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REPORT SUMMARY

1. Research Services Directed Toward the Development of a Combined Agent for
Disease Prophylaxis and Contraception - AID/csd - 2822
2. Principal Investigator: John C. Cutler, M.D., Director, Population Division

Contractor: Graduate School of Public Health, University of Pittsburgh

Mailing Adéress: Fifth & DeSoto Streets, Pittsburgh, PA 15261

*

Contract Period: (as amended) June 30, 1970 to June 30, 1975

»

Period covered by Report: January 1,‘1973 to June 30, 1973
Total A,I.,D. funding of contract to date: $ 581,198

Total expenditures and obligations to date: (6/70 to 6/73) § 385,356
. Total expenditures and obligations for reporting period: (1/73 to 6/73) $ 80,015
. Estimated expenditures for next six months: (7/73 to 12/73) § 84,110

w0~ Sy e W
.

. Budget available end of original contract period: §$ 195,842

Warrative Summary of Accomplishments and Utilization

L. During the present reporting period, the principal accomplishments have been:
(a) Acquisition of participants for the initial human field trial at Allegheny Health

Department; (b) A new agreement with Magee Women's Hospital for access to all morbidity

reports sent to Allegheny County Health Department of positive female gonorrhea cases

oy TR/ = e 2 Tavs o b e Ly s T e - od i » asc a3 .
Centox 4o Lncroease -the nunber of “ProwGon~patient -acquisition;

SESNE VI P
{c) Arrangements for identification of possible participants with Black Action, Inc.,
Mercy Hospital, Mancheéter Health Center and West Penn Hospital; (d) Budget and
proposal submitted for extension of project to complete Pittsburgh field trial;
(e) Bill submitted to Pennsylvania 1egislaturé proposing that it be legal for minoxs

to give effective consent for participation in human experimentation; (f) Completion

of administrative and laboratory work projected in annual progress report 1972,

2. Principal accomplishments prior to this reporting period include:
(a) Collection of baseline data; (b) Laboratory assay of products to identify most
active products to fileld test; {¢) Development of statistical models for selecting

best prodﬁcts to test and determining degree of effectiveness for significant impact

on rising venereal disease rates; (d) Development and appfoval of experimental design,

field protocol, and all data forms by A.T.D., Committee on Research Involving Human
Volunteers, Graduate School of Public Health, and Allegheny County Health Department;
(e) Approval of I.N.D, for Conceptrol and Cooper Creme by F.D.A.; (f) Field trial

with first product, Conceptrol, begun July 1, 1972; (g) Submission of a proposal for

extension of time and funding to complete the investigation,
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A. General Background

*

—

Various factors such as penicillin, a high degree of public interest, the condom,

and public health programs helped decrease venereal disease rates after World War II.

v

As the venereal disease rates declined, however,-fiere énéued a serious decline in.
medical and public interesﬁ, as well as in government funding for research, A4s a

result of this declining interest, we are again faced with rapidly rising rates of
venereal disease throughout the world. The increase in venereal disease rates combined

1
with steadily rising numbers of unwanted pregnancies presents one of the major world-

wide public hedlth prdblems-tdaay.

In view of the fact that both unwanted pregnancy and wvenereal disease are often
the result of unprotected or casual contact,‘it is felt that an intravaginal precoital
preparation offering protection to the female from venereal disease and pregnancy, as
well as to the male from venereal disease, would-significantly complement existing contra-
ceptive and venereal disease control techniques. Such a preparation, which could be
used alone or in conjunction with other types of contraceptive agents, which would not
require medicél prescription or intervention, and which would be readily available re-
gardless of age, would appeal to a large number of the sexually active and promiscuous
population whose major concern is self-protection. This preparation could be promoted
effectively for-wide distribution and could be incorporated into existing VD and family
planning programs as well as other public health programs, with a high prebability of
utilization.

Although prophylactic treatment is accepted in many parts of the world, little
systematic evaluation of mechanical, chemical or antibiotic agents as a means of pre-
venting venereal disease has been made in recent years, Tt i1s hypothesized that a dual-
purpose intravaginal agent can be developed through research by identifying existing
contraceptive products that have a dual action, and also by combining substances which

are effective as local prophylactics against syphilis and gonorrhea with substances that -

are effective as intravaginal contraceptives.



B. Statement of Project Objectives as Stated in the Contxact -

*

This progress report, the sixth such report since the contract was awarded on
July 1, 19?0, covers the period from January 1, 1973 through June 30, 1973. -

The objective of this project is to identify or develop a preparation for intra-
vaginal precoital uée which will offer protection to the female from both pregnancy
and venereal disease and to the male from venereal disease, Under the terms of this
contract, the project proposes to accomplish its objectives by means of: (1) Laboratory

screening to assess in vitro, the effectiveness of vaginal contraceptive preparations’

against T. pallidum, N. gonorrhoeae, C. albicans, and T. vaginalis; (2) Clinical field

trials on the high-risk population to assess the use effectiveness of selected prepa-
rations based on the laboratory results; (3) Widespread field trials to involve per-
sonnel and institutions of other countries, as well as of the United States, to assess

the application of the products in the general population.
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C. Continued Relevance of Qbjectives

"

Data from both the United States and World Health Organization continueto show a
world-wide rise in veﬁereal disease. 'Today's VD Control Problem 1973" published by
the American Soeial Health Associafion states that gonorrhea, the most frequently
reported communicable disease, continued to increase in FY 1972 and reached a total
of reported cases nearly double that of five years ago. (At the same time, in no
country has there been an abrupt decline in birth rates related to family planning
or population programs).

In the recent report of the National Commission on Venereal Disease to the Secre-
ta%y of the Depariment of Health, Education, and Welfare, particular attention has
been paid to the importance of cooperation between venereal disecase and family planning
programs with respect to prevention. Both the condom and possible chemical prophylactic-
contraceptive preparations have been singled out in this regard.

House Resolution 14&55-Commun£cable Diséase Control Program was passed by both
Houses of .Congress .amending the Public Health Service Act. The resolution authorizes
the Secretary of HEW to make grants for control programs relating to venereal diseases
from the $35-40 mi}lion appropriated for that purpose in 1973,

Bills have been introduced to the Pennsylvaniz legislature which would amend the
Public School Code to require a course of study in venereal diseases in public junior
and senior high-schools.

Thus it would appear that the_c0ncebt accepted by A.L.D, in funding this study
has been fully recognized by experts and workers in the venereal disease field, as
well as by the federal governmenf. With official increased interest and acceptance
of this concept by the United States, the prospect of international acceptance of a
combined prophylactic-contraceptive product as another tool for venereal disease

programs appears to be enhanced should eclinical studies validate the hypothesis.




D. Accomplishments to Date

- 1. Tindings

Administrative - (1) Agreement with Black Action TInc., Mercy Hospital, Manchester

1’

Health Cenﬁer, West Penn Hospital, and Miner's Clinics for identification of possible
participants; (2) Revision of agreement with Magee Women's Hospital for access to State
Morbidity Reports for more accurate identification of possible participants; (3) Draft-
ing of a proposed bill with University Council for access to 18-20 year-old females

for medical investigatioﬁs to be submitted in Harrisburg; (4) Acceptance of proposal

for an ‘extension ¢t orfiginal contract “to ~complete “local “field “trial -with -one~product;
(5) Reduction of Pro~Con Staff in accordance with terms of approved contract extension;
(6) Continued negotiations with pharmaceutical companies - Ortho, U.S. Vitamin, Micro-
Therapeutics, Whittaker and Pfizer, for possible funding to conduct overseas field
trials-that had been previously arranged.

Laboratory - (1) Completion of experimental work in vitro tests under original coﬁtract;
(2) Improvement of technique for the making of, delivery'of, and pickup of culture plates

from various sites where participants are being re-examined; (3) Completion of in vivo

rabbit experiments initiated.under original contract; (4) Continuing of contacts with
laboratories in various sites where participants are being identified for estimates of
future possible participants from positive diagnésed cases; (5) Provision of diagnostic
services and laboratory support for the field trial for participants who are regularly
screened for genital infections with microorganisms such as Neiéseria, Candida and
Trichomanas as well as Syphilis Serology according to the field protocols.

Field ~ (1) Development of an instruction manual for personnel-in other field trial
sites; (2) S;bmission of first report to F.D.A. on progress of the local field txial
(Appendix A); (3) Continuing revisions in patient tracking and identification to in-
crease the number of possible participants; (4) Made revisions in data forms to obtain
more meaningful information. (Appendix B); (5) Initiated reexaminations in Manchester
Health Center to accommodate women not having access to the Allegheny Gounty Health

Department clinic; (6) Initiated reexamination procedure in Pro-Con physician's private



office to accommodate women not having access to Manchester or Allegheny County Health
_Department clinics; (7) Began to contact by telephone positive patients who do not
return to clinics for smear and cultures to confirm success of treatment; (8) Began
talking to all girls with second possible infections at Allegheny County Health Depart-
ment prior to diagnosis in order to increase the number of girls who.return for results,
repeat smears or cultures; (9) Wegotiated with several area hospitals (West Penn,

Mercy and Alleghény General) to obtain participants from their elinics; (10) Found it
feasible to hold field trial clinics with partial assistance from project physician
»whenmhemismbuSy-mﬁ$huememgencies¢m(llJ.Ialkadauithﬂéinls“who will be 21 within the

next six months who are otherwise eligible for project so that they might return when

they are 21 and join the project.



D.. 2. Interpretation of Data and Supporting Evidence

Clinical attendance at the Allegheny County Health.Department‘Venereal Diéease
Clinic for this reporting period totaled 3343 female visits., Of thege visits, 971
were for reasons not related to venereal infection i.e. pre-marital blood tests, etc.,
1096 were second or third visits by the same women for repeat smears and cultures for
confirmation of treatment or for results, and 1275 were actual firsg éisits for a new-
possible venereal infection.

Of the total first visits for a new possible venereal infection, 692 or 54.27%
were over 21 years 6f age, 333 or é6.ll%, 18-20-years of age, and 250 or 19.60% were
under 18 years of age. O0f this group 6f women, 191 or 27.60% of the women over 21,

72 or 21.62% of the 18-20 year olds, and 47 or 18.80% of the under 18 yeaf*olds had

a history of at least one past infection. Of the total past infections, 99 or 51.83%
of the over 21 vear old women, 38 or 52.77% of the 18-20 year olds, and 27 or 57.44%

of the under 18 year olds experienced their infection in the prior twelve months., Five
of the six girls who were—interviewed and refused to participate did so because they
were not able to keep the required %egular appointments; and one’}efused because she
did not want to enter the study. (Appendix C).

During this reporting'period, four participants dropped out of the study: two
of the drop-outs were due to re-infection and were‘re-entered after sgccessful comple-
tion of antibiotic therapy, and two never reaturned for reexamination and could not be

contacted,

As of June 29, there are 29 cases in the study on whom data is being collected.’



D..

3. Research Design

Possible modifications of the research design-are:
(1) Inclusion of patients under 2] years of age in the field trials when laws
governing legal age to give effective consent are revised;
{(2) The possibility of variations in procedure based on local conditions at field
trial sites;
(3) The possibility of changes in regard to the requirements for use of the oral
contraceptive and IUD method of preventing unwanted pregnancies;
(4) Interviewing of clinic patients with first confirmed infection to determine
their attitude toward the study and possible future participation, with the hope
of encouraging them to return to the clinic the next time they suspect an infectionm;
(5) Multi-site field trials to use aggregate daga collected as support of claim
to F.D.A. for approval, of the new indication of V.D. prophylaxis;
(6) The use of proven high-risk sexually active females as participants (i.e.,

prostitutes).


http:approval.of

~

E.

the

1.

Dissemination and Utilization of Résearch Results

Every effort has been made by the Pro-Con Group to disseminate the results of

research findings. These findings have been presented to:

(L
(2
(3)

(4

(5)
(6)
(7
(8)

(9)

(10)

11

(12)
(13)

(14)

American Public Health Association 1971 and 1972
National Commission on Venereal Disease 1972
International Union Against the Venereal Diseases and the Treponematoses
(Venice) 1972
First and Second International Venereal Disegse Symposiums (St. Louis)
1971, 1972
Population Club (Hawaii) 1972
American Society of Microbiology (Philadelphia) 1972
W.H.0, Regional Qffice (Copenhagen) 1971
Pittsburgh Public School System and Parochial School System, 1973 ;
Seminars as part of instructional programs (Allegheny County Health Departmént)
Lectures of American and Foreign students of Graduate School of Puﬂlic
Health, University of Pittsburgh and surrounding colleges‘_
Professional staff of local hospitals, health centers and free clinics)
Exchange of Pro-Con scientific information via Neisseria Treponema Scientific
Memoranda NIAID (NIH) - 2 comtributions, 1973

In addition, ;esults of laboratory testing have béén supplied to—all
cooperating pharmaceutical compaﬁies concerning the antimicrobial agtivity

of their product.

“American Association of Planned Parenthood Physicians (Houston) 1973

American Social Health Associztion (New Orleans) 1973

Indiana State Physicians Association (Indianapolis) 1973
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E. .2. Findings of the research project to date; in vitro results, cannot be directly
applied to human response, and the preliminary results from the initial field trial
do not allow for any conclusions at this time., Therefore, evidence to date has not
been directly applied to the problem in the U.S.A. or L.D.C.'s. However, there has
been recent interest stimulated by our research project in the application of Pro-Con
findings in various areas: (a) The Commander of the U.S. Army 43rd Surgical -Hospital
near Uijcongbu, Korea has expressed an interest in the possibility of a study among
the military forces and local population near the base; (b) Dr. Ferdinand PauIs;
Kinshasa, Zaire, has indicated a need to reduce the incidence of gonorrhea among pgtients
attending the Mama Yemo Hospital Child Health Service; (c¢) Pharmaceutical companies have_
been in contact with the Pro-Con Project discussing field and laboratory testing of
various products (Emko, U.S, Vitamin, Purdue-Frederick, Ortho, Gynechemic, Whittaker,
Searle, and Dow); (d) Jamaica and Guatemala show continued interest in initiating field

trials in their areas to attempt to control the V.D. problem. (Appendix D).
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E. 3. Experience of the past years points out the need for educational and motivational
éaterial on V.D. prophylaxis for those sexually ac%ive individuals at risk. Plans for
the field trial call for the develcpment of apfropriate educational and motivational
material including information on prophylaxis‘as well as recognition of symptoms, and
how and where to obtain treatment. This material will be directed toward the various
population segments at risk. -

Preliminary work in this area has begun and can be carried out under current
provisions of the contract. It is expected that the Allegheny County Preventive Mediciné
Clini& and the American Social Health Associagion will be helpful in this endeavor,
as well as in assisting with incorporation of the developed programs intc existing
school programs and existing venereal disease educational and motivati;nal materials.

Littié is known concerning attitudes and preferences toward creams, jellies,
foams, suppositories and foaming tablets as intravaginal contrgceptives. The Alleéheny
County Health Department field trials could be utilized to test different dosage forms
to evaluate the acceptance factors of different delivery systems.

Qur experience in the clinic, while limited to females, ‘has brought to light
the problem presented by the asymptomatic male. The research project could be expanded

to define the scope of the asymptomatic male contribution to the V.D, epidemic.
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E. 4. Under the original contract plans were to involve LDC personnel and institutions
. in at least two sites - Jamaica and Guatemala, Due to delays encountered in initiating
the first local field trial, and slower than projected acquisition of participants, it
became necessary to request an extension of funding to initiate and complete overseas
_field trials,
The proposed extension was reviewed by the R.A,.C, review committee in March,
1973, and apﬁroval was granted to complete only the local field trial using one product,

Since funding was not granted for additional overseas field trial sites, present plans

do not include involvement of LDG's.
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F. Statement of Expenditures and Obligations and Contract Resources

The most significant problem related to the Pittsburgh field trial continues
to be slower-than-projected acquisition of patients. At present, possible participants
for the trial must be 21 years of age or older to give effective consent for partici-

" pation. However, a bill is pending in the state of Pennsylvania which might possibly
lover the age to 18, which would increase the size of the sample for this project,

In addition to this age restriction, a number of the women attending the various clinics
used for participant identification do not give their correct name, address and phone
number, which makes it impossiblglto contact them about the project éfter they have
been identified, In an effort to counteract this problem, assistance from additional
clinics has been obtained to increase the overall number of possible participants.

The clinic staff of the project is making further efforts to work out new
methods of patient relationship and motivation which may pfovide interest in entering
the project and then maintain coopération for the entire stﬁdy period.

Expenditures for the next reporting period reflect the revisions made in the
contract extension. Speéifically, budgeting for foreign field trials has been eliminated,
and personnel costs lowered due to reductions in the core staff needed to complete the

Pittsburgh field trial.
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Fxpenditures and Obligations to Date

June 30, 1970 - June 30, 1973

Salaries . $ 180,540
Fringe (13.1) ‘ ' " 23,651

.Local Hire of Foreign Nationals ' ———

Consultants ’ - . 1,238
‘Travel- & Transportation : 6,570
Other Direct Costs : ' 72,674

Telephone §1,056

_ Postage 93

Participants 1,106

Publication 419
Subcontract - N
Equipment, Material & Suppliesl/ . 42,201 -

Expendable 530,192
Non~-expendable 12,009

Total Direct ) ‘ _ ’ . 256.874

Indirect : 128,482,
GRAND TOTAL § 385,356

léncludes maintenance
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G:- Work Plan and Budget Forecast for Coming Six Months

Under provisions of the approved amendment to the original contract, the work
plan for the coming six months is to maintain the cooperation of the participants
presently in the trial and to further increase the rate of participant acquisition.
To increase the rate of participant acquisition, contacts will be made with additional
hospital clinics for cooperation, and with private physicians in an effort to gain
their confidence and cooperation.

All laboratory back-up for the reexamination of the participants in the project
will be continuallf performed. All measurable results from the field trial will be
disseminated as widely as possible to the scientific community by means of articles

in appropriate journals and by presentations at scientific meetings.




Proposed Planned Expenditures

July 1, 1973 - December 31, 1973

Salaries and Wages
On Campus $25,363
0ff Gampus 14,900

Fringe (13.1)
Consultants
1/

Travel and Transportation~

Other Direct Costs

Telephone $§ 250

Postage 125

Participants 5,875

Publication 150

. ' .2/
Equipment and Supplies~

Expendable 52,468
Non-expendable 3,100

Total Direct Costs

Indireect Costs

On Campus $ 17,830
Off Campus 7,674
GRAND TOTAL

l&ncludes local travel

) g&ncludes maintenance & repairs

$

40,263

5,275
625
475

6,400

5,568

58,606

25,504

$ 84,110

16,
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APPENDIX A

Progress Report of Clinical Investigation
I.N.D. 8788 - ‘April 27, 1973

The clinical field trial to investigate the potential prophylactic value

of Conceptrol Crezm against venereal disease in the Allegheny County Healtﬁ

Department Venereal Disease Clinic was begun August 13, 1972, when the first
patient agreed to participate in the project. The following four charts describe
the participants in the projecﬁ, drop-outs, side effects and infectiohs encounter- -
ed while on trial. Forty-seven women who met the criteria for pa?ticipation have.
been interviewed. Of these women, twenty-nine- agreed to participité and eighteen
refused. At this time, ten test patients and ten control patienté are on trial;
their date of entry into the study and the length of stay with the project to date
are given in Chart I. MNine women who agreed to participate have dfopped out of thé

project for various reasons shown in Chart II. The majority of drop-outs have

occurred within the first month on trial.

Side effects encounteréd during the trial in all cases were slight to moderate
and were §e1f-limiting after the first few weeks. However, each time the partici-
pants complained of iteching and burning; it was found ﬁpon culture that a tricho-
monas and/or veast infection was present. No side effects in thg mglé_partnef have
been reported by the participants; however, some of the malés have complained ;f
the cream being messy. This information is in Chart III. ) |

The number of reinfections in both groups is shown in Chart IV. _Ey chan&e,
the results of a natural exposure to an infected male partner-are part of the project
data, Participant #156486, a test patient, and participant #053890, a control,
both had intercourse with, and were naméd contacts by the Same male. The test

patient who used the cream prior to intercourse did not become infected while the

control patient did become positive upoun culture. In addition, participant #150368,
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a test patient, became infected while in the trial. Prior to her positive culture,
this patient reported during her routine interview that she suspected she had bean
exposed to an infected male. Upon interview after her culture was positive, this
patient reported that she had not used the cream for each sex act, had intercéurse
longer than one hour after application of the cream,.and in general had not used
the cream as directed with this partner. It is felt éhat this infection mast prob-
ably Tepresents a patient failgre {(incorrect use.of the product) rather than a
product failure.

While the initial acquisition of patients was slow, improvement of-intérviewing
technique, handling of patients, and identifying possible participants has i&creased
the rate of acquisition and the trizl is prngreséing satisfactorily. -To date 108
aggregate women-weeks of exposure have been completed for tﬂe test group and 93
aggregate women-weeks of exposure for the control group.

Unless information is requested sooner, it is plamned to.submit the next pro-
gress report in September, 1973 in order to reflect one year's gxperience with the

project, s



Test Group

Chart 1

Women on Trial

Control Group

19.-

PO IS 10T L W Ty

Has not kept regular appointments

Negative culture results not in
Awaiting culture result

L8

; = i «é . E ?
7 Participant ID#] Entry Date 1 weeks on Trial {3 Participant ID#§ Entry Date] Weeks on Tri
] A 13 ' : :
150368 i8/23/72 36 § 053785 ¥ 10/10/72 1 28
153258 i 10/3/72 E 29 4 052434 10/11/72 ¢ .. . 27
156486 § 2/6/73 : 12 053890 12/6/73 - § . 12 -
3 149596 . 2/9/73 i 10 1 051408 i 2/14/73 . § .- 10-. .
3 146723 1 2/14/73 ] 10 § 051489 i 2/26/73 i -8
§ 157526 8 2/26/73 8 1 029207 3 3/20/73 5.
155449 2 4/6/73 ; 2 048331 4 4/5/73 3
§ 116511 § 4/18/73 - 1 054740 i 4/6/73 3 -
{ 1515432 0 ; 0 1 058323 1 4/12/73 L2
§ 128831 0 = 0 © 041855 0 ; 0
5 108 ' ¥ 98
; l ; 2
: 3 -
1



Chart 1T

Drop-QOuts

Test Group

" 20,

4 Participaat ID# i Entry Date § Drop-Out Date § Weeks on Trial § Reasons
1152993 8/15/72  § 8/15/72 0 i Didn't return for first
- ? - . reexamination -
154324 10/10/72 & 10/30/72 2 Unstable work hours
153509 10/10/72  § 10/10/72 0 Didn't .return for first .-
reexamlnatlon
150412 1/9/73 1/9/73 o non
: 2 :
1 :
. 4
e i ) p
Gontrol Group L
Participant ID# § Entry Date § Drop-Qut Date § Weeks on Trial § Reasons ©
-k -;- ,%E' F . A 2
045139 i 10/5/72  "f 11/22/72 6 i New job, -unable to keep N
: ) E appointments -
052077 10/11/72 % 11/3/72 2 Refused ko keep ap901ntments
043853 11/10/72 § 11/10/72, r 0 _Wrong.addtess and\phone no._
049012 11/16/72 11/16/72 0 Didn't return for flrst
) ] : ] ‘reexamination
052568 12/19/72 . 1/12/73 4 Unable to keep frequent
1 12 app01ntment5i._:3_fb-f
3 § C




Chart III

Test-Patient Side Effects & Subjective Complaints

Subjective Weeks
Participant ID# Side Effect "Complaint on Trial
150368 - 8/23/72 itching/burning! Messy 36
152358 - 10/3/72 itching/burning None 29
(three times)
156486 ~ 2/6/73 None - Interfered with 12
sex pleasure
149596 - 2/9/73 None None 10.
146723 - 2/14/73 itching/burning 'MESsy oral sex 10
(first week)
157526 - 2/26/73 None Messy 8

21.

1#150368 reported using Tide detergent when bathing. Project physician recommended

discontinuing this practice. Ttching and burning disappeared by next examination.

The remaining participants reported no side effects or subjective complaints.



Revised 1/29/73 APPENDIX B . Form 2

10.

11.

-

Pre-~Trial History Form 1

Date of Birth o/ / Code No.-/ [ /-1 / )/ /

Month Day Year
Age
Marital Status: Single Married. Divorced Separated

Other
Contraceptive practice(s) before participation in study:
None __~ TUD __ Oral Piil - = Surgical Sterilization __ __  Other
Race; White Black‘_;ﬁ_ﬂ Other
Educational level completed ;

7th grade or under 8th to 9th grade ©  10th to 1l2th grade

College freshman to sophomore College junior to senior o .

Graduate school - . ‘ ‘ :

Humber of different sexual partiers in past 12 months:

One Two _ _ Three 4-9 More than 10 _ -

Sex of partners:; Male ___ Female ___ _ Both -

Average number of times of sexual intercourse in a week: 1-2 3=
5-6 76 s-10 13- __ More tham 14 _____

Have you ever used anything to prevent yourself from getting syphilis orx gonoxrrhea?

Yes No

A. 1If yes, which of the following do you use and how often?
Always Most of the time Sometimes

Douche
Wash
Other
(Specify other )

B. If no, do you use any of the following in conmection with intercourse and
how often?

Always Most of the time Sometimes
Douche
Wash
Cthor
{Specify other }
Do{es) wyour partner(s) ever use a condom? Yes Na

1f ves, how often? Always Most of the time Sometimes

22,



Patient Information Form

Date ! /
¥onzh Day Year
i, Wumber of sexusl partners during last two weeks:
None One w0 Three 4-9
z

3. Total number of times you had sexual intercourse during the last two weeks:

Fone One Two Three Four
Seven Eight Nina Ten Eleven
Thirtesn Fourtean Morez than Fourteen:
%%, Frmbzr of product left:
#3, Usaé tast product: Each time Most of the time
6. E

Yes Yo Don't know

.« Did you have any new sexual partners in the last two weeks: Yes

Code No. /- f [/ [/ [ [ /

¥More than 10

Five

Twelve .

Didntt use

P

e

xposure to known or suspected case of gonorrhea (clap) during last two weeks:

——i
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Please complete the following questions; if any questions are not c¢lear, ask-

PRODUCT INFORMATION SHEET

the Health Educater to explain them.

Date

/ /

Month

Day Year

Any side effect(s) of product:

Form 4

24,

Code No. / [ [ [ [ [ [

None Itching Burning

Itching & Burning " Other

Do you feel that:

a, The applicator is easy to use? Yes No

b. The applicator is comfortable to use? Yes No

c. The product is convenient to use? . Yes No

d., The odor of the product is pleasant? Yes No

e, The taste of the product is offensive? Yes No

f. Using the product interferes with sex pleasure? Yes No

g, The product is easy to carry with you? Yes - No

h. The product is messy to usa? Yes No
(If ves, explain )]

i. Comments

In the past month, have any of your partner(s):

a. Objected to use of product? Yes . - No

b. Complained of the odor of tha product? Yes No

c. Complained of the taste of product? Yes o

d. Complained that the product is messy? Yes Na

e.

Complained that the product interfered with sex pleasure? Yes

Comin

No

ernts
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APPENDIX G

CLINIC ACTIVITY

Jan, 1, 1973 - June 29, 1973

Total female

visits 3343 Non GG 971 Non-Diagnostic 1096 GG visits 1275
GC visits % of total GC visité
21+ . 692 54,27
18-20 333 26.11
-18 _250 19.60
1275
Past Infection % of GC visits
21+ 191 27.60
18-20 72 21.62
-18 47 18.80
310
Prior 12 months % of past infectiocons
. 21+ 99 -51.83
18-20 38 52.77
-18 27 57.44
164
Total Positives-prior 12 months, 21+ 41 % of prior 12 months 41.41%
Total Never Returned 13 31.70%
Total Interviewed 28 % of 21+ positives 68.29%
Total Acceptors 22 % of Interviewed 78.57%
Total Refused 6 % of Interviewed 21.427



" APPENDIX D 2.
E.l.}l) Papers and publications developed umnder this contract fall int6 the following
;ategories: (1) the role of prophylaxis in the cohtr&l of venereal disease; (2) descrip-
tion and results of laboratory studies on the development of a vaginal preparation to
provide venereal dis?ase and genital infection prophylaxis as‘well aé contraception;
(3) statistical modéis for predicting relative risk contracting gonorrhea versus syphilis;
and potential impact of chemical prophylaxis on incidences of venerezl diseases; (4) de-

scription of Pittsburgh clinical field trial design.

(1) Role of Prophylaxis - points discussed are: the history of prophylaxis,

the success of venereal disease prophylaxis in both World Wars, discontinuance of
interest in prophylaxis after World War II, importance of reconsidering prophylaxis
once again in light of current epidemics, importance of providing protection against
unwanted pregnancy as well as transmission of venereal disease with one product,

the importance of research to evaluate effectiveness of available products, and
studies involving individual motivation, practice, responsibility, and delivery of
rublic health services,

(2) Description and Results of TLaborarory Situdies -~ deserikes nrocadvures used

for testing, discusses survival and recovery of N. gonorrhoeae under different en-
vironmental conditlions, reports the antimicrobial effects of a number of commonly
used intravaginal contraceptives and other preparations on N. gonorrhoeae, T, palli-

dum, C. albicans, and T. vaginalis, and indicates that results are encouraging and

postulates that an agent simultareously offering prophylaxis against venereal disease
and contraception would be of great value to both existing family planning and
venereal disease control programs,

(3) Statistical Models -~ describes the development of 2z theoretical model and

uses the model to predict the possible dramatic change in the prevalence of gonorrhea
if topical wvenereal disease prophylaxis is incorporated into existing venereal disease

programs and is used by population at risk. Also based upon joint probability of

-

transmissibility and prevalence, the relative risk of contracting gonorrhea wersus
syphilis is calculated and used in an equation to predict effectiveness of contracep-

tive products tested in vitro.

(4) Description of Pittsburgh Clinical Field Trial Design - outlines the detailed

field trial protocdél under which Pittsburgh field trial is being conducted.

i 1
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E. 1. (1)
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. . PUBLICATIONS

"Apti-VD Contraceptives Tested in Field Trials," VD Clinical News, 3:3:4, 1973.

Arnold, R, C. and Cutler, J. C., "Search for a Preparation to Prevent Venereal Disease
and Pregnancy," Public Health Reporis,85:1062, 1970,

Catler, J.C., "The Future of Prophylaxis in V.D. Control," The V.D. Crisis: The 1972
International Venereal Disease Symposium, 1972, pp. 92-93.

Cutler, J.C., 'Prophylaxis in the Venereal Diséases," Medical Clinics of North America,
56:1211-1216, 1972,

Cutler, J.C., "The Role of Prophylaxis,"” The V.D. Crisis: The 1971 International
Venereal Discase Symposium, 1971, pp. 29-30.

Cutler, J.C., Singh, B., Utidjian, H.M.D., and Arnold, R.C., "Development of a Vaginal
Preparation Providing Both Prophylaxis Against Venereal Disease and Contraception,"
British Journal of Venereal Disease, 49:149, 1973.

Cutler, J.C., Utidjian, H.M.D., Singh, B, and Arnold, R.C., "Studies on Development of
a Vaginal Preparation Providing Both Prophylaxis Against Venereal Disease, Other
Genital Infections, and Contraception: I. Venereal Prophylaxis, Past Experience,
Present Status and Plans for Future Studies," Military Medicine, 138:88-91, 1973,

"Do Spermicides Prevent VD?,' Family Planning Digest, 2:1:8, 1973.

“Encouragement of VD Prophylaxis Seen Imperative," Ob. Gyn. News, 7:18:13, 1972,

Lee,.T.¥., Utidjian, H.M.D., Singh, B., Carpenter, U, and Cultler, J.C., "The Potential
Impact of Chemical Prophylaxis on the Incidence of Gonorrhea,' British Journal of
Venereal Disease, 48:376-380, 1972.

» L.Y., Utidjian, H.M.D., Singh, B., Carpentexr, U. and Cutlexr, J.C., "The Relative
Risk of Contracting Gonorrhea Versus Syphilis Based Upon the Joint Probability of
Transmissibility and Prevalence,' HSMHA Health Report (in press).

Singh, B., Cutler, J.C. and Utidjian, H.M.D., "Studies on Development of a Vaginal
Preparation Providing Both Prophylaxis Against Venereal Disease, Other Genital
Infections and Contraception: IIX. In Vitro Effect of Vaginal Contraceptive and
Non-contraceptive Preparations on Treponema Pallidum and Neisseria gonorrhoeae,"
British Journal of Venereal Diseases, 48:57-64, 1972,

Singh, B., Cutler, J.C. and Utidjian, H.M.D., "Studies on Development of a Vaginal
Preparation Providing Both Prophylaxis Against Venereal Disease, Other Genital
Infections and Contraception: TIL. In Vitro Effect of Contraceptives and Non-
contraceptive Preparations on Candida albicans and Trichomonas vaginalis,"
Contraception, 5:402-411, 1972,

"Study Suggests Vaginal Infections May Lead to Missed GC Diagnosis,” VD Clinical
News, 3:2:1, 1973,

"Vaginal Contraceptives Declared Anti-~VD,' VD Clinical News, 2:1:1; 1972.

“Vaginal Prophylactic Research Advances," Family Practice News, 3:6:41, 1973,

"VD Prophylactic That Answers Contraception Seen Promising," Ob. Gyn. News, 7 22:26,.
1972,




PAPERS PRESENTED IN NATIONAL AND INTERNATIOMAL MEETINGS

r

Cutler, J.C., Singh, B., Utidjian, H.M.D. and Arnold, R.C., 1971, "Studies on a
Combined Venereal Disease Prophylactic-Contraceptive Agent," APHA, Official
Program and Abstracts, Page 109. -

Cutler, J.C., 1971. "The Role of Prophylaxis,” The International Venereal Disease
Symposium.

Cutler, J.C., 1972. "The Future of Prophylaxis in V.D. Control," The International
Venereal Disease Symposium,

Cutler, J.C., Singh, B., Utidjian, H.M.D., 1972. 'Studies on the Development of a
Vaginal Preparation Providing Both Prophylaxis Against Venereal Disease and -
Contraception,” XXVII General Assembly of the International Union Against the
Venereal Diseases and the Treponematoses. Presented by Bruce Webster, M.D. -
Chairman, National Commission on V.D.

Cutler, J.C., Nickens, 0.J., and Balinsky, H., 1973. '"Pro-Con Vaginal Contraceptives
as Venereal Disease Prophylactic Agents,'" American Association of Planned Parent-
hood Physicians.

Nickens, 0.J., 1973. '"The Pro-Con Project.," Indiana State Physicians Association.

Singh, B., 1972. 'Survival and Recovery of Neisseria gonorrheoeae Under Different
Environmental Conditions,'" APHA.

Singh, B. apd Swab, G., 1972 "Antimicrobial Effect of Contraceptives on Tregonema
pallidum, Neisseria gonorrhoeae and Candida albicans,'" Abstracts of the Aunnual
Meeting of the American Society for Microbiology. 1z

ABSTRACTS AND SCIENTIFIC COMMUNLCATIONS

Cutler, J.C., Military Medicine abstracted in Medical Digest (in press).

Lee, T. Y., "Clinical Efficacy Trial of Prophylaxis-Contraceptive Compounds in
Preveniing Gonococcal Infection., I. Field Trial Design,” WHO/VDT/RES/GON/73.74.

28.

Singh, B., "Antimicrobial Effect of Chemical Contraceptives on Neisseria gonorrhoeae,"

Neisseria Treponema Scientific Memoranda, Memo NT-5/1 May, 1972.

Singh, B. and Cornesky, R., "Antigenic Fractions from Protoplasm of Neisseria gonor-~
rhoeae,” Neisseria Treponema Scientific Memoranda, Memo NT-24/1 January 1973.

Singh, B. and Cutler, J.C., "Effect of Intravaginal Chemical Contraceptives on
Treponema pallidum," Neisseria Treponema Scientific Memoranda, Memo NT-4/1
May, 1972,

Singh, B. and Lee, T.Y., "Resistance of Gonococci Before and After Serial Passage
in Presence of Prophylactic-Contraceptive Agent," Nelsserla Treponema Scientific
Memoranda, (in press).

Singh, B., Lumpkin, H.L. and Cutler, J.C., "Survival and Recovery of Neisseria

zonorrhoeae Under Different Environmental Conditions,' Neisseria Treponema
Scientific Memoranda, Memo NT-18/1 July, 1972.
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APPENDIX E

1. (2) During this reporting period, material from the project was untilized as

follows:

(2)

(e)

(e)

(d)

(e)

Listing of Pro-Con bibliography in Indiana University Institute for
Sex Research Directory of Researchers in the area of sexual behavior

and related fields;

Lnterview of Dr, J. C, Cutler on WQED-TV, N.E.T. outlet in Pittsburgh,

April 1973, on "Newsroom' program, discussing the problem of vernereal
disease and prophylaxis. This program was part of the " .D. Blues"
update which was originally shown in October, 1972.

Statement for the American Social Health Association in support of a
New York State bill for inclusion of intravaginal preparations as
prophylactics in a recent distribution bill;

Training session for Pittsburgh Public Schooi physical education and
health education teachers, conducted by Allegheny County Health
Department;

Training session for pa%ochial school teachers}:cdhducfed by the

Allegheny County Health Department.

29.
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DEPARTMENT OF THE ARMY

HEADQUARTERS ! CORPS (ROK/US) GROUP
APO SAN FRANCISCO 96358

EACICS 3 January 1973

Mr., Uri Carpenter, ﬁkifr (Hyg)
Principal Research Assistant

Graduate School of Public Health
Population Division

University of Pittsburg
Pittsburg, Pennsylvania 15213

-
I
g

Dear Dr. Carpenter:

This letter is sent to you in hope that you might be of some help in
handling a problem plaguing the American troops in Korea. As you
probably guessed, the subject is VD, and especially Gonorrhea.

Your name has been referred to me by Mr. R.S. Fox, Public Health Advisor,
Division of Health, State of Nevada. He speaks very highly of your
research work with Dr, John Cutler and mentioned that you might hav

SOme answers. A .

In the Uijeongbu area (the city outside Camp Red Cloud, located about

20 miles north of Seoul)} there are about nine hundred '"business girls';
mostly free-lance prostitutes. During a recent test at a US Field Hospital,
it was discovered that about 20% of the girls tested (more than 700)

were infected. The detection method was the culture test, which is more
reliable than the smear test (used in the local Korean hospitals). Army
doctors have evaluated the administration of smear tests in Koreamn hos-
pitals and found it unsatisfactory, due to poor hygiene and faulty
equipment. Since then, some US equipment has been suppiied and a speciail
assistance team has been working in the local clinics to demonstrate
proper testing technique.

Through the local government, the US Army has been attempting to solve
this problem by giving mass pennicilin shots, free treatments, and by
educating the girls on how to detect and prevent VD. An intensive cam-
paign has been initiated to educate the soldier in the dangers of VD and
its prevention. '"Rubbers' are available, free, in orderly rooms, at
post gates, in NCO, EM, and Officer clubs, and furnished gratis to
ofi-post "night clubs' for distribution to girls and for display and
availability at bars. Meetings are held monthly with the province




b

31.

governor for coordination, and there is a close working relationship
with the town officials. All this has made a dint in the VD statistics,
but progress has been slow.

I believe that educating the girls in the protective value of a VD
preventative gel, and getting them to use it, would add to the effectiveness
of our efforts., When a young soldier, slightly stoned on booze or other
drugs, faces temptation, he will probably not use a prophylactic device.

I am sure that you can visualize the advantages of a vaginal gel in such
a situation. Undoubtedly, you can see that this would be an ideal test
site for your products.

Please send me your latest results.

Sincerely,

ALEX SPATARU

1LT, Armor
Ajide-de-Camp
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TWIN CITIES Medical School

Suite 226, University Park Plaza
2829 University Avenue S E.
Minneapolts, Minnesota 55414

January 17, 1972

John €, Cutler, M.D.

Chairman

Department of Public Health Preventive Medicine
School of Public Health

University of Pittsburgh

Pittsburgh, Pennsylvania 15213

Dear Dr. Cutler:

Prior to leaving on my trip around the world for the Program for
Applied Research on Fertility Regulation, | spoke with you about the
possibility of placinyg your Department's spermicidal and gonorrheal
suppressive agent in certain lesser developed countries. One of the
pleasures | experienced was a meeting with Dr. Ferdinand Pauls who
is the Chairman of Qbstetrics and Gynecology and the Head of the
Maternal and Child Health Service in Kinshasha, Zaire. | have
enclosed just some of the statistics provided to me by Dr. Pauls,
denoting the great amount—-of obstetrics that this hospital has to
contend with., As |‘explained during our telephone conversation,
the incidence of gonorrhea in the obstetrical and gynecological
population at the Mama Yemo Hospital is probably in excess of some
60%, It is a very serious public health concern and one in which
Dr. Pauls could quickly evaluate the effectiveness of said agents.

The Belgians, who have been most supportive of health care
measures in the new republic of Zaire, have provided the Mama Yemo
Hospital with a computer and the data processing skills for keeping
track of health care systems. 1 have been assured by Dr. Pauls
that they could evaluate any number of contraceptive technigues,
methods, and anti-venereal agents.

{ am imposing upon you to ask that your Department communicate
to ascertain if a study of mutual benefit can be established between
the University of Pittsburgh and the Mama Yemo Hospital in Zaire.

" If Dr. Pauls and you can reach some agreement as to the possibility
" of testing such spermacidal foams-and creams that would also provide
protection against gonorrhea, the PARFR organization woutld ke most
interested in reviewing a joint proposal.

HEALTH SCIENCES

UNIVERSITY OF MINNESOTA | Program for Apphed Research on Fertility Regulation
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John C, Cutler, M.D.
Page 2

| appreciate your very kind attention and look forward to hearing

. from you about this matter,

Sincerely,

iz C Bty sgrct

Julius C. Butler, Jr., M.D. 'ﬁ
Assistant Professor AL
Obstetrics and Gynecology é{ggéjg&CJZ_
PARFR Project Coordinator

JCB:njh

Encdosure

cc: DBr. Singh
Ferdinand Pauls, M.,D.
J. Joseph Speidel, M,D.

Ms., DeVerille A. Huston

Lot



