931.89 28,800.1 1,458.86 

Indirect Costs 88 78,050.05 45,795.51 14,274.37 14,854.09 74,923.97 --- 3,126.08 

Supplies 

Total Supplies 

05 
09 

10 
12 
78 

70,081.14 
135.00 

36.13 
712.00 

2,091.89 

73,056.16 

37,737.50 
---
36.13 

---

1,346.44 

39,120.07 

14,218.16 

---
22.00 

24.08 

14,264.24 

17,447.83 
........---

645.00 

94.97 

18,187.80 

69,403.49 

36.13 
667.00 

1,465.49 

71,572.11 

3,017.37 

...... 
45.00 

---

3,C62.37 

(2,339.72) 
135.00 

--­

626.40 

(1,578.32) 

Equipment 06 10,7E5.55 3,769.23 11.50 6,790.07 10,570.80 1,600.00 (1,415.25) 

Consult.Fees 

Tot. Con. Fees. 

49 
50 

10,056.89 
19,523.11 
29,580.00 

---
13,573.11 

13,573.11 

---
3,425.00 

3,425.00 

4,250.00 
2,525.00 

6,7,5.00 

4,250.00 
19,523.11 

23,773.11 

125.00 
......--­

125.00 

5,681.89 

5,681.69 

Travel 07 117,950.14 48,850.14 13,130.47 15,253.46 77,234.07 934.00 39,782.07 

Moving Expense 18 1,846.17 954.38 --- 891.79 1,846.17 ...... 

Remodel & Maint. 52 11,249.30 11,249.30 --- 11,249.30 ...... 

Wksp/Publ 91 168,275.21 48,275.21 18,321.18 28,301.94 94,904.33 --- 73,370.88 

Subcontracts 90 2,543,579.92 721,498.62 219,620.22 291,158.51 1,232,277.35 482,413.77 828,888.80 

Pilot Studies 92 120,000.00 19,953.52 6,629.36 8,861.87 35,444.75 14,429.88 70,125.37 

Tot. Research 2,663,579.92 741,452.14 226,249.58 300,020.38 1,267,722.10 496,843.65 899,014.17 

Tot. Workshop 
Tot. Adminis. 

168,275.21 
577,375.87 

48,275.21 
299,560.21 

18,321.18 
95,420.53 

28,307.94 
119,197.70 

94,904.33 
514,178.44 

---
5,721.37 

73,370.88 
57,476.06 

Total Budget 3,409,231.00 1,089,287.56 339,991.29 447,526.02 1,876,804.87 502,565.02 1,029,861.11 



36. 

SUMMARY FINANCIAL REPORT 

7/1/75 - 6/30/78 

7/1/75-6/30/78 EXPENDED EXPENDED EXPENDED 

PARFR 7/1/75- 7/1/77- 7/1/75-

Total Budget 6/30/77 6/30/78 6/30/78 
at NU 

Salaries & Wages $ 224,629.46 $ 120,514.46 $ 93,694.27 $ 214,208.73 

Fringe Benefits 30,259 04 15,734.01 13,066.17 28,800.18 

Indirect Costs 78,050.05 45,795.51 29,128.46 74,923.97 

Supplies 73,056.16 39,120.07 32,452.04 71,572.11 

Equipment 10,755.55 3,769.23 6,801.57 10,570.80 

Consulting Fees 29,580.00 13,573.11 10,200.00 23,773.11 

Travel 117,950.14 48,850.14 28,383.93 77,234.07 

Moving Expenses 1,846.17 954.38 891.79 1,846.17 

Remodeling & Maint 11,249.30 11,249.30 ---- 11,249.30 

Workshops/Publ 168,275.21 48,275.21 46,629.12 94,904.33 

Subcontracts 2,543,579.92 721,498.62 510,778.73 1,232,277.35 

Pilot Studies 120,000.00 19,953.52 15,491.23 35,444.75 

TOTAL $3,409,231.00 $1,089,287.56 $ 787,517.31 $1,876,804.87 



37.
 

PARFR Budget 7/1/78-6/30/79
 
as approprlated
 

at Noithwesteln Univcrsity
 

166,920.73
SALr0MILS 


23,800.36
FRINGE BF',FITS 

58,459.58
INDIrLCI CO;TS 

39,484 05
SUPPi-T-c 

I -"ll ",T 5,184.75 

27,170 89
CO0cULTIN FEES 

64,716.07
IRI"'a 

MI01.<2 -LhSE 5,000.00 

5,000 00flE"2hYL & \kINT. 


VTO PSr'GF 101,870.88
S/'UBL 

SUBGTJf, TS 1,844,916.57 

89,902 25PILOT STLDIES 

1,934,818.82
TOTAL F<-L52PCH 


101,870.88
TOTAL UDRr71I0P 

395,736.43
TOTAl AT 'IIN 

2,432,426.13
TOTAL BUDGET 


http:2,432,426.13
http:395,736.43
http:101,870.88
http:1,934,818.82
http:1,844,916.57
http:101,870.88
http:5,000.00
http:64,716.07
http:5,184.75
http:58,459.58
http:23,800.36
http:166,920.73




PAI'1 !IC 11 [i-T [( I \J' II , IPiL 

tNlV I' , IV 

, 	 PARIV S'T"dT' PlIt-0 NTVOTT L. 20, 1S-II 

ll Ia, it.. 	 Di.D.,Diane H. }rio iJohn J. C' 
Aqui1e, J. Sobr( io, fi.D.Naru(,y J! , n Wic , Pnl D

P'h.D. 	 Gerold 1. Za uchni, ri1.D., M.Sc.POIKt-t 'I L1,1t t, t(),, 

,i 1u.I IL- CJL -I IlICI , II.D. 

1,,uu C. "att,;r, D.V. 

USA1D I'H Ltth 'RL, SI Ni'
Robc 	 i , r II . 

•haprwi,E - , ha ',a, M.D. 
ai,'ph r' -iz liht, Pl P. Miriam Labbok, 1 D. 

A A I,, t rI.. 

Tl t ent -foi' th guctlri of the PAPd'R Scientific Adva',oiy Cormittee convened 

on Wc -'n ,, 1,rich 2, 19/8 at 8:00 a.m. at the New Orlean, ,arriott in New 

J. ScLarfa pe -idc-d aL, chairman llnutes, oforlca I, T uisl ana. Dr. John 

thc C ,, 7, 1917 1) ttL :lg wcle aplirovc d with no voic.cd corlectcLon .
 

1 	 A IL,"I 

A .ami an S. o-jhisgi, Ml.D. from 1hlyn,. StaLe Univel., ,ty iln Detro.t was 

fori "lly mntro~jcCd to the SI( rorbcrs. A copl' of his C.V. was 
circulalt eK 

B. 	 Th( Ju'R. 1, 197F SAC ril' tin wa- rcsc hrduled for July 10, 1978 

in Cna cacq - t tlh 0' flre I'gc i , rlyatt. Tr( remiain ing SAC dates 

for 1973 ic -- i iW qmir" 

, 1-,, -- Wshington, D.C. fnternat onal Imn (Thomas Circle) 

D'~cD'iber 1], 978 -- Chicago, Illinoi!s, Location to be determained. 

II. 	 NE ; LU%ILbS% 

A 	 ExteniS-oui Pr-o cjzalRev-e,, 

Alabama in Birmingham1. 	 PARPF,-83'% -- Lee R. Beck, Ph.D., Unversity of 

"Studin' to 'i,,st an Injectable Delive'ry Sy.,stem for the Sustained 

ReleaF of I orcthistcrone" 

Dr. Zctuclin rcported on hic rost recent conversaton with Dr. Beck 

conceining tni-, cyten,,ion request. 'Ibis extension proposal request 

was approvcd by the SAC Committee for 1PARFR contitumd funding 

providd that thr! vaginal macropheres study be deleted for the 

protocol. Dr. Zatuchni vill confer with Dr. Beck concern ng the 

suggested changes by the SAC Members. 
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B. 	 Formal_ropo',,l Rrvic.: 

1. 	 Ramon A/ncir, 11 1. and Guttavo Zamora, M.D., Centro De Investi­

gac iork sobte 1'(L tilidad Y E1ter1idad, A.C., Meyico City, rlexaco 

"Nuo[ciLh teronr flicroca.±,tule Injectihle ConLi ac cptive Study" 

Funding rcqu(-,wt $55,579. Length of projcct on( year. 

Dr. Zatuchni r~ported on the January, 1978 project developient 
site 	vi)it to nc.>ice alo.-g %iithDr,,. B ck, Cowsar and Goldzieher. 

There was considcrable discussion in regard to the modification 
of the propoccd protocol and that tl-e inforrned con.sent folm 
should be modlified. The Committee felt that Dr. Valtukaitis 
should consult %,ithDrs Beck and Zatuchni in iew:orking this protocol. 
The SAC Merbers did vote to approve thls project for funding 
provided that the protocol is modif ed to incorporate the 
suggestions of the Committee. 

2. 	 Charles M. Lynne, M.D., UniversLty of Miami 

"Clinical Evaluation of a Reversible Vasectomy Device, The
 

Bionyx Phaser"
 

Funding requested $89,735.74. Length of projcct two years.
 

The SAC Committee voLed not to approve this project for funding 
in that it would not be in appropriate method applicable to 
LDC's.
 

3. 	 H. G. Madhwa na], Ph.D., Univerbity of Noith Carolina School 
of Mledicine 

"Active Immunization with Follicle Stimulating Hormone Sub-unit
 

ln the Male icnkey" 

Funding requested $66,035 for one year. Length of project two years.
 

The SAC Committee voted not to approve this project in that they
 

felt the research proposed was too basic in nature and too long-term
 

for PARFR considcration.
 

4. 	 Duane L. Garner, Ph.D., Oklahoma State University, College of
 

Veterinary Medicine
 

"Immunoadsorbent Isolation of Specific Spermatozoal Antigens
 

for Use as Anti-Fertility Immunogens"
 

Funding requested $56,853. Length of project onc year. 

The Committee felt that this was an area in imm,unological research 

that PARFR could support. However, the general consensus was that 
an immunological consult should be obtained prior to funding. 

Dr. Zatuchii would contact Dr. Erwin Goldberg, a professor in 
biological science at Northwestern University to request hIs 
consultation on the feasibility of the protocol. The SAC did 

vote 	to approve this project for funding provided the immunological 

consultation was favorable.
 

http:89,735.74
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I . I' , I ii , I) I'll , c~odIcal Col I eq, of Co, gpa
5. 	 V H(ni, 

"lv Il It I', (If I .tjIjjlOl 1', Lh t Ih , I I t oll P , a r, tlhod of 

Cent r-c opt ()iL" 

Flllidl Ill, ttI.pIL( , $ ,0 - V 00) I, ncLh of Iirojo( t t h,o ycdt,. 

Dr. Vat uchvii pi os'nt cd a I (vJ1%, of hi', convOr,,at 1o,0 %,iti 
an off-lLO Ltf o, PAid R-6S0 %,llcer'.by Dr. rlali , 1i c1ni'pr upo' il I 

SAC It t, ,f t i , viit ( d no t to I 12o c Cd It 11 t h( c- ti,,i on i e tl st 

unLi ,n T 1) lid' 1, ti. fl. (i SAC'-. pim,uy o'Lcrin-, on this 

piopo, -,I % ic tne pote ntial ilde cfilL L', of c-,ttojn Tne Corn­
f und izvj.mlntteI, vote 0 nr-t to alip' thiq LLloutfoi 

P. 1 -LL R c 1ou1d,It Ion, I n . , Silver6. 	 T. U. jo, P t, I'h , nci Ira I1hI 


Sprn!',,
n,,yland, 

"Elect , t cLc Dt Ct loll of Ovulat ion" 

Funding i u-w-_ ted $37,900 Lonqth of project one year. 

Thi , propo-a al%., not appioved for funding in that it was felt 

that It Nas not an acceptable or po-,sible mcthod etpecially 

for usC in LDC',. 

C. 	 Pilot Study he'vicw 

1. 	 T. K Robcyts, Ph D., University of Nc -astle, Department of
 

Biological Sciencos
 

"Thu DV lIopc,:,t of Coll-nediated At-oirmunity to Spermatozoa 

Follo,:ing Va'ecto y in Primates" 

Lenjth of project ten months.Funding icqii ct,_a $',324 

The SAC votcd not tcu approve this proJect foY funding in that 

it waE too basic an ndituic. 

2. 	 Allan P. Giiy, Ph.D., IIT Research Institutr, and L J. D.
 

Zaneveld, D.V.11., Ph.D., University of Ilino', at the edical
 

Centcr
 

"Evaluation of Acrosin Inhibitor,- as Systemic Antifertility Agents" 

Funding requested $6,237. icngth of pro3ect one year. 

The SAC votcd not to approve this project for funding because of 

potential toxicity of the compounds and the lack of evidence 

demonstrating an oral (systemic) effcct.
 

D. 	 Informal Proposal Rview 

The SAC voted not to request formal proposals from the following four projects.
 

1. 	 Michael J. Free, Ph.D., Battelle
 

Proposed
"The Electrocoagulator for Hale SterilizatLon: 


Improvements in the State-of-the-Art"
 

Funding requested $117,300. Length ot pro3ect two years.
 

http:llcer'.by
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2. 	 Profe,,or Jo,,r.ph Weirinm,in and Dr. fillel Armon, The Hebrew
 
University - lladas' h :(dical School (Israel)
 

"Attempt to Piudict th( PCrnod of Fertility by Ilonitorngi Blood 
Volume Ch, ncjn in th, Human Vayjgna I)uring the I!enstrual Cycle" 

Funhdng requ-ted $G9,0',' Lcngth of project t,.o yr,,as. 

3. Luis Grana, M.D. and John ',. lall(r, MI.D., Chiicago Zlcd'cal School 

"Reversible 	 Icra]e Steiilization , tllol by ILul-Length 
Intratubal Catheter" 

Funding requested $38,253.40. Lenyh of projcct one year.
 

4. 	 Cappy M- -s Rothm-Mn, M.D., Century City Hospital
 

"Diamond Ring"
 

Funding requested $15,225. Length of pioject three months.
 

5. 	 Leonard J. Lerner, Ph.D., Jefferson Medical College
 

"Investigation of New Compounds to Terminate Pregnancy"
 

Funding reque ,ted $66,512. Length of project one year.
 

The SAC voted to request a formal proposal for rcvie,, and
 
discussion at the July 10th reeting.
 

6. 	 Ernest W. Page, MI.D., University of California, San Fiancisco 

"Testing a New Vaginal Dairiei Contiaceptive, the Anti-Conception 

Tampon (ACT) with Unique Spermicide Deliverl System" 

Funding requested $67,792. Length of project one year.
 

Dr. Messer suggested that Dr. Page contact Dr. Chvapil to discuss
 

his experience with the collagen sponge. The SAC voted to re­

quest a formal proposal for conideration at tne July 10th Ileeting.
 

E Subcontract Monitoring
 

1. 	 Site Visit Reports
 

a. 	 Dr. Mather and Diane Krier site visited Dr. Keller (PARFR-80N)
 

on February 15, 1978 in St. Louis Missouri. Dr. Mather re­

ported on the proceedings of the site visit. The site visitors
 

felt 	that Dr. Keller would not request an extension at this
 

point in time.
 

http:38,253.40
http:Jo,,r.ph


1. Sl te Vi'.i t 1R IW)I t' 011t L111 11) 

h. Dr fhlithli and Dt,,w Ki WiL r-'t with Mir. Sdl vat anI fir. Belsky 

(PA~d i-IY) on 1 i ki y 1N, 1978 i, SL. l,ouiL. )I Itktler rc­

poi tt d that M1 . Ikel',ky % ' ncourc '. (I by the I(,U1 t ' of thl ' 

pilot ,t Lud di t 11It IC Wi010 t10L,1 ILtt linq ,m ( Lo'in 'ion rcqt, 

to IA10 1%foi con it i it le Lt th2 July, 1978 flit t 11g 

-t 

Dr- f. . r ind at u( L i , ti visi t. 0 Dr. ClIvcalil (t'ARMR-85N) 

Iarch I(, 1912 tn TuIcsoni, oloa . )r,. lie',,( r ind Z/atuchni 

rep ti ,d on the P1oj)c', , of Dr. Civa:l1. le will bey in human 

testinj a n Api i , 1978. 

on 

Al I tf( vi' I t i Cp,)rt, i re includcd in the Agenda. 

2. Techni( al "_poi ts 

The folio 
formation 

in-1 te.hnIcaI 
IuiI'obe­

reports %ere included in the Aqenda for in­

a. 
b. 
c 
d 
e. 

PAIWR-54n 
PARFRI-87N 
PARI I,,- l--
PAR'i-1'8 
PARE',-t'9 

--

--

--

--

,ippc',/Jacob-, (Final) 
losseinian 
Tyrer 
Salvar/Beilsky 
L.,% is-

I. OLD BUSINLSS 

A. Penrdinrq Froim 9/12/77 .,ctinq 

1. PAPJ'R-871' -- I)r. }cr einir put th- modification of the hystero­

scOpe) out to bid to KI,, 1,der and J:olt. Dr. 1Ios,,enian proposed 

that tl,q ric)1ifi-cution be o',, by Fder and that their bid was 

very io, - $ 1(00. 

Dr. )rcegcqcmu, ller vant(d1 it 
Dr. Zati,(n1 C ,O c SpU'i)h 

with Hos I ,Ii 'i project 

rucorO-d in the mrnutcc, 
lob in negotiating FARVR 
The Comn 3 ttee colic ui.. d 

that he 
pioju(ict 

felt 
, as 

2. PATI'P-9Ci --

been cq)Covad it a 
of Mardli 15, 1978, 
with Ahcor total)ij 
polymr r to Michael 

fundang 
for a ,.., 
$1,500 

Reese 

1ao/'co,,.flgn,ichac, Pc - 'IThe ,ubcontract has 

level of $18,80-) %ttll a ,tart date 

month period. A purchw.ct ' order 
ha'. b c ipprovwd for .,upplying the 

3. The follo' nhg Arcnlmr-nt, liavce been fully e>ccuted: 

a. 
b. 

PARI R-81t, 
PAP P-R9: 

--

--

Tauber, 
llcfnwI 

Amendment 12 
, Amenmrncrit 13 

B. Updates on DeterminationSof the December 7, 1977 SAC Mecetinq 

1. Extension', 

a. PARI'R-92N -- Anderson has been fully executed. 
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i. 	 Ext en- LOW (con tInund) 

b. 	 IPARPR- iJl -- Thli'. AmcndmeriL hal', been appJioved ind is- cur­
rently at Columbiad Uiversity for signatur( s. A puLclhtICt, 
oidex %i,t St.. Luk ', Ilospatal for the animal charge,, 

approv(d by AID Techical and (ont racL Offices. 

2. 	 I'ormnfl Pro,,',,l 5 

a. 	 Dr. T. Kig',, mid trimcster iboj Lion sLudy. A revised 
protocol ha.,, b-cn ' uhmitted to PAIRI. Ns. Krier is pre­

paring colLinicat ]'ns witLh Dr. Moon at Yoriei in Korea 
regarding this study'. Dr. R Burlkmin will be doing a sit­

visit to Korca in June, 1978. Thi Iloj )1ns port ion of Lhi s 
project is bcinng iiccjotiatcd. 

b. PARFR-8G1. -- The St. LuKe's ln',ttLute for Health Sciences, 
Principal Invc-,tigators - Di c.. Ncuvirth/fLtchart. T1his 
subcontract has been submitted to the AID Contract Office 
for approval. Dr. Neuwirth is propo,±ng a training scsion 
in Colojne, Germany with Iiofes',or Zinscr and Di . Sung Bong Hong 
from Korea University to be scheduled the week of may 15, 1978. 
Ms. Krier is walting foi additional information before their 
subcontracts arc .ent to AID Contract Office foi. pippioval. 

3. 	 Pilot Studie, 

a. 	 Brosen-/Bocck>/Laufe (PARE'R-PlI) -- Dr. Laufe %;il1 submit a 
revised piotocol to PARPR in the neAL veek. The 'ubconLract 
will be prepared to the Catholic University of LIeuven in 
Belgium, and a se~irate purchas, oider ,ill be done Lth IPRP. 

b. 	 PARFR-PIO -- Chatteiton ij- fully eyecuted 

c. 	 Frisch -- Dr. J. Divis teportud on his conversation wiLh D,. 
Frisch. His report was favorable and he felt that the pilot 

study should be funded. PARFR Staff will negotiate a subcon­
tract with MIT with a propo-sod statt daLe of June 1, 197k. 

4. 	 Informal Proposals
 

a. 	 Lele -- Dr. Davi', has spoken %:tn Di. Lele and Dr. Lele requested 
to withdraw his proposal at this time. 

C. 	 Pilot Pioposals (Funded but were not pieviously submritted to SAC)
 

1. 	 PARR-Pll - Richart - Fully Executed. 

"Evaluation of Carbohexoxymethyl 2 Cyanoacrylate as a Tube-Blocking
 
Device"
 

Funding requested $5,970. Lenqth of project six months.
 



C. pilot Proposals (continuea) 	 . 

2. Stanwood S. Schmidt, M.D., University of California Medical 

"The 	 Bipolar Needle for Percutaneous Vas Obstruction" 

Funding requested $3,354. Length of project one year.
 

PARFR is waiting to hear from the Univarsity of California Medical 
School at San Francisco regarding this 	proposal.
 

D. 	 Active Project Updates
 

1. PARFR-90N -- Joseph E. Davis, M.D., New York Medical College 

"New Method for Obstructing the Vas Deferens by Direct Injection
 
of Chemical Agents: A Non-Operative Technique of Male
 
Sterilization"
 

Dr. Davis enthusiastically reported on the progress of his
 
study. He has completed twenty-six patients, eight of these
 
are azoospermic within three months. Dr. Davis asked for 
suggestions of the SAC Committee in that he feels he
 
needs to modify his delivery system.
 

IV. MISCELLANEOUS
 

A. 	 Dr. Nancy Alexander reported on the progress of the NAS/ILAR workshop
 

on Animal Models for Research on Contraception and Fertility, May 8-10,
 

1978 to be held at the NAS Auditorium in Washington, D.C.
 

B. 	 The International Workshop and Postgraduate Course on Pregnancy Ter­

mination: Procedures, Safety and New Developments, May 23-26, 1978,
 

Nassau, Bahamas. The Program has shaped up nicely and the attendance
 

response seems promising.
 

It is suggested that the 1979 PARFR Workshop.be held in conjunction
C. 	 with the Ob/Gyn meeting in Tok$.yo in October, 1979. Suggested sites
 

are Philippines, Thailand, SriLanka, Singapore and Seoul. Suggested
 

topics were IUD's, Releasing Devices Both Intravasal and Intravaginal,
 
and Barrier Methods.
 

There being no further business, the meeting adjourned at 3:00 P.M.
 

Respectfully submitted,
 

John J. Sciarra, M.D., Ph.D. 
Program Director, Chairman, SAC 

G0ld I.,Zat i, M.D., M.Sc. 	 Diane Krie. .1. 


Director of echnical Assistance 	 Director of Administration
 
PA1RFR
PARFR 

http:Workshop.be


PROGRAM FOR APPLIED RESEARCH ON FERTILITY REGULATION
 

NORTHWESTERN UNIVERSITY
 

SCIENTIFIC ADVISORY COMMITTEE 
John J Sciarra, M D , Ph D, Chairman 
Northwestern Uninersity
Nancy J Alexander, Ph D 
Oregon Reqional Primate Research Center 
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The Program for Applied Research on Fertility 
Regulation (PARFR), Northwestern University,
in association with the United States Agency 
for International Development, provides scien-
tific and technical assistance and funding sup-
port to foreign and United States institutions for 
applied research in the field or Lontraceptive 
development Priority is given to proposals of 
new or irnprovd methods of fertility control 
appropriate for use in developing countries 
Foreign-based research projects or collabora-
tive efforts between United States and fo-eign 
institutions are encouraged 
Of major interest to PARFR are fertility control 
methods which 

Do not require physici n services 
" Do not require frequent administration 

DDo not require high levels of motivation 

Can be self administered 
Myedesigned
May be effecve on a post coital or hnd
sight basis 
Minimize supply and distribution problems 

Proposals are evaluated by tMe PARFR Staff 
and Scientific Advisory Committee The selec­
tion involves two steps 1) Brief informal pro
posals are screened and selected for conform 
ity with PARFR s aims 2) Selected investigators 
will be requested to prepare and submit formalproposals for further review Projects selected 
for funding may receive maximum support of 
$66,000 annually through subcontracting on a 
co6t-reimbuable basias 
cost-reimbursable basis 
Specific areas of proposed research could in-
clude animal or human investigations leading 
to the development of contraceptive methods 
that 

"Provide for long acting sustained release of 
Scontraceptie drugs or anti-fertiity agents,

cnreContraception 

Interfere with the maturation process of 

1040 Passavant Pavilion
303 East Superior Street 
Chicago Illinois 60611, U S A 
(312) 649-2990 

gametogenesis oPublishers,
Interfere with the transport of gametes by 
pharmacologic o- mechanical means, 
Interfere with the process of fertilization by 

pharmacologic or immunologic means, 
• Interfere with the process of implantation 

by pharmacologic or mechanical means 

PARFR RESEARCH PROJECTS 

The following are research topics which have 
receijed PARFR support biodegradable con­
tracFptive drug release systems, intravaginal 
barrier methods immunological approaches, 
intrauterine delivery systems contragestational 
intervention methods, sperm enzyme inhibitors, 
male pharmacological methods post-coital 
contraceptive methods ovum transport manip­
ulation, and luteolytic contraceptive agents 

Research projects involving male or fema­
sterilization by pharmacological, mechanical, 
and surgical methods have received PARFR 
funding PARFR is also supporting research 
involving several reversible occlusive steriliza­
tion devices in the male and female 

PILOT STUDIES 
PARFR also funds short-term research projects 

to produce preliminary results from 
which extended research proposals may devel­op rhese projects may receive maximum sup­
port of S7,500 for a period not to exceed one 
year 

SCIENTIFIC WORKSHOPS & PUBLICATIONS 
Five workshops have been sponsored by 

FR brkshogthe een sponored 
PARFR, bninging together leading natonal andinternational scientists and clincians repre­
senting an array of disciplines to present their 
experiences nd exchange ideas on the follow­
ing topics Hysteroscopic Sterilizatien, Control 
of Male Fertility, Advances in Female Steriliza­
tion Techniques, Risks, Benefits and Contro­
versies in Fertility Control, .,,. : !versal of 
Sterilization PARFR is also supporting a work­
shop sponsored by the National Academy of 
Sciences/Institute of Laboratory Animal Re­
sources on Animal Models for Research on 

and Fertility to be held in 1978 

ihe proceedings of each workshop are pub­lished and are available from Harper and Row, 
Inc (Control of Male Fertility and

Advances in Female Sterilization Techniques) 
and Intercontinental Medical Book Corporation 
(Hysteroscopic Sterilization) Rss eeisanytrosie iFertilit Risks, Benefits, 
and Controversies i Fertity Control will be 
available in April 1978 and Reversal of Sterili­
zation in August 1978 from Harper and Row, 
Publishers, Inc 
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Update: Risk-Benefit 
Ratio in Contraception 
R isks, Benefits, and Controversies in Fer-
L tility Control" was the focus for the 1977 
workshop sponsored by the Program for Ap-
plied Research on Fertility Regulation. 
PARFR, which is directed by John J. Sciarra, 
M. D., of Northwestern University, was es-
tablished in 1972 under a contract wit the 
Agency for International Development (!,, )) 
Its objective is to support reseurch in contra-
ceptive development and fertility control. 

The 1977 workshop, PARFR's fourth, drew 
investigators from Australia, Nigeria, and 
Central America, as well as Great Britain, 
Canada, and the U. S. The goal was mutual 
updating on all available methods of contra-
ception, with an eye to the risk-benefit ratio of 
the various approaches, and their suitability 
for developing countries. 

Relative Risks 
Malcolm Potts, M. B., of the International 
Planned Parenthood Foundation, London, re-
minded participants at the workshop that all 
the most effective birth control methods-the 
pill, IUDs, abortion, and sterilization--entail 
some risk. But risks need to be seen in per-
spective, he added, particularly in areas of the 
world where maternal mortality is high (290 
deaths per 100,000 live births in Bombay, or 
2,000 in Ethiopia, compared with 12 in Eng-
land and Wales). 

"Unlike astronomers exploring the uni-
verse in a purely intellectual way, we as 
physicians are compelled to make decisions, 
however weak the data," Potts said. "In the 
last analysis those decisions are judgments, 
not scientific conclusions." 

To strengthen the basis for such judgments, 
Potts-in collaboration with the International 
Fertility Research Program in Research Tri-
angle Park, North Carolina and the AID in 

Reprinted from CONTE:MP~ORARY 

Washington, D. C.-used computer data de­
veloped by the World Population Council, 
indicating the relative risks of various U. S. 
birth control methods, and extrapolated them 
to two types of less-developed countries 
(LDCs): one. fairly advanced, as typified by 
South Korea or Thailand, and the other less 
so, as typified by rural Bangladesh or 
Ethiopia. 

Where appropriate, the investigators wove 
in such variables as diet and culture. For 
instance, since vegetarians on poor diets in 
India are likely to be anemic, the bleeding 
problems caused by IUDs could be expected 
to be especially grave. In the Orient, where 
thromboembolic disease is rare, the pill would 
be less risky than in the developed world. 

Among the conclusions from Potts' analysis: 
. Abortion: Though two or five times riskier 
than in the U. S. (for each category of LDC, 
respectively), it would still carry a mortality 
rate only one-fourth or one-twentieth of what 
it would be if no birth control were used. 
m IUDs: The risk would be at least two or 
three times higher in the LDCs, since poten­
tially treatable complications might cause 
death in areas where medical care facilities 
are scarce or unavailable. 
a Female sterilization: The risk is increased 
two or five times for each category if LDC, 
respectively. 
n Vasectomy: While there have been no 
deaths in most countries, a few have resulted 
from tetanus in some mass programs, thus 
making the risk in the poorest countries on 
the order of one in a million. When the risks 
associated with tubectomy and vasectomy are 
"amortized" over a period of five, ten, or 15 
years, these methods are among the safest, 
according to Potts. 
n Condom and diaphragm: These entail a 

otI/r.YN, December. 1977..' 
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fairly constant risk entirely associated with 
method failure and resulting birth-related 
deaths. Backed up with legal abortion, these 
traditional methods are by far the safest, 

. . . Potts:contended,- in all settings-and -for -all 
ages. rtages 
n Oral contraceptives: It's particularly diffi-
cult, Potts said, to evaluate the risks of sys-
temically active agents such as the pill, 
which may exert long-term effects not yet
suspected. Women in less-developed coun-
tries have different genetic backgrounds from 
those in developed countries and also, as a 
rule, are more slender, more active, and smoke 
less. For these reasons, the risk of the pill-
and ensuing thromboembolic disease-would 
be lower for them than for women in a devel-
oped country. 

In both developed and less-developed coun-
tries, oral contraceptives are riskier than no 
birth control for women over 40 who smoke 
and have other predisposing factors, such as 
obesity or hyperlipoproteinemia. In the very 
poorest countries, even these high-risk wom-
en are statistically better off taking the pill 
than using no birth control method. For wom-
en who are free of such predisposing factors-
even those over 40-the pill is still safer than 
no control at all. 

On the plus side, Potts suggested that the 
pill may exert a protective effect against 
breast cancer. "The modern world subjects 
the human reproductive system to some un-
usual strains," he said. Women are experi-
encing menarche earlier than ever, and are 
having more menstrual periods as they have 
fewer babies, at later ages, he pointed out. 
Unlike the woman of earlier times, who prob-
ably had no more than 50 ovulatory menstrual 
cycles throughut her lifetime, today's woman 
is more apt to have 300 to 350 cycles, of which 
at least 100 precede her;first child. 

All these factors are associated with breast 
cancer, a "fearfully common" malady that 
kills one woman in 20 by the age of 70, in 
contrast to thromboembolic disease, with a 
death rate of a few in 100,000. A small per-
centage change in the incidence of carcinoma 

* of the breast would be much more significant 
* in public health terms, Potts noted, than the 

alteration in the incidence of thrombosis that 
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has been demonstrated for women taking the 
pill. 

Weighing the risks of maternal mortality 
with an assumed pregnancy rate in a develop­
ing: country, Potts-estimated that th6 a6,an_ 

of using birth control outweigh the 
disadvantages by a ratio of 5.6 to I for the 
IUD, 5.5 to 1 for the pill, and 2.5 to 1 for the 
condom. 

Female Sterilization 
Another British investigator, Anthony D. 
Noble, M. B., took issue with the use of 
diathermy for female sterilization. In his opin­
ion, diathermy leads to excessive menstrual 
loss and increased menstrual pain, and the 
end result is apt to be hysterectomy. 

Noble explained that in his small city of 
Winchester, two gynecologic teams had steril­
ized nearly 1,000 women in 1972 and 1973. 
(Excluded from this series were most women 
who had heavy periods, carcinoma in situ, or 
other gynecologic problems; those were usual­
ly advised to have hysterectomy.) One team 
used tubal division and diathermy under la­
paroscopy, while the second team employed 
tubal division and ligation viilaparotomy. 

As clinicians in a small, close-knit communi­
ty, the members of the gynecologic teams 
realized, to their surprise, that many patients 
were returning during 1973 and 1974, with 
complaints of menstrual abnormalities, par­
ticularly menorrhagia. In order to confirm 
this clinical impression, Noble and his associ­
ates mailed a .15-point questionnaire to 454 
women who had been sterilized (excluding 
postpartum procedures), The questionnaire 
inquired whether. menstrual loss was the 
same, heavier, or lighter since the operation. 
It also asked about frequency of menstrua­
tion, dysmenorrhea, pain at intercourse, sex­
ual satisfaction, and libido. 

For control purposes, Noble sent the same 
questioni aire to 198 women whose husbands 
had been .asectomized. The three groups of 
women-those sterilized by diathermy, those 
sterilized by ligation, and the vives of the 
vasectomized men-werer. comparable in 
terms of age, number of children, years of 
marriage,age of youngest child, and prior use 
of contraceptives. About half of each group 



had taken the pill, though very few had used IUDs and Inflammatory Disease 
IUDs. IUDs are clearly capable of causing pelvic 

Of the 493 women who returned the ques- inflammatory disease. David A. Eschenbach, 
tionnaire, most were well pleased with the M. D., assistant professor of obstetrics and 
operation and its effect on their marriage, gynecology at the University of Washington, 
Noble renortod, Nevertheles, adverse Seattle, said at the workshop that althouvi, 
changes in menstrual patterns were not un- the rate of infection is low, the degree of 
common, particularly among women who had infection often mild, and the risk acceptable in 
been sterilized by diathermy. The differences most cases, physicians need to stay alert to 
among the three groups were most marked in the possibility. When an IUD user complains 
the area of increased menstrual loss; such an of abdominal pain, pelvic inflammatory dis­
increase was reported by 39% of the diather- ease (PID) ought to be considered, Eschen­
my patients, in contrast to 22% of the ligation bach noted. Prompt administration of antibi­
patients, and 10% of the controls. Increases in otics may reduce serious complications, in­
menstrual pain followed a similar pattern, eluding chronic pain, infertility, and recurrent 
though less marked. infection. 

After a follow-up period ranging from 3 to Eschenbach reported that he had studied 
five years, 22 worn-sterilized by diathermy 204 women diagnosed as having PID-on the 
(10% of that goup) reported changes so se- basis of discharge, bleeding, abdominal pain, 
vere that they subsequently underwent hys- and pelvic tenderness-by one, two, or three 
terectomy. During this period, there were previous physicians. In 54 women, pus was 
only five hysterectomies in ligation patients found in the cul-de-sac either at culdocentesis 
(5%) and two in the controls (less than 2%). or during surgery. Eschenbach eliminated 8% 

While 10% of the controls experienced hea- of the women from the study because their 
vier periods, 10% also had lighter periods, diagnosis was not sufficiently clearcut, and 
"Part of this change is psychosomatic," Noble another 8% who had other pathology. He 
said, "part due to natural changes, (cause carefully matched the remainder with 
unknown), and part because patients discon- controls. 
tinued their previous mode of contraception." While the controls were free of PID, the 

Among the sterilized women, 11% of the two groups were the same in respect to age, 
diathermy patients and 20% of those sterilized race, marital status, previous pregnancy, 
by ligation also had lighter periods. "It is number of sex partners, and the presence or 
difficult to explain how tubal surgery can absence of gonorrhea. A subset was matched 
affect menstrual function," Noble admitted. for socioeconomic status. 
Typically, women with post-sterilization men- Eschenbach found that 30% of the PID 
orrhagia or dysmenorrhea present have a patients-but only 1I% of the controls-were 
mobile, normal-sized but tender uterus, he using an IUD. Like other studies, Eschen­
noted, and at laparoscopy or laparotomy the bach's showed PID to be more common in 
venous plexus in the infundibular-pelvic liga- lower socioeconomic groups. However, the 
ment usually appears engorged. To him this association between PID and IUD use was 
suggests a disturbance in the utero-ovarian strongest amongowomen from the highest 
vascular anastomosis, which he would expect socioeconomic group. 
to be more severe after tubal diathermy than Because PID is frequently gonococcal in 
after tubal ligation "becar se of the greater origin, Eschenbach compared PID patients 
degree of tissue destruction with the former.", who had gonorrhea with controls who had 

Noble suspects that prostaglandins may gonorrhea. Again, he found that PID was 
somehow be involved in a "feedback mecha- more common among those patients who used 
nism between uterus 'and ovary, and that an IUD. However, IUD users ran a higher 
normal ovarian steroidogenesis is dependent relative risk of developing nongonococcaltiin 4 
on a normal blood circulation between uterus
and ovary." 

gonococcal PID. 
Finally, Eschenbach looked at the incidence 
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of PID in nulligravidas and in women who had 
been pregnant. With both groups using IUDs, 
nulligravidas were more likely to develop PID 
than were women who had been pregnant. 
Eschenhavh's findings agreed 'with those of 
other investigators in this respect. 

Clinically, there were few differences be-
tween the PID that developed in IUD users 
and in nonusers, Eschenbach reported. One 
difference was that fever was ap', to be higher 
in nonusers. This perhaps suggests, Eschen-
bach said, that IUD-associated infection in-
volves anaerobes. A second difference was the 
frequency of adnexal masses: Among women 
with nongonococcal PID, masses 6cm or more 
in diameter occurred in 40% of IUD users but 
in only 15% of nonusers. 

Although infections are well known to occur 
immediately following IUD insertion, Eschen-
bach confirmed that infection is likely to ap-
pear again several months later-at about 21 
months, in his study. He postulates that the 
initial infection may well be caused by the 
insertion procedure itself, with cervical bacte-
ria being carried into the uterus. Later, the 
risk of infection remains at a steady rate; 
indicating that bacteria are reintroduced, per-
haps during menstruation; PID patients tend 
to develop their pain at the time of the 
menses. 

The Dalkon shield, found ina disproportion-
ate number of pregnant women who develop 
infection, has not proved more common than 
other types of IUDs in nonpregnant women 
with PID. Using an elaborate calculation, 
Eschenbach estimated that there were 
110,000 cases of IUD-associated PID in the 
U. S. in 1973. While this is quite low in view 
of the more than three million IUDs now in 
use, the number of PID patients who use 
IUDs is likely to rise as IUDs become more 
commonplace. ' 

Few patients who develop abdominal pain 
associate it with infecton, Eschenbach noted, 
and even fewer make the link between infec-

'2: 9'emergency 
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tion and IUD. Asa result, they end up in the 
room late at night, when severe 

pain prevents them from sleeping. The clini-
cians or family-planning clinics responsible for 
insertion of the IUD may be the last to ind 
out about infections-if they ever do. 
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IUDs and Pregnancy 
What happens when pregnancy occurs while 
an IUD is in place? Daniel R. Mishell Jr., 
M. D., of the University of Southern Califor­
nia School of Medicine, Losi AAgeies, han 
made the following observations: 
o Congenital abnormalities: Since implanta­
tion occurs at a distance from the device itself,
 
the IUD is always extra-amniotic. The evi­
dence indicates that an IUD has no adverse
 
influence on embryonic development. Even
 
copper IUDs, or those containing progester­
one, have never been shown to be associated
 
with developmental abnormalities.
 
a Spontaneous abortion: The incidence is con­
sistently increased, Mishell reported. Over
 
half the women who become pregnant with an
 
IUD in place-and who do not choose to
 
terminate the pregnancy electively-will
 
abort spontaneously. If the IUD is expelled or
 
can be removed, the chances of spontaneous
 
abortion drop markedly, to approximately
 
normal levels.
 

Septic abortion: If an IUD remains inplace 
during pregnancy, the chances of septic abor­
tion appear to increase. Misheil cited a study 
from the Center for Disease Control showing 
that the risk of death from abortion with an 
IUD in place was 14.8 per 100,000 women 
years, but only 0.28 without an IUD--an 
increase of more than 50 times. 

However, the device most often involved in 
septic abortion was a shield, Mishell pointed 
out. The risk of death with a shield was five 
times that for other IUDs. With a device 
other than a shield, he stated, "there is no 
conclusive evidence of an increased risk of 
septic abortion." 
a Ectopic pregnancy: By its very nature, the 
IUD ismore effective in preventing intrauter. 
ine than ectopic pregnancy: As a foreign body, 
it creates a continuous inflammatory reaction, 
the byproducts of which are toxic to sperm 
and blastocyst. The reaction is naturally 
greater in the uterus, where the IUD is 
located, than farther along, iii the oviducts. 

It is because the IUD is so effective in
 
preventing uterine implantation that, if preg­
nancy occurs at 'all with an IUD in place,' 
 ' 

'chances that it will be ectopic are increased to,/33 
about ten times the expected incidence of 
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0.3% to 0.7%. The longer the device is in 
place, the greater the chance of the pregnancy 
being ectopic. 
a Prematurity. The data from relatively 
small studies indicate that prematurity may 
be more likely when an IUD is left in place. In 

one study, prematurity was four times more 

frequent in a group of women with IUDs in 
place than among women from whom they 
had been removed, 

When a woman becomes pregnant with an 
IUD in place and wishes to continue the 
pregnancy, Mishell recommends that the IUD 
be removed if the threads are visible. If it 
cannot be removed, her physician should ad-
vise her that the risk of spontaneous abortion 
is definitely increased, as is the risk of ectopic 
pregnancy; that there is likely to be a risk of 
premature delivery; and that there may be an 
increased risk of septic abortion. 

If the patient still wants to continue the 
pregnancy, Mishell said, she must be alerted 
to call her physician immediately should she 
develop any signs of lower abdominal pain, 
bleeding, or fever. At the first sign of infec-
tion, she ought to be treated with antibiotics 
and then the uterus should be evacuated, just 
.is in any other case of septic abortion. 

Vasectomy 
Male sterilization may also entail a heretofore-
unsuspected complication. Joseph E. Davis, 
M.D., of New York Medical College, told the 
PARFR Workshop that half of all men who 
are vasectomized develop antibodies to sper-
matozoa during the year following steriliza-
tion. These antibodies cause agglutination or* 
immobilization of donor sperm. In some pa-
tients, these antisperm antibodies have been 
reported to persist for ten to 25 years. 

In experimental animals, Davis said, anti-. 
gen-antibody complexes can be deposited not 
only in the reproductive tract but in the 
kidney as well. Some vasectomized rabbits 
with antisperm antibodies develop a condi-
tion resembling serum sickness. If-and Da-
vis emphasized the "if'-such findings were 
to be extrapolated to man, a proportion of men 
with large numibers of circulating antibodies 
might well be expected to develop glomerulo-

,~KingSnephritis. 

Aco'rjditootheinvestigatioins' the a... 
mals that are the most likely to sustain high 
antisperm antibody levels are those that have 
high initial sperm counts. "If high, counts 
more frequently lead to high antibody levels, 
and if high antibody levels lead to immune 
complex deposition," Davis concluded, "then 
possibly men with kidney disease and high 
sperm counts might be well advised not to get 
a vasectomy." 

Hyperosmolar Urea 
At the Johns Hopkins Fertility Control Cen­
ter, mid-trimester abortions are performed 
with hyperosmolar urea plus an oxytocic 
agent, Theodore N1. King, M. D., reported. 
This combination, he said, offers a number of 
advantages over other intra-amniotic methods. 

After 200 cc of amniotic fluid are removed, 
80 gm of urea, dissolved in 134 cc of 5% 
dextrose and water, are injected intra-amnioti­
cally. This is followed'-immediately by the ' 
augmenting agent. At first the Johns Hop­
kins investigators used intravenous oxytocin 
for this purpose. The procedure was carried 
out in 513 women. Because of oxytocin's anti­
diuretic effects, it was necessary to monitor 

patients carefully, using infusion pumps, mak­
ing serial determinations of serum electro­
lytes, and watching over total fluid intake and 
output.•
 

In order to simplify the procedure, the 
center subsequently switched from oxytocin 

Jto intra-amniotic prostaglandin F-2-alpha. 
They started out with doses of 20 mg (in 30 

women), reduced it to ten mg (in 180 women) 
and then further reduced it to five mg (in 32 

women). It is quite possible that the minimal 
effective dose may be even lower, King said. 

However, the prostaglandin is definitely ef- j 
fective, he added. In a prospective random­
ized series of 16 patients, the Baltimore group 
compared urea. alone with urea plus 5 mg of jthe prostaglandin. They found that the injec-

tion-abortion interval was markedly short­
ened when prostaglandin was combined with
 
the urea.
 

In all combinations, hyperosmolar urea
 
with an augmenting agent has proved a satis­
factory method for second-trimester abortion,
 

reported. Injection-abortion intervals 5F 

I 



I 

CONTRACEPTION continued 

were reasonably short, with the mean interval .. failures , among. the, 32, pcvients .who.were 
ranging from 14 to 20 hours. It is possible to treated with urea plus 5 mg of prostagla tin. 
keep the injection-abortion interval to less The failures were managed by dilatatioli and 
than 24 hours by attention to two key factors, evacuation, with intravenous analgesia md 
according to King. One factor is the ultimate paracervical block. D&E are facilitatwd it, 
concentration of urea in the amniotic fluid- these instances by the prior occurrence of 
this is high at Johns Hopkins, where a large labor, King said, and by the maceration of 
quantity of amniotic fluid is replaced by a urea fetal products. 
solution at a concentration approaching 60%. Gastrointestinal side-effects, common in all 
A second factor is early administration of an induced second-trimester abortions, were the 
augmenting agent; a delay of even two hours most common complications of the urea abor­
will lengthen the injection-abortion interval tions. Other complications included hemor­
considerably. rhage (one patient required transfusion), in-

Of course the time interval in a given study fection, and cervical laceration. The most 
will be influenced by the proportion of nulli- troublesome complication, King reported, was 
parous t multiparous subjects, King pointed cervical laceration. It occurred in five women 
out, since abortion takes longer in nulliparas. in the entire series. "The behavior of cervical 
In the Baltimore study, urea plus either oxy- scars during future childbearing is unknown, 
tocin or prostaglandins in various dosages led and certainly deserves careful study," he cau­
to mean injection-abortion intervals of 13 to 17 tioned. No lacerations were found in the wom­
hours in the multiparas, and between 18 and en who had received only 5 mg of prostaglan­
20 hours in nulliparas. din, and for that reason King suggested re­

complete abortion, as defined by King ducing the dose of prostaglandin to decrease 
and his associates, is the noninstrumented the likelihood of lacerations. 
passage of fetus and placenta within two Hyperosmolar urea offers several advaii­
hours of each other. Between 53% and 59% of tages for second-trimester abortions, King 
the women in each of the four dosage groups said. Unlike liypvi-tonic saline, urea rapidly 
(urea plus oxytocin or urea plus prostaglan- traverses membranes and is an osmotic di­
din in 20, 10, or 5 mg doses) had complete uretic; thus, if it is inadvertently injected 
abortions according to this definition. intravascularly, it is much less dangerous. 

Between 37% and 45% of the women had Life-threatening complications such as coagu­
abortions classed as incomplete, when defined lopathy are rare. Furthermore, aborted fe­
as failure to pass all or part of the placenta tuses are seldom alive. The technique is un­
within two hours of fetal abortion, or a need complicated and readily learned, and the 
for instrumental removal of the placenta with- shortened injection-abortion intervals facili­
in two hours due to hemorrhage or infection. tate nursing care. 
Incomplete abortions were managed by curet­
tage with intravenous analgesia. This is a Vaginal Approach 
convenient solution, King noted, since the Not only are vaginal abortions possible in the 
cervix is already dilated. second trimester, they are safer than those 

If it became necessary to remove all pro- done with chemicals, Michael S. Burnhill, 
ducts instrumentally, either because the M. D., told the workshop. That is, he added, 
woman failed to abort within 48 hours or provided they are done by experts and with 
because of hemorrhage or infection, thproce- ultrasonic confirmation of gestational age. 
dure was classed as a failure. In 15 (2.9%) .Burnhill, who at the time of the PARFR 
of the 513',patients treated with urea plus workshop was director of Preterm, a Wash­
oxtyocin, in two (6.7%) of the 30 patients who ington, D. C., clinic, said that second-trimes­
received urea plus 20 mg of prostaglandin and ter abortions had been performed there since 
in one (0.6%) of the 180 patients who received July 1976. In general, Preterm's results cor­
urea plus 10 mg of prostaglandin, the proce- .roborate those of a recent study from the 
dure was considered a failure. There were no Center for Disease Control which showed that 
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in a.series-of-approximately. 6,000 .vag the rate for abortions done before 12 weeks. 

terminations the total complication rate was, In the 60 orso second-trimester abortions 

6% and the major complication rate was intentionally performed since July 1976, the 
0.77%, compared with a total complication greatest problem has been excessive blood 

rate of 43% and a major complication rate of loss, Burnhill said. Whereas the average 

1.85% in more than 1.000 irstillaion blood loss for first-trimester procedures at 

procedures. Preterm is less than 100 cc, there have been 
Preterm's decision to undertake second- seven s'2cond-trimester operations in which 

trimester abortions, Burnhill said, followed the patient lost more than 200 cc; one had to 

the discovery that in some 11,000 abortions be hospitalized and transfused. 
performed there, 568 fetuses had turned out Preterm now performs no abortions beyond 
to be beyond 12 weeks' gestation (one was 17). 14 weeks, as determined by an ultrasonic 
This error occurred, Burnhill noted, despite biparietal diameter of 3 cm. The procedure is 
the fact that all the physicians at Preterm carried out under local anesthesia. The pa­
were experienced in estimating gestational tient walks away from the table and leaves the 
age, and, at 12 weeks they always sought a recovery room :n an hour, reported Burnhill, 
second opinion. Yet, in the 10- to 12-week who is now associated with Johns Hopkins' 
range, the error rate was 25%, program in international education in gynecol­

"The first thing I would advise, if you are ogy and obstetrics. 
going to attempt these procedures,. is not to Despite the obvious advantages of the vagi­
rely on the clinical estimation of even the most nal approach, Burnhill commented, any clini­
experienced clinicians," Burnhill said. It is cian who considers performing second-trimes­
essential, he added, 'to use echograms to de- ter procedures must take several factors into 
termine biparietal diameter. account. First, it must be understood that 

When Preterm began using ultrasound, "an considerably more expertise is required than 
equally interesting set of errors was discov- for first-trimester procedures. "No matter 
ered," he said. Among the first 184 patients how many first-trimester abortions you've 
evaluated by ultrasound, all thought to be 13 performed, you're not qualified to do second­
to 15 weeks pregnant, 25% turned out to be trimester procedures," Burnhill declared. 
less than 12 weeks. "Whether this was due to "Second-trimester abortions demand a 
excess amniotic fluid, fibromyomas,obesity,or quantum leap in experience." He recommend­
whatever, we immediately retrieved women ed that a practitioner begin by gaining wide 
who, in many instances, would have had to sit experience with 12-week abortions. Only 
around for four or five weeks until the time when he feels confident at this level should he 
was right for a saline procedure," he declared. move up to 13 weeks, When he has gained 
"Then they might have had difficulty because experience with these, he can advance to 14. 
they turned out to be at 15 weeks instead of week terminations. 
18." At the other end of the spectrum, echo- Finally, Burnhill cautioned, doing sec­
grams showed that 11% of the 184 patients ond-trimester abortions exacts a tremendous 
were 16, 17, or 18 weeks pregnant. emotional toll from the staff.' "You are clearly 

In reviewing the 568 second-trimester pro- the instrument of termination and dismem­
odures done inadvertently, the Preterm staff berment," he warned. "If you choose to per­

f,.tind only one significant complication, Burn- form second-trimester abortions you must be 
hill told the .. orkshop. Uterine perforation absolutely clear in your commitment to 
lhad occurred in four, 'or 0.7%, of the cases. 'choice, to women's rights, and to the necessity 
Though this figure is not out of line with 'the of these' procedures."" 

perforation rate for other types of second-. - In the ensuing discussion,' nurse-midwife­
'trimester procedures, Burnhill 'commented epidemiologist Judith Rooks of the Center for 
that Preterm found it "horrific" when corn- Disease Control urged speakers and audience 
pared with the clinic's first-trimester stan- to weigh not only the biological aspects of 
dard. The rate was 14 times higher than abortions, but the emotional'second-trimester 
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CONTRACEPTION continued 

(ost', from the .tandpilt (f the patient :au',ed by attempt,, to dek rbe "an entirely 
Neat Ih half of those % (I th( it neN pathologic phennien ,n utilizing anti­i ho ha%v delax 
decisi(on until the .( orid ti ine.t( I are teen- quated (1ds,,fi( at iow " An, hy cla ifi ation 
ager-., .he iteli 't( I 'Ihough %agrial to I miria- nrnh) - arvv.e, from th % ular itN of the 
tion ), a N( rN bloods pIo(i(W v atd di tatt ful tumor,,, ilte henioI r h,.' ( ro',' easily 
to the ph,(,ian, it I- nt roui h d ilht 'nt fit distort their feature, \ t i , hox\%etq be­
the patient th,,n a ioutne fir 't-tlinn -t( I let *wnearl.i "aI,, *,., r tu.m, ,n oral 
prot (ll Iv (ontra(eptie u-f I, i kI \ related to the 

Thi'. I..In 'alul pt itia, to tohetnilal dboti- protott pi he.-in- IO fit pt I adenmtnna " 
hu(h tia, patit nt thi iugh N, de­tion, %% lut t1i t . o Socretning I( hhh tt(fhniqne foi 

or thr(,( da , of lami tolloi% e(l, il.i r (.a'e., tecting thi patn( ii at I i-i I- . ilt INaxailal'he 
iv (1(h\ Ix(i of a ft tu- il lt(I , alt)', \%ithout ,(( Of ding toiNNiIii ., ., \ '1 ( 11/'N lilt le\ .l', 

an' upport Roo)k,, pointed ott "Stl ( I It' , are lex ated In ni, t uralti,,'ept i, user,, 
muth ,a.,i oil the ph ,xi.l1d1to gix( t (huglJ£ the\'re usfel sn hthag,-,ig elitatiot adeni­
than tto deal \%fitl th( gi., it dit\ of dinirg , ma Selccti\, tlia( agi',i,crathx \%ill liitallx 
delaxed abut)tltt th tiugh th( tlx r" Ro)mok- dernin4lat tht b n hii It I- lIU(11 toobtt 
added, but ,\)'u'lll]dgi1g the alalit.l(t I.dt rl,kx to uwe foi iottuit .. tetnrig, tant iind 
di'.adxantage- ila. i don't ignotoi tht p..- N. . if Ultr,b.turn IaxI)r, ( to 11e the ni,'t 
tholhgitl an(l \ti wilt ial alwi.t , It I. t h pra tial app t(at I , Irt rng, he athled 
pati ntta dl ,Iall it11V. huh y I. , . 1l' ,it (I n Diagrno')i It i- ,!miliiated bel.all.e tU­
to 1-e (o11 'l ned mors in)the par no. lix ri lr,,lt tnit) pain until 

thex a laige (ntou h ) inmpinge (on the 
The Pill and Liver Tumors caple ort I)lt Id ( \tterno.lN 
Data floill a Iegl..tlr of Ix ci tuln' a Treatment " n unilt r Ideal circurn­
a',"ocrted %\it\th al t ontratept l t ,xt, ite- ,ant e', "ul.,rgoal tItatinit t o tumioiitt hese 
\ieV. ed bx Lh\%ard I) Ni,.tn, N 1) , t th( be l .aidia e\tenieln diffioult," Ni',.eri 
UnIxer ..It\ of ( alifoiiia I ilme, Medital ( in- There 1. eIden(e that .one h'.lit, nlla It­
tet The iegi-ti ,,, \% hiIf V.a. .et I I xmt iote pill hitlidi butup at gre.s the i.. aVn, the 
In earlx I975, ha'. ('nteedl :32 ii,\%(a.e., In drortI -.hould )Irlge tatl ta-e iith' l Iiallk, 
additimn, Ni -t 11ha'. anal,aed 46, ( .,t fi (inl Ni...en detlared "x,\elghlnz tl ri.k.. o)f haz­
tht liteiatuie Aning hi, finding- ardou-. sulgelv agaull.t ti t..ibil iof life­
m Age M\e than thioet,-('u th-. of tlt V iin thrt atening htr iutpture 
,it bet\\en 2( and ,3 V. hell tht tunion 1' fii -.t Additional link, betox.ttn ,)tal (onta.tp­
iico eled-I-not uie \jet tt,, '-Ili t hi' I- tixe, and benign li turii,)rni al.o haxe been 
the age gioup nit \\litlx e\pn).ed to or.1 forged in a ta',e-tontiol -tudh tidnldut(l bx 
(tttI atl )tIN, V 'l.h a 'V ag( I)e1l. .taiit- the Center for Di.ea. . (ontitol illi ollahira-
In .ti king utntIa-t to the aIge,-Ielated Im- tion \oith the Arned Fo ,t- In..titute (of Pa 
dnce ,f neal IN er xIo loit tholog I) ( iwitlm( d1Othet I Oinet)illa..m in V a-.hington, Rook, 
benlign o ialhgnant," Ni.in nottedl the pielininar\ tsult. of tie -l i',, \ ,V1i 
a '[xp titi Ii* 105 cases of hepatoctllui.tloftoohtte patlent- V mtol\ed ad.ii 
e\pm ,.edl, fot 11101 t, n110nth-. of ttittatei)tIxe (HCA) The research lean found that tlt,i , 
U'.e, to pr tltt- ttitalnlillig le't antol I lo\- of de\eloping HCA %V. t'.itniated to lit I ie 

e\ei, the'.e p odu.(t. \xitet fii .t on the ma ktt time,,, higher for %%omenxxith one to foiu, ,* ars 
ann pi obablN ale ,till the mot \\ ilelk f pill use compared to tho,)e x had 1itken%ht 
pi e'erbed the pill for a Near or lests The ri k Iunipid to 
a E'\posur e More than half the patient,, had 120 times for x))omen xxith htmtr to sexen years 
U.ed birth onti ol pill, foi longei than fi%e of use and 500 time-, for thos.e %\ith eight or 
Veal '., and o%er 83, foi noi e than four , ears more vears of use Findings ot the completed 
a HitopathologN lfftts to cla'.if) the tu- study haxe appeared in the CDC's Morbidity 
Mnor 1 haxe created a "'n.eantrt nightmaze," t11d Mortahty W't'kly R'port (26 293) 9 
Nissen pointed out One problem has been -LYDIA WOODS SCHINDLER 
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