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Chh. Fauste CHoreira

RUA GIL VICENTE. $8-2.°

TELEFONE 972468 areosa, 21st June 1982
4445 Ermesinde
PORTUGAL

Dear Doctor thier,

Many thanks for your kind letter..of 23th May as well as
for the reprints therewith enclosed.

I feel very happy to see that our views on VD prevention
are quite coincident and I full agree with the reasons you
point out for the slow awakening of Medical Authorities
for prophylaxis against VD. -

In this country in spite of want of uptodate official sta-
tistics the STD have been increasing notorialy and I am
wondering why besides efforts of clinical treatment and
campaigns for sexual education developed by Health Autho-

rities nobody seems aware of prevention systems and mea-
sures.

"The old preventing agents are almost vanished from the mar
ket and completely out of current usé and nothing has been

made(at least in Portugal) for replacing them by others
more modern and effective.

National Library of Medicine. NOTlCE: THIS MATERIAL MAY BE PROTECTED BY COPYRIGHT LAW (TITLE 17

So, your clear-cut works with vaginal contraceptives in
VD preventlon appeal to me very much and I believe that
they show the way for reaching the prophylaxis of future.
Having this in mind I dare to ask you, Dear Dr.Cutler,

to keep me informed on every progress you may take acquain
tance with this field

Please do accept once again my best thanks for your kind o g
‘cooperation and do not hesitate to oontact me everytime 1
you need no matters what from me. 4

Looking forward to be of any service to you accept my kin-

dest regards,

W‘:)

\/Dr Fa'""“ ¥-roita

200t~ Yoaed CoTulud o who History of Medicine Division,

1o ~ANNE

(]
£
=]

£

e
w
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(@) Hausts CHoreira 0

RUA GIL VICENTE, 58-2.°

TELEFONE 972468 ancosa, 21st June 1982
4445 Ermesinde
PORTUGAL

Dear Doctor Cutler,

Many thanks for your kind letter-of 23th May as well as
for the reprints therewith enclosed.

I feel very happy to see that our views on VD prevention
are quite coincident and I full agree with the reasons you
point out for the slow awakening of Medical Authorities
for prophylaxis against VD.

In this country in spite of want of uptodate official sta-
tistics the STD have been increasing notorialy and I am
wondering why besides efforts of clinical treatment and
campaigns for sexual education developed by Health Autho-

rities nobody seems aware of prevention systems and mea-
sures. . '

"The old preventing agents are almost vanished from_the mar
ket and completely out of current use and nothing has been
made(at least in Portugal) for replacing them by others
more modern and effective.

National Library of Medicine. NOTICE: THIS MATERIAL MAY BE PROTECTED BY COPYRIGHT LAW (TITLE 17

So, your clear-cut works with vaginal contraceptives in ;
VD prevention appeal to me very much and I believe that ‘ 2
they show the way for reaching the prophylaxis of future. i{
Having this in mind I dare to ask you, Dear Dr.Cutler, ;

to keep me informed on everyAprogress you may take acquain i
tance with this field.

Please do accept once again my best thanks for your kind
cooperation and do not hesitate. to contact me everytime
you need no matters what from me.

Looking forward to be of any service to you accept my kin- "w

dest regards,

e
“Dr, ¥

y, Fauets Word

Zoot~oH Joiw CoTutd. in the History of Medicine Division,

I -alain™

From the
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From the =00 %M ey GaTutub o Lictory of Medicine Division, National Library of Medicine. NOTICE: THIS MATERIAL M
U.S. CODE

U BUDQET BURI
' 24-R006
I APPROVAL E

Decomber,

OFFEROR'S ANALYSIS OF COST PROPOSAL .

_INSTRUCTIONS . TO OFFERORS

o
L

1."The "“Offeror’s Annlysis of Cost Proposal’* form is n standardized . "4, By submission of this proposal, the offeror grants to the Cor
:."document which’an: afferor must submit to the Agency for International - - . -Officer or his suthorized roprasontative, the right to examine,
Devalopment (A.1.D.) in connection with all negotiated procurements. (See "' " - purpose of verifying the cost or pricing dota submitted, those
~AIOPR 7-3.807.2(c).)" i oy v b ~racords, documents, and other supporting dats which will permit ¢
ST : - evaluation of such ¢ost or pricing data, together with the computat
projections used tharein. This right may be exorcised in connect

g ".‘Ulﬂe.éf"th‘lé 'fo'i_m. is mun«;ﬂétory; unlass the Contractm‘iﬁ'omcer waives
. 'this* ‘requirement . in"- writing.: Where ' a particular cost element is not

- appropriata for the. procuroment, indicate *'Not Applicable” or "NA" on
theform. ., . o0, CL Lo .

any nogotiutionﬁ‘pfior to contract award,

.76, The footnotes on the reverse side, in addition to detai
L I RPN B ! N « - ¥equired supplementa! data, provide information which will be ¢
[ 3. The offeror must also submit the' supplementary data as detailed in -~ - ;completing the “’Cost Proposal” below. :
- the footnotes on the roverse side. If a Certificate of Current Cost or Pricing - L )

:Data is required by FPR 1:3.807-3 and 1-3.807-4 for the procurement, it
* should also be appended to this form. . ... .

e

I, Salaries ‘_/ . L
AL U.S. Personnel .

Home Office Professional .

MAN-MONTHS ESTIMATED C

SR $ 51,300.(
Home Office Nonprofessional $ 82,800.(
: Field Staff Professional $

}:_b "Field Staff Nonprofessional $  12,000.(
Total U.S. Salaries $_146,100.C

..B..Cooperating or Third Céun{ry Nationals : ‘
.Field S;fdff Professional ' $ 56,000,(C
Field Staff Nonprofessional : $ 64 ,400,C
If these salaries will be paid in U.S. dollars, enter the amount here: 120,400.C

If these salaries will be paid in local currency, enter the
_ .amount and currency below: :

' w‘AWhAMm 284TSR’ 3ed VEAR

-

| X Consuh't‘;msg‘f

" Consultant Fees (Domes.ﬁ;) $ - 18’900'
Consultant Fees (Overseas): $
Total Consultant Fees. $ 18.900.

2 0

tl. Fringe Benefits (Payroll Costs)3/

:

V. Overhead 4/ S BASE RATE
v Home Office (On-campuys) - 8 : $152,548.00 % 48,8% $ 69, 953,
Field Staff (Off-campus) = - ‘ $115,346.00| % 29,59% $ 34,028.

Total Overhead
: . V. Travel and Transportation 5/ .

$ 103,981,

U.S. Travel (Personne! and Dependents) 16,350.
; International Travel (Personnel and Dependents) 5,220.1
vl ~__Other Personnel Travel ; '
"'" X Transportation of Household Effects, Baggage 8 Vehicles
: Storage of Household Effects & Vehicles ‘
s Other-'(Des.cribe) : SR '
Total Travel & Transportation ' 21,570.(

Vi, Allowance 6_/ :
: Cdtegbry'-3 .

"+ Post .Diﬂ‘ebr:vemliurl‘ ‘v

$

$

$ .
i :

]

Y L 1
e Toral Allowaneas - o : .
YAl Other Dirogy Costn?” (Spacify)  TaLaphione & Postape L A2,600 .00
| e Publicat fong . | 2300001
R . _Services & Clinical Pathologist 15,000, 0¢
B Total Other Direct Costs : . 29,600.0(
o Y. Equipment, Vehicles, Maierials ond Supplies 8/
. Equipment (Title in cooperating Countr.y) 46,560, 0(
Equipment (Title retained in A.l.D))
Material and Supplies 18,600, 0(
Vehicles
Freight S
Total Equipment, Vehicles, Materials and Supplies 160, 0(

IX. Participant Training 9/

‘Number of Participants:

Training (Tuition, Fees, etc.)

Travel and Subsistence

Total Participant Training
X. Subcontracts 10/ (Specify)

356.0C
56,000.00

i

NLM 0001795
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From the Z.oo =0 Agavy CuaTLOu.

U.S. CODE in the History of Medicine Division, National Library of Medicine. NOTICE: THIS MATERIAL M

- L

" Xl. General & Administrative Rate 1/ o ESTIMATED COST

i Base:’ L Rate - .0 %
X1l. Subtotal (Estimated Cost Exclusive of fixed Fee or Profit)(ltems |- XI)
Xitl. Fixed Fee or Profit12/ ‘ o
i Base: - o ~ Rate %

s -0~
$ 600,939.00

s = 0-

XiV. ‘ : ;

Grand Total (Items Xt & XHt) $ 600,939.00
1f more space is required and for items XV thro XX where additional information is necessary, please use separate sheet.
Indicate item number to which answer applies and staple to form.

XV. Has any government agency performed an audit of your organization within the past 12 months?
£]ves . [INo DCCA Pgh. Br. office thru 6/30/68
(If yes, identify the contract, the agency, the date, and the number of the audit report.)
XVI., Will you require the use of any government property in performing this contract?
' K Yes I No as specified in budget
XVIL. Will the source of all commodities procured under this contract be the United States?13/
. [ Yes (X} No
“."XVIll. Have you performed any contracts for A.1.D. or other government agencies in the past ten years?
F 1Yes ] No (If yes, identify by Agency and contract number.) AID/LA362‘, AID/AFN 284,etc.

X1X. Will you require an advance payment or a Federal Reserve Letter of Credit (to be filled in by educational institutions and nonpro

(If yes, specify)

(1f not, list the exceptions.)

organizations only).

C[X] Yes []No (If yes, in what amount?) Federal Reserve Letter of Credit
XX. Is there any overtime.included in this cost proposal? ‘
[]Yes - [X] No " (If yes, explain the amount and what it will be used for.)

XXIl. What is the average number of days per year used in the calculation of the above cost proposal for: (Standard Un. procee
Other (explain) May have to be reflected as Professione

Holidays ‘
0 and non professional

Vacations

Sick Leave ? Home Leave

, aﬁﬂifﬁleﬂéﬂme@ﬁiﬁlg S(D@lanepmry data, is submi.ﬂed'for use in con.nect'ion with RFP or the proposal titled 'Developme
of Combined Prophyr;‘oar%ﬁ}&g QQPFQQ‘?‘SS%F&Y@, G:ET:;?R‘&‘}' 51%991 accordance with the Instructions to Offerors and Footnotes.

TYPE NAME AND TITLE SIGNATURE

Paui Solyém-Comptroller & Assistant Treasurer

. FIRM DATE
University of Pittsburgh
FOOTNOTES
In addition to the cost analysis on this form, the offeror is re- 10. Subcontracts —— What type of work will be subcontrai

Approximately what percentage of the total scope of work is it? W

quired, in good. faith, to submit with this form the additional data,
will you subcontract with? What is the anticipated amount of

supporting schedules, and substantiation which are reasonably necessary
for the conduct of an appropriate review and analysis in light of the facts
of this particular procurement. In order to obtain a reasonable and
equitable contract price, it is essential that there be a clear understanding
of: (a) the existing, verifiable data; and (b) the judgmental factors applied
in projecting from known data to the estimated price. In short, the
offeror's estimating process should be clear to the negotiator.
The footnotes below include questions and explanations of the items of
' the Cost Analysis. The supplementary data should include all the following
information, where applicable, as well as any other pertinent facts.
1. Salaries (U.  S. Personnel and Cooperating or Third Country
Nationals) . A :
] A. An individual is considered a professional if he is engaged in an
occupation requiring advanced training in some liberal art or. science,
usually involving mental rather than manual work and who is qualified in
his field by the standards of the profession. Examples are: professors,
teachers, engineers, economists, scientists, and research associates.
_ The nonprofessional category includes those not considered

professional such as graduate or undergraduate assistants, secretaries,

clerks, technicians, administrative aides, research assistants, and trainees. -
B. What are the position titles in each category? How many
man-months are anticipated in each position? What is the anticipated salary
of each position? Will each position involve work under this contract on a
full-time basis? |f not, what percentage of each position's time will be used
- for work under this contract? ' .

2. Consuftants =— in what. Tieids’ ‘is""theé ' need’ for ~consultants "

" anticipated? How many consultants are needed? How many man-days are
anticipated for each consultant? What is the anticipated fee per man-day
for each consultant? S .

3. Fringe Benefits — Which fringe benefits are included in this
amount? What is the rate of each fringe benefit? Are fringe benefits
included in your established personnel procedure? (Enclose a copy, if
available, of your established personnel procedure concerning fringe
benefits, allowances, leave, etc.) v . .

4. Overhead —— What costs are included in the overhead pool? Which
_ direct costs are included in the overhead base? What were the rates
established by the most recent government audit?

5. Travel and Transportation —— I ndicate how many round or one-way
trips to where, an estimate of how many dependents will be traveling, and
the anticipated weight of household effects which will be shipped and/or
stored, etc. : . o

6. Allowances — A.1.D. employs the “Standardized Government

Travel Regulations’” or "'Standardized Regulations (Government Civilians -

Foreign Areas)” as applicable, in establishing the rates of, and criteria for,
. travel and overseas allowances. If the allowances used in the cost analysis

" exceed the rates permitted by these Regulations, explain. indicate which

" allowances are applicable, and how much of each is anticipated, (i.e.,
" educational travel for four dependents, 20 days per diem).

7. Other Direct Costs —— Enumerate all other direct costs, such as
medical examinations, communications, etc. )

8. Equipment Vehicles, Materials, and Supplies —— List the types of
equipment, materials, and/or vehicles in each category which will be
purchased for use under the contract, and the cost of each.

9. Participant Training —— Where will participants be trained? 1n what
_ fields will they be trained? What is the tuition per participant? What do the
fees cover? How much travel is involved? Where? How much is allowed for
subsistence? '

subcontract?

11. General and Administrative Rate —— Show, in detail, the pr
by which you arrived at the General and Administrative rate.

12. Fixed Fee or Profit —— Show, in detail, the process by whict
arrived at the fixed fee or profit.

13. Source Certificate —— The following conditions should app
any commodity procurement financed under the proposed contra
U.S. dollars: ‘ :

A. The source of the commodity shall be the United States, an
commodity shall have been mined, grown, or through manufactt
processing, or assembly produced in the United States. The term ''so!
means the country from which a commodity is shipped to the coopet
country or the cooperating country if the commodity is located ther
the time_of purchase. If, however, a commodity is shipped from a free
or bonded warehouse in the form in which it is received therein, ‘'so
means the country from which the commodity was shipped to tht
port or bonded warehouse.

B. A produced commodity purchased in any transaction wil

1. Contain any component from countries other than
World countries, as defined in A.1.D. Geographic Code 899,

o 2. Contain components which were imported into the co
of production from such Free World countries other than the L
States; and :

u (i) such components were acquired by the producer

" form in which they were imported; and

(i) the total cost of such components (delivered at the
of production) amounts to more than 10 per cent, or such
 percentage as A.1.D. may prescribe, of the lowest price (exciuding th

" of ocean transportation and marine insurance} at which the supplier
the commodity available for export sale (whether or not financ
A.1.D). .

C. Exception for Printed or Audio-visual Teaching Materia
The geographic source of teaching materials (printed or audio-
- procured with funds charged against A.l.D. appropriations, may,
extent necessary, be progressively expanded to include the aid rec
country, Code 901 countries, and Code 899 countries, in addition
United States when:

1. Effective use of the printed or audio-visual teaching m
‘depends on their being in the local language.

2. Such materials are intended for technical assistance p
or activities financed by A.1.D. in whole or in part.

3. Other funds, including U. S.-owned or -controiled

~currencies, are not readily available to finance the procurement o
materials. .

Geographic Code 899 is defined as ‘‘any area or country
Free World, excluding the cooperating country itself, when use
possible source of A.l1.D.-financed purchases. Geographic Code

defined as ‘‘any area or country in the Free World, excludi
cooperating country itself and the following developed cot

Australia, Austria, Belgium, Canada, Denmark, France, Germany (f
Republic), 1taly, Japan, L.uxembourg, Monaco, Netherlands, New Z
Norway, South Africa, Spain, Sweden, Switzerland, and the
Kingdom.

NLM 0001796



PUBLICATIONS T s 2,000.00
 POSTAGE 3,600.00
ELEPHONE ‘ _ 9,000.00 .
: CLINICAL PATHOLOGY-reglonal laboratories ‘ . 5,000.00
'FUSERVICES - (payment for prostitutes for samples
for laboratory testing) : o
(100 prostltutes at $5.00 per ‘week for 2 yrs. ) 10,000.00.
SUPPLIES -for the laboratories in Mexico and Jamaica 10,000.00
typewrlter, desk, file cabinet ~ one each for
“Mexico and Jamaica ’ 1,440.00
OVERHEAD (48 8% of salarles on campus) 69,953.00
‘fv""> (29 5% of salaries off campus. " 34,028.00
SUB-CONTRACTS ~56,000.00
| Afrangements will be made for- sﬁb-contracts
for services in prophylactlc and contraceptive
e testlng .
TOTAL - -~ = = =~ = = $ - 600,939.00

3002 SN
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: TRAVEL EXPENSES

~J.C. Cutler

H.M.D. Utidjian
B. S1ngh

‘vv:each of the above: W111 make 2 trips each year to Mexico and Jamaica
- at 3 days each - :

aU1 woi

3002 °'S'N
O et oo 10072

B Mexico plane + expenses ----;4--{—---—----—------—--——----;-- $4, 320 00
Jamaica plane + @XPeMnSES - == mm=ma e oo o mm oo 4,900.00
Project Direetor.in Mexico and Jamaica |
-1 trip each year from MEcho and Jamalca to Pittshnrgh
for 7 days each
o Mex1co plane +expenses ------ e-; ----------------------------- "~ - 900.00
) Jamalca plane +expenses-—----ef-—----—-——----——--——-—-——-——— 1,000.00
Cdnsultant Travel |
'E 2 trlps each year to Plttsburgh
5 consultants
plane and expenses---. --------- Fm e mme el 10;450.00
B. Slngh (to observe the VD service & research 1ahorator1es)
1 trlp to Ba1t1more Maryland to Johns HOPklnS for 3 days
plane and expenses —4-----------;---4 --------------- ‘-;———- 102.00
1 trip to Atlanta, Georgia to C.D{C. for 3 days
plane and eXpenses---------Q----~--------e ---------------- 156.00
1 trin'td Detroit, Michigan to‘Parke Davis
plane and.expenses-f--------------—----f----———--------—44 98.00
Total ~ - - = = - $  21,926.00

L1 LD MY LHOIMAJOD A9 Q3103 L0OYd 39 AV IVRITLYIN SIHL :3DILON “SuIdipapy Jo Areiqr [BUOHEN ‘UOISIAIQ BUIOIPS 40 A10)SIH au} Ul
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an—expendable - equlpment a

QYConver51on of a room (200 sq Cft, ) and fixtures
h for VD Research laboratory

' Metal cages for individual rabbits (100) and
stalnless steel unit-stands for cages

“ivDarkfleld m1croscope
‘,.Incubator---Co2 type

, Refrlgerator
Balance 

o Water bath

’VZAnaerobic jar (5)‘

'}‘Mamtenance of Equipment services @ $600.00 per year’» N

(autoclave centrifuge etc.)
ﬁ.  Animal Operating table &,llghts ’
 ;Ca1cu1ator-Mohroé 990 Eléctric.3‘

o Typewfiter, desk and file cabinet

_ Expendabie equipment and supplies

Instruments (1st year $700. next‘2 vears $400; each)

| Glassware (lst year $2000. and next 2 years $1000. each)

(dlsposable & undlsposable type)

Rabblts @nale treponema free)

 Chem1ca1s, media etc, (lst year $1000 next 2 years $300
' ) Other supplies $1,000. per year

o Feedlng ‘and bedding of anlmals

_ $10,000.00

11,000.00
1,500.00
2,000.00

250.00
300.00

250.00

1300.00

1,800.00

500.00
1,000.00

7206.00

1,500.00

4,000.00

~.10,000.00

1,600.00
3,000.00

4,000.00

3a02 's'N
au} woi-

e N yan 1002

53,720.00
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c
wo
.3
s i L UCD
" PERSONNEL =~ : ‘ LEEN
C o Annual Rate  Amount for e
AR S .. % Participation of Pay Proposed Res. 3
I.. A, In Pittsburgh ' . v ' &
J.C. Cutler, M.D., Project Director  10% 3,100.00 9,300.00 i
H.M.D. Utidjian, M D. " L 10% - , c
B. Singh, D.V.M., Ph.D. Mlcroblologlst 1007 - 14,000.00 - 42,000.00 5
- V. Ashmun, M.Sc., Research Assistant  100% 7,000.00 21,000.00 - S
- J. Gerende M.Sc., Statistician =~ - 50% v 4,920.00 14,760.00 )
:Laboratory Technician - - 1007%. 6,000.00" - 18,000.00
. Project-Secretary . 100% 4,680.00 14,040.00
" Animal Caretaker/attendant  100% 5,000.00 . 15,000.00
Health Educator (2 yrs. only) 100% . 6,000.00 - 12,000.00
~In Mex1co
Phys1c1an—Pr03ect D1rector (1) 2yrs. only)lOOA : 14,000.00 . 28,000.00
~'Registered Nurse-Mexican (1) - " - 100% -  ~ 3,000.00 6,000.00
" Social Worker (1) .. S " 100% . 3,000.00 6,000.00
. Laboratory Technician (1) "~ 100% 4,500.00 9,000.00
'_Records clerk/secretary S om0 100% ' 3,600.00 7,200.00
In Jamalca
; fPhy51c1an PrOJect Director (1) 2yrs only)lOOA . 14,000.00 . 28,000.00
' Laboratory Technician (1) 100% . .4,500.00 9,000.00
. Health Educator (1) S R 100% - 4,000.00 8,000.00 :
_Social Workers (2) L 100% ~ 6,000.00  12,000.00 (both)
Records clerk/secretary " 100% 3,600.00 7,200.00 '

110,900.00 266,500.00

7% increase on salaries for 2nd andISrdbyear ) - 11,112.00

FRINGE BENEFITS (10% on salaries only) L o 27,760.00
_ this includes the 7% increase on
the 2nd & 3rd years

B. Consultants in Venereology

Dr. R.C. Arnold ’ 14 days each 6,300.00 18,900.00 (all 3’
Dr. T.B. Turner per each year '
Dr. Bruce Webster @ $150. per day
Consultants from WHO/PAHO (2) = pro rata ' no salary
Total - - - - - $ 324,272.00

L1 31411 MV LHOIFIADOOD A8 310310¥d 39 AVIA TVINILYIN SIHL :3OLLON "dUuIdIpajy Jo Aieiqr [EUOREN ‘UOISIAIQ BUIDIPSN JO AI0ISIH au} ul
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i Informed Consent .

Consent to act as a subject in an experimental study: Vaginal Contra-

ceptives as Prophylactic Agents Against Gomorrhea and C. Trichomatis Infection.

Dr. John C. Cutler Source of Support: Grant NICHD

This studf 1s designed to determine whether or not the use of a vaginal
éontraceptive gs directed for contraceptive'purposes may also provide some
degree ofvprotection against infection with gonorrhea or Clamidia trachomotis,
the organism responsible for many cases of pelvic inflammatory disease.

If you enter the study you will be giveﬁ for ydur use a contraceptive
agent which is being tested or a placebo wﬁich looks exactly like the contra-
ceptive agent. The reason for receiving either;oﬁe'or the other is, iﬁ order

to carry out a study Withicertainty, it is necessary that we also know the

- risk of reinfection of the disease that initially brought you into the clinic

if you are not protected by an agent placed in YOur vagina just liké a
céntraceptive. You will be ;apdomly chosen to receive one or the other pre-
paration and will be éxpected to continue to follow the same pattern of
sexuai behavior as is yoﬁr‘custom. Howéver, it is necessary that you use the
preparation as directed for each contact. |
As has been discussed, since the placebo is not a contraceptive, and since
the véginal contraceptive does not provide absolute ﬁrotection against pregnancy
you may enter the study only if you are protected agaiﬁst unplahned preghancy
through the use of the IUD, an oral éontraceptive or voluntary sterilization.
You will have been‘examined and given any necessary treatment before

entering the study. In order to protect your health and to observe your

- protection from risk of infection, we at the clinic will arrange to have you

pay one visit each month at a minimum. At the time of examination,'cultures

. ~
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' =3
will be taken to determine whether or not you are. free from disease and you f §<DN
| 9

. . o (o]
will be given a new supply of the preparation for your use., As discussed E
with you in>thevinitigi briefing, it will be necessary for you to keép a record 1 %g
. | 7
ef your sexual eontacts and the use of the preparation given you., = Should you f e
) ~4

. ) : L

have health problems requiring treatment, possibly acquiring another disease ?

during the eourse of the study, this will be determined dufing your regular visits

and you will be treated. Should you have any symptoms at any time, such as

lower abdominal pain between visits, you should come to the clinic during clinic
heurs, If semething serious occurs outside clinic hours, you should call the

emergeney number

and a;réngé to be seen.

At the end of 6 mcnths you will receive the last of your monthly examinations
and the study will have been completed as well as any needed treatment.

Yéu will be expeeted to'qomelto the clinic during the regular elinic hours
unless in the ease of an ehergency you will be seén by a member of the Allegheny

County Health Department VD staff which includes those involved in the stuly who

will earry out the examinations; review youf’history and progress with you, and
previde you with the necessary supplies.

In erder to cover any costs you may incur, such as tfavel or care of
member(s) of your family, etec., yoﬁ will receive $2.00 for transportation and $5.00

for related costs for each visit. Should there be any needed treatment for ‘

disease or eonditions related to the use of the preparation, this will be provided

te you at po cost,

In view of the fact that the preparations_being studied have been on the i
market for a number of years for contraceptivé purposes, and in view of the fact
that ¥ou are mot at greater risk of infectioﬁ, it is safe to say you are undér—
going ne additiomal risks by taking part in the study and.you will benefit by ‘
the clese observation at monthly intervals which will ensure your freedom of
disease or treating you wvhen disease is discovered;, As a consequence of your

participation in the study your health should be better.
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wj As is the usual case in the Allegheny County Health Department VD Clinic,'
> : .
no member of your family or other persen(s) will be informed of your treat-
ment or participation in this study,

It should be understéod that, if you have any concern about this study as
tame goes on, you are free to withdraw at any time. Should you so decide, you'
will not be contacted further and your responsibility will end. It should also
be pointed out that in the event of physical injury or iliness resulting from
the research pr:ocedure, no monetary compensation will be maﬁe, -but. any immediate
medical emergency treé.tment necessary will be made available withéut charge.

- The only possible ill=-effects that you or your partner may experiénce are

occasional symptoms of irritation of the gentalia. If such should occur, you

are to.report to the elinic where appropriate treatment will be given.

I certify that I have read the preceeding and understand its contents.

Any questions I have concernimg this research have been or will be answered

by Dr. « A copy of this consent form will be given to me. My
signature below testifies that I freely agree to participate in this experimental

study.

Date Participant's Signature

By} Woi
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vestigators in a previous study (Development and Field Testing of Comblned

cl

25

o3
Summary and Workscope m §
It is proposed to carry out a clinicad study of the possible effects : 2
.‘- (’

of a vaginal contraceptive approved by the F.D.A. and used as directed for i %
T

contraceptlve pPurposes in pPreventing infection of the female by N, gonorrhea ; é
b

and/or C. trachomatls. This study will build upon the experlence of the in- I F

|

Prophylactic Contraceptive Preparatlons, AID CSO 288) but will be modified

and expanded to study C. trachomatis to provide a placebo-using control

- group, and to "blind"

]
both users and investigators, |
|

The study will be carried out in cooperation with, and using the clinical

and laboratory facilities of the Allegheny County Health Department, and with

. staff drawn from both .the University of Plttsburgh and Allegheny County Health

Department.

~

-Laboratory studies using standardized techniques employed in the Previous :

study will be carried in vitro to test alil currently marketed vaginal contra-

ceptives with respect to action on the two organisms. Similar studies will ‘

- be carried out to select the appropriate placebo.

trachomatis; the clinical persomnel will be trained in culture techniques, and

the system for routine testing will be established and carried out in concert with

|
gonorrhea testing,

A1l female patients of the V.D. cliniec will be screened routinely for CT as -

well as GC. Those 21 years of age or over,

found p031t1ve for either, will be

informed of the study and invited to take part. Only those using either the’ IUD,

oral contraceptlves Or are sterilized, will be entered. There will be randomized

selection with the investigators and patients "blinded" for use of agent or

‘ |
pPlacebo. The patient will be entered into the study after treatment and proof ‘

, B
of cure carried out in accord with the Allegheny County Health Department standards. |
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The clinic (research) staff will fully manage the patient, secure informed

consent, and will carry out follow-up at monthly intervals including review

of patient contact history, preparation use, pattern of partners, etec., and

will provide new supplies and any other relevant care or refurral. Intensive

care will be provided as needed by any patient problems. The pattern of

repeat infections or freedom therefrom will indicate the response to the agent

or placebo.

3. Research Proposal

a) Introduction
=ftroduction

All vaginal contraceptive products currently approved by the F.D.A.

will be subJected to laboratory evaluatlon to determine the in vitro effective-

ness against N. gonorrhea and C, trachomatis.

The procedure used for N. gonorrhea will be that utilized in the previous

study of vaginal contraceptlves as prophylax1s agalnst gonorrhea, Similar

procedures, based upon this experience, will be developed for testing their

effectiveness on C, trachomatis.,

All manufacturers will be requested to supply samples of the base without

the spermicidal agent(s), and fhese will be subjected to the same testing pro-

cedures. Since, in the previous study, .varying degrees and patterns of germi-

cidal properties were found 1in all preparations tested, it is ekpeeted that similar

findings will be observed in testing C. trachomatis. . Thus, in order to select

a placebo it will be necessary to identify those bases which are minimally lethal

so that one can be selected which has the same physical characteristics and

packaging potential as the preparation selected for study.

The manufacturer of the product selected will be asked to supply the placebo

in appropriate packaging. The manufacturer will also be asked to supply the

cohtraceptive selected for testing, without a label In addltion, the manu-

facturer will be asked to label the placebo and actlve preparation as "A" ro "B"
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6
and not to divulge the code to the investigator until completion of the study.r

The patients will be selected from the population attending the Allegheny

County Health Department V.D. clinics. At present all females are cultured
for gonorrhea by cervical culture. Routine testing of all females for C.
trachtomotis will be instituted.  All females, 21 years of age and over,

found positive, will be treated using standard A.C.H.D. protocol, and checked

for proof of cure. The usual procedures to provide therapy to their contacts

will be followed.

ﬁpon diagnosis of infection, in éddition to the usual contact interview,
the patient will be informed of the study agé invited to participate.

If she agrees, Ehe usual informed consent ﬁill be secured, she will be randomly
assigned to use either preparation "A" or "B", and will be fully instructed
with respect to follow-up and the use of the preparation. If she is not contra-—
cepting with eithér the IUD, oral contraceptive(s) or tubal 1igation.or willing
to contracept byione of these methods as part of the.experiment, she will not

be accepted.

The patient will be seen at monthly intervals; however, if there are any i
problems or symptoms she will be seen in usual clinic sessions unless an emergency
problem develops. The patients will be given an emergency number(s) to call if
needed and appropriate arrangements will ﬁe worked out.

At the foutine visits, medical and sexual behavior history will be taken,
physical examinations and cultures will be done? the contact log will be collected,
new experimental supplies and contact logs will be given oﬁt, and a'detailed
interQiew will be carried out.

It is planned, in view of past experience, to pay each participant $7.00
per visit; $2,00 for transportation and $5.00 for time spent or lost since many

will have to take time off from work or pay baby sitters at home while away.
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The patient will be seen in the A.C.H.D. VD Clinies, the laboratory

‘work will be done by the A.C.H.D, laboratory, and the research staff will

‘be A.C.H.D. staff whose time is purchased by the pProject, and ‘additional .

staff employed through the project to supply the additional necessary re-
sources to manage the patients and to carry out the laboratory tests.

As was done in the previous study on prophylaxis, the research team will

funetion as a part of the Allegheny County Health Department Venereal Dlsease

clinic staff, thepotentlal part1c1pants are identified in the clinic popu-

lation, the research personnel will be alerted and the group consisting of

nurse-educator, epldemiologlsts (contact tracer) and physicial will work

with each patient to recrult and then to instruct as to product use, follow-

up procedures, data collection, record keeping, etec. On the basis of past

experience it is anticipated that the time spent on patient education and

follow-up by phone, household visits, etc; will have to be sustained and

" intensive in order to- assure monthly visits for cllnlcal and laboratory ex-

amlnatlon, supply replacement, history review, etc.

The prev1ous study was based on the comparison of the rates of reinfection

in product users as compared to non-user controls. Because of the variations in

numbers of sexual partners of the females and frequency of  sexual contact,

and because of the fact that most male partners were presumed not to be 11m1ted

to a single partner--that is the female patlent under study, a Presumption

frequently con firmed when the infected male was treated and interviewed in

the VD clinic--there seems to be no feasible way to standardize the element

of number of partners or contacts for the study. Thus, the volunteer will

‘enter the study and the measure will be the difference in rate of relnfection

in the two groups.
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4,

The period of performance is calculated to be as follows:

- Phase 1: 6 months

a) Laboratory tests carried out to select product for testing.
b) A.C.H.D.-sﬁaff trained in analytical testing.
¢) Clinic staff assembled and integrated with the A.C.H.D.;

procedures for patient management developed, tested and standardized

Phase 2: 18 months
a) 'Clinical trial initiated.

b) Last patients entered at end of 12 months and followed through
to 18 months. L L

Phase 3: 4 months
a) Data Analysis
b) Report preparation

Resource Information

Principal Investigators: Cutler, Singh, Dixon, Sarandrid, Balisky

Staff: C(Clinical physician — 2 (part—time)
Clinic nurse-educator - 2
VD epidemiologist -~ 1
Laboratory technican - 1-2
Project administrative Secretary - 1
Student Assistant - 1
Statistician - 1 (part-time)

Laboratory and clinical procedures - A.C.H.D. (as follows):

|
!
M

3d02 SN :
ay} woid i

AENEY W oo 1002

5
=
[}
I
2
Q

<
e
=
[
Q.
ES
2
©
=]
<
@
o

2
P4
2
=2
3
L
e
o
8

<
=3
=
[
Q.
8
=]
o
5
=
O
m
—
L
(7]
=
-
m
e
p=
5
=<
®
m
Y
3
o |
&
o |
m
g
)
=<
9]
9
<
P
(0]
I
-
Ing
b
3

El
-]
-
m
3

NLM 0001808



Health Department, School of Medicine,

F. Qualifications

1) Experiences - The principal investigators, Cutler, Singh and
Balisky were members of the team that carried out the study entitled"
Research Service Directed Toward the Development of a Combined Agent for

Disease Prophylaxis and Contraception, AID/CSD 2822, The formal published

f;ports on the project is as follows: Cutler, J.C., Singh, B., et al.,

"Waginal Contraceptives as Prophylaxis Against Gonorrhea and Other Sexually

Transmissible Diseases”, Advances in Planned Parenthood, lz, No. 1, 45-56,

1977. The present AID member who could be contacted and who is familiar with

the study is Dr. Joseph Spiedel, Acting,Chiéf, Resea;ch’Division, Office of

‘Population, Bureau of Technical Assistance, Department of State, Agency for

International Developmeﬁt, Washington, D.C. 20523. ' The director of the A.I.D.

Population Program at that time, one whose concept was also reflected in it, is

Dr. Reinert T. Ravenholt, presently Assistant Direttor‘of Epidemiology and

Research, National-Institute for Drug Abﬁse, Room 10-05, Parklawn Building, Rockville,

Maryland 20857, phone (301) 443-6480.

Because of the interest of the World Health Organization, they have’ glven

the designation of WHO Collaborating Centre on ‘Prophylactic Methods of Prevention
of Sexually Transmitted Diseases to the program at the Graduate Schoo+ of Public
Health University of Pittsburgh, headed by Drs. Cutler and Singh.

2) ' Personnel

The principal investigators will have shared, collaborative, and in-

dividual responsibilities as follows:

Cutler: Overall administrative control, coordinator of program and personnel at

the Graduate School of Public Health, Unlversity of Plttsburgh Allegheny County

Unlversity of Pittshurgh, relatlonshlp

with the contracting agency, suppliers of products tested, and used, reporting and

cooperation in experimental design.
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10

Singh: Establishment of laboratory program for C. trachamosis and N gonorrhea

st ulies. 'Design, supervision of, and participation in laboratory testing .to

select preparations to be used. Developing laboratory protocols for patient

follow-up and monitoring program; Monitoring of and participating in laboratory.

component of field trialj cooperation in experimental design,

Dixon: Plannlng for, supervision. of, and assistance in provision of clinical

serv1ces for management of study patlents, both under preliminary examination,

therapy, direct trial, etec.

Sarandrid: As Director of the A.C.H.D. diagnostic laboratory, will be respon51ble
for performance of routine screening and follow-up testlng for GC and CT as a
part of the routine service (with CT studies added to-present serv1ces) in

support of the VD control administration of the Health Department,.

Balisky: As-admlnlstrator of the A.C.H.D. VD control program will have respon-—

sibility for establlshlng and maintaining the proposed research program as an

integral component of the ACHD VD control act1v1ty..'He will be responsible for

assuring the full 1ntegratlon of reserach components into standard clinie
operations and for the overall personnel management.,

Other Key Personnel:

Nurse—interviewer-educator (2 full-time). Responsible for

Wbrklng with the physician and other team members will have primary responsibility

for securing 1nformed consent, for detailed patient instructien, follow~up inter-—

views and other related activities.

Contact—tracer epidemiologist (1)

Respgnaible, in accerd with stated clinic

procedure, to assist in interviews and follow-up of contacts and te assure reporting

of contacts for work-up and treatment. Will also assume pPrimary responsibility for

follow~up of non-reporting study patients.
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. ; n?3

Secretary - one full time secretary will be required to serve both the clinic 523
needs and administrative support needs. % §
- Q
‘St _atistician -~ consultant service to assist in developing statistical element 3
. ' c

of research study design and in continuing review and analysis of data. - %
) n

Laboratory Staff - Sarandrid and Singh. o

G. Review of Work of Other Investigators

In the pre-chemotherapeutic and pre-antibiotic era, the importance of ’
prophylaxis of STD's was recognized and played an important role in VD control

programs as in the U.S. Military in World Wars I and _II. This is summarized

in the report of the Medical Department,hU.S, Army, Preventive Medicine:

World War II, Volume V, Coﬁmunicable Diseases, USGPO, 1960. This combined

prophylactic/contraceptive cbncept and ité public health potential was recognized
' ' o |
by the founders of-Planned Parenthood at its inception but was not further

investigated because of the public-relations problem they saw if family planning

was linked to VD control.

With the decline in interest in prophylaxis resulting from the perceived

éimplicity and economic advantage of treatment resulting from antibiotics dis-

coveries, the U.S. Public Health Service discontinued prophylactic research J

(with which Dr. John C. Cutler was associated at the VDRL) in the early 1950's,
At about the same time the Military discontinued prophylactic emphasis because
of the simplicity of treatment. B
However, the pro-con concept remained of interest to a few researchers.
In 1965 Masters and Johnson reported on their pioneering laboratory studies
with botﬁ standard vaginal contraceptives and a curréntly available prophylactic
Preparation, Progonosyl, and found strong laboratory evidence of potential
prophylactic value. (Johnson, V.E.‘and Masters, W.H., "A Product of Dual
Import: Intravaginal Infection Control and Conception Control"™, Pacific

Medicine & Surgery, 73:267-271, 1965. No clinical trials were carriet out,

-~

but on the basis of their work with human female'subjects in simulated coitus, -
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12 -
they coneluded "a product that simultaneously will provide conception control-
and protection against inter=current vaginal infection is indeed a valuable

adjunct to the ieal armamentrium,’

With the rise in interest in population and family planning in the late

1960's , and the resultant increase in USAID funding in this field, came the

concyrrent recognition of the need to integrate family planning and health

Programs for both strategic politiecal and health reasons. This was reflected

in the award of U,S.A.I

U L,D. eontract Development and Field Testing of Combined
Prophylactic Contraceptive Preparations, AID/CSD 2822 to the Graduate School
of ?ublic Health. The published report is: Cutler, J.C., Singh, B., et al.
"Vaginal Contraceptives as Prophylaxis Against Gonorrhea and Other Sexually

Transmissible Diseases", Advances in Planned Parenthood, ‘12, No. 1, 45-56, 1977.

Laboratery procedures were set up, buildlng upon past experiences of Dr.

Singh amrd Dr. Gutler at the USPHS VDRL as well as upon llterature reports. All

of the F.D.A. approved contraceptives,ﬂas well as a number of vaginal lubricants,

were tested against N, gonorrhea, T. vaginaiis, T. pallidum, and C; elbicans.
Some testing was alse dope on the herpes viruses. |

The product Conceptrol, with nonoxynal 9 as the active ingredient, was
selected for field trial in cooperation with the Ailegheﬁy County Health Depart-~
men§ VD program. Tﬁe baeis for selection was both the packaging - which was
felt mecessary for promotion of use by the grodp at risk ~ and the_laboratory
performance. A decision was made not to use a placebo because of the bactericidal
propertles of the emulsifier and other ‘agents used in compoundlng of this vehicle
for sperm:cldes. Previous experiences of Cutler, et al., is research carried
out abroad and im the ¥.S.A. with the USPUS~VDRL and demonstrated this relatively

low risk of gonorrheal infections. Thus it was felt preferable not to use a

placebe which would also lower the risk of infection.
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13.

Clinlcal findings showed a 90/ reduction in theé reinfection rate for the

first six months of the trial, following such protection from reinfection and
the resultant loss of fear of the disease, there seemed ;o develop a sense

of complaceney and loss of fear of further risks so that the majority of
patients then ceased follew-up visits in spite of follow-up efforts. They theﬁ
had no further protection and no supplies were picked up. The next contact
with the patient was usually when she returned to the cllnic with symptoms of
an infection acqulred when not using any protective measures.

A similar study was carried out by Cole, ‘Archer, et al., in the Tampa- _
Orlando, Florida Health Departmeﬁt VD Control Program. Because of the pre-
ference of a large part of their patient population for use of vaginal
suppositoriés, and in view of the University of Pittsburgh's laboratory findings
with respect té_-he bactericidal properties.of the Lorophyn contraceptive
suppoéitory containing phenylmercuric acetate, théf selected tﬁ;s preparation.
Their study showed a significanf reduction in the reinfection rate .in the user
population, FCole, C.H., Archer, T.A., et al, "Vaginal Chemoprophylaxis in
the REduction er Reinfeétion in Women with Gonofrhea ~ Clinical Evaluation of
the Effectiveness of a Vaginal Contr#ceptive", Br. J. Ven. Dis., 56:314-318, 1980.

The studies by Rendom, A.L., Covarriubias, J., et al., reported in "A
Controlled Comparatlve Study of Phenylmercuric Acetate, Vaglnal and Placebo
Vaginal Supp081tories as Prophylactlc Agents Against Gonorrhea", Curr Ther. Res.
27:789~793, 1980, showed a similar risk reduction, approximately 70% in the
users of thé contraceptive suppository containing phenylmercuric acetate. The
40% reduction im users of the suppository containing nonoxyl 9 was not
statisticaily significant in relation to the placebo group.

Critlclsm has been made of previous studies for various reasons, particularly

with respect to experimental deSIgn. Furthermore, the mercury compounds are no

. ~
longer approved by the F.D.A. ©Of partieular concern in experimental design was.
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lack of use of a placebo and the lack of "blinding" of the'investigators and
subjects. In addition there was concern about the relatively small size of the
various study groups and the problem of lack of compliance with respect to use

of the preparation. The problem is perhaps best illustrated by the'experience

in a study carried out in Thailand by the IFRP (J.C. Cutler as consultant) working.

with a group of licensed prostitutes. The women, many of whom were married yet
practicing prostitution to make a living for thé family, refuséd to use the
preparation when with their husbands. "It would be undignified". Thus the
study was ferminated.

The experience in studies on the population group at high risk of STD's
highlights the relationship of social and ﬁehavioral habits and attitudes and
the resultant problem in carrying out scientifically rigid studies in the group.
However, thé experiences of the past in the use of prophylaxis as an important
element of VD control, as well as the indication of-effectiveneés of various
preparations as shown by the studies of recent 1nvest1gators using varylng pre—'
parations and experlmental design offer strong ev1de£ce of the importance of
continuing this research appreoach with experimenpal-designs which may recognize

and overcome criticism of past studies yet deal realistically with the social

and behavioral beliefs and patterns of behavior of the group.

H. Facilities and Equipment

The clinical and laboratory studies will be carried out in.the.facilities
of the Allegheny County Heslth Department. The laboratory serves the needs of
a populafion of while the VD climic serves primarily an area of
approximately population. The quality of service and experience of -
the official agency VD services may perhaps-be summarized by the fact that the
STD rates (specific) of Allegheny County rank ___ in the last of

SMSA's of more than 1 million population.
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ihe case load of the clinic is as follows:

In order to provide chamydial testing services, the laboratory will re—

quire

The additional research operation of the VD clinic will require

The Graduate School of Publiec Health will use existing resources.
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and/or C. trachomatis,

vestigators in a previous study (Development and Field Testing of Combined

Prophylactic Contraceptive Preparations, AID CSO 288) but will be modified

and expanded to study C. trachbmatis to provide a placebo—using control

8roup, and to "blind" both users and investigators,

study will be carried in vitro to test all currently-marketed vaginal contra-

ceptives with respect to action on the two organisms, Similar studies will

gonorrhea testing.

All female patients of the V.D. clinic will be Screened routinely for CT as

well as GC., Those 21 years of age or over, found positive for either, will be
informed of the study and invited to take part, Only those using either the iUp,

oral contraceptives or are sterilized, will be entered,

There will be randomized
selection with the investigators_and patients

placebo,
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_ contraceptive selected for testing, without a label.

5 -

The?clinic (research) staff will fully manage the patient, secure informed

consént, and will carry out follow-up at monthly intervals including review

of patient contact history, preparation use, pattern of partners, etec., and

will provide new supplies and any other relevant care or refurral. Intensive

care will be provided as needed by any patient problems. The pattern of

repeat infections or freedom therefrom will indicate the response to the agent

or placebo.

3. Research Proposal )

a) Introduction

°

 All vaginal contraceptive products -currently approved by the F.D.A.

will be subJected to laboratory evaluatlon to determlne the in vitro effective-

ness against N gonorrhea and C. trachomatis.

The procedure used for N, gonorrhea will be that utilized in the previous

study of vaginal contraceptives as prophylaxis agairist gomorrhea, Similar
procedures, based upon this'experience, will be developed for testing their

effectiveness on C. trachomatis,

All manufacturers will be requested to supply samples of the base without
the spermicidal agent(s), and these will be .subjected to the same testing pro-

cedures, Since, in the previous study, varylng degrees and patterns of germi-

c1dal propertles were found in all preparations tested,

findings will be observed in testing C. trachomatis. Thus, in order to select

a placebo it will be necessary to identify those bases which are minimally lethal

so that one can be selected which has the same physical characteristics and

packaging potential as the Preparation selected for study.

The manufacturer of the product selected will be asked to supply the placebo

in appropriate packaging. The manufacturer will also be asked to supply the

In additlon, the manu-

facturer will be asked to label the placebo and active preparation as "A" ro "B"

» it is expected that 31m11ar
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and not to divulge the code to the investigator until completion of the study.

The patients will be selected from the population attending the Allegheny

County Health Department V.D. clinics. At present all females are cultured

for gonorrhea by cervical culture. Routine testing of all females for C.

trachtomotis will be instituted. All females, 21 years of age and over,

found positive, will be treated using standard A.C.H.D. protocoi,.and checked

for proof of cure. The usual procedures to provide therapy to their contacts

will be followed.

Upon diagnosis of infection, in addition to the usual contact interview,
the patient will be informed of the study and invited to participate,

If she agrees, the usual informed comsent will be secured, she will be randomly

assigned to use either preparation "A" or "B", and will be fully instructed

with respect to follow-up and the use of the Preparation. If she is not contra-—

cepting with either the IUD, oral contraceptive(s) or tubal ligation or willing

to contracept by one of these methods as part of thefexperiment, she will not

be accepted,

The patient will be seen at monthly intervals; however, if there are any

problems or symptoms she will be seen in usual clinic sessions unless an emergency

problem develops. The patients will be given an emergency number(s) to call if

needed and appropriate arrangements will be worked out.

At the routine visits, medical and sexual behavior history will be taken,

physical examinations and cultures will be done the contact log will be collected,

new experlmental supplies and contact logs will be given out, and a “detailed

interview will be carried out.

It is planned, in view of past experlence, to pay each participant $7.00

per visit; $2.00 for transportatlon and $5 00 for time spent or lost since many

will .have to take time off from work or pay baby sitters at home while away.
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The patient will be seen in the A.C.H.D. VD Clinics, the laboratory

work will be done by the A,.C.H.D. laboratory, and the reéearch staff will

be A.C.H.D

. staff whose‘time is purchased by the Project, and additional

staff employed'through the project to supply the additional necessary re-

AEILOY Bl o002

sources to manage the patients and to carry out the laboratory tests.

As was done in the previous study on prophylaxis, the research team will

function as a part of the Allegheny County Health Department Venereal Disease

clinic staff, Ohcepotentlal part1c1pants are 1dent1f1ed in the clinic’ popu-

lation, the research personnel will be alerted and the group con51st1ng of

nurse-educator, epidemiologists (contact tracer) and physicial will work

with each patient to recruit and then to instruct as to product use, follow-—

. Up procedures, data collection, record keeping, ete. On the basis of past

experience it is anticipated that the time spent on_patient education and

follow-up by phone, household visits, ete, will have to be sustained and

intensive in order to. assure monthly visits for cllnlcal and laboratory ex-

amination, supply replacement, history review, etc. : _ :

The previous study was based on the comparison of the rates of reinfection

in product users as compared to non-user controls. Because of the variations in

numbers of sexual partners. of the females and frequency of sexual contact,

-and bécause of the fact that most male partners were presumed not to be limited

to a single partner—-that is the female patient under study, a presumption

of number of partners or contacts for the study. Thus, the volunteer will

enter the study and the measure will be the difference in rate of relnfection

in the two groups,
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The period of performance is calculated to be as follows:

Phase 1: 6 months

a) Laboratory tests carried out to select product for testing.
b) A.C.H.D, staff trained in analytical testing.
c) Clinic staff assembled and integrated with the A.C.H.D.;

procedures for patient management developed, tested and standardized.
Phase 2: 18 months
a) Clinical trial initiated.

b) Last patients entered at end of 12 months and followed through
to 18 months. : .t

Phase 3: 4 months
a) Data Analysis
b) Report preparation

Resource Information

Principal Invesfigators: Cutler, Singh, Dixon, Sarandrid, Balisky

Staff: Clinical physician - 2 (part—time)
Clinic nurse-educator -~ 2
VD epidemiologist - 1
'Laboratory technican - 1-2
Project administrative Secretary - 1
Student Assistant - 1
Statistician - 1 (part-time)

-Laboratory and clinical procedures - A.C.H.D. (as follows):

3302 's'n
ay) wol -

IO (T | yom 002

5
5
4]
I
@
[=]
<
Q
=4
=
o
=]
Q.
5
o
w]
<
@,
o]
>
P
2
=
3
o
[
i=3
S
%)
<
Q
=4
=
©
=X
=)
5
(1
Z
o]
o
Q
m
_|
I
»
$
_‘
m
&
>
=
s
-<
o
m
T
P
O
_'
m
O
_|
m
w]
o1}
-<
Q
@]
U
<
&
0]
T
_|
>
£
=
_|
[
m
-
N

NLM 0001820



Health Department,

F. Qualifications

1) Experiences — The principal investigators, Cutler, Singh and

Balisky were members of the team that carried out the study entitled

Research Service Directed Toward the Development of a Combined Agent for

Disease Prophylaxis and Contraception, AID/CSD 2822. The formal published

reports on the project is as follows: Cutler, J.C., Singh, B., et al

"Vaginal Contraceptives as Prophylaxis Against Gonorrhea and Other Sexually

Transmissible Diseases", Advances in Planned Parenthood, lg, No. 1, 45-56

1977. The present AID member who could be contacted and who is familiar with

the study is Dr. Joseph Spiedel, Acting Chief, Research Division, Office of

Populatlon, Bureau of Technlcal A551stance, Department of State, Agency for

International Development, Washington, D.C. 20523. - The director of the A.I.D.

Population Program at that time, one whose concept was also reflected in it, is

Dr. Reinert T. Ravenholt, presently Assistant Director of Epldemlology and

Research National Instltute for Drug Abuse, Room 10~

Maryland 20857, phone (301) 443-6480,

Because of the interest of the World Health Organization, they have given

the designation of WHO Collaborating Centre on Prophylactic Methods of Prevention

of Sexually Transmitted Diseases(to the program at the Graduate School of Public

Health, University of Pittsburgh, headed by Drs. Cutler and Singh.

2) Personnel

The principal investigators will have.shared, cdllaborative, and in-

dividual responsibilities as follows: : )

Cutler: Overall administrative control, coordinator of program and personnel at

the Graduate School of Public Health, University of Pittsburgh, Allegheny County

School of Medicine, University of Pittsburgh, relationship

with the contracting agency, suppliers of products tested, and used, reporting and

cooperation in experimental design.

NLM 0001821

05, Parklawn Bdilding, Rockville,
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c

- g)o

| a3

| Og
Singh: Establishment of laboratory program for C. trachamosis and N. gonorrhea =R
.singh ; DY
! g
st uies. Design, superv151on of and participation in laboratory testing .to { $
: | -
select preparations to be used, Developing laboratory protocols for patient { %E
. . Z

follow-up and monitoring program. Monitoring of and participating in laboratory g
' i

“®

component of field trial; cooperation in experimental design., *

|
t

Dixon: Planning for, supervisioﬁ of, and assistance in provision of clinical ‘ . (

services for management of study patients, both under preiiminary examination, ‘
therépy, direcé trial, etec. ”

Sarandrid: As Director of the A.C.H.D. diagnostic laboratory, will be respon51ble
for performance of routine screenlng and follow—up testing for GC and CT as a
part of the routine service (with CT studies added to present services) in
support of fhe VD contfol administration of the Health Department.

. Balisky: As-administrator of.the A.C.H.D. VD control program will have respon-
sibilit& for establishing aﬁd maintaining.tﬁe probosed research program as an
integral componént of‘the-ACHD VD.control activity. “"He will be respons1ble for
assuring the full 1ntegrat10n of reserach components into standard clinic

S !
operatlons and for the overall personnel management. ' ‘

Other Key Personnel: Nurse-interviewer—-educator (2 full-time). Responsible for

public health nursing aspects of patient management and follow-up within clinic.
Working with the physician and other team members will have primary responsibilityv< ‘

for securlng informed consent,for detailed patient instruction, follow-up inter~

views and other related activities.

Contact~tracer epidemiologist (1) Respomsible, in accord with stated clinic

procedure, to assist in interviews and follow~up of contacts and to assure reporting

of contacts for work-up and treatmemt. Will also assume primary responsibility for

follow-up of non-reporting study patients.
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| ex
Secretary — one full time secretary will be required to serve both the clinic - ‘ pag
- Ol-ﬁ
- needs and administrative support needs. i %g‘\\
S | | )
St atistician - consultant service to assist in developing statistical element } %
. il 9
of research ‘study deéign and in continuing review and analysis of data. - ; %g
. ' z
Laboratory Staff - Sarandrid and Singh. 4 i L
- | | g
G, Review of Work of Other Investigators , f #

In the pre-chemotherapeutic and pre—antibiotic.era, Fhe importance of f
prophylaxis of STD's was recognized and played an importéntﬂroie in VD control
programs as in the U.S. Military in World Wars I and. _II. This is s;mmarized
in the report of the Medical Department, U.S. Army, Preventive Medicine:

World War II, Volume V, Communicable Diseaseé, USGPO, 1960. This combined
prophylactic/contraceptive cbncept and its public health potential was recognized
" by the founder; of-Planned-Parenthoo& at its inception but ﬁas not further
inveétigated because of the public relations problem they saw if family planning
was linked to VD controli

With the decline in interest in prophylaiis rés;iting from the perceived
simplicity and economic advantage of treatment resulting frém antibiotics dis—
cbvefies, the U.S. ‘Public Health Serviée discontinued prophylactic research

(with which Dr. John C. Cutler was associated at the VDRL) in the early 1950's.

At about the same time the Military discontinued prophylactic emphasis because

of tﬁe simplicity of treatment.

However, the pro-con cohcept remained of interest to a few researchers.
In 1965 Masters and Johnson reported on their pioneering laboratory_studies
with both standard vaginal contraceptives and .a curréntly available prophylactic
preparation, Progonosyl, and found strong laboratory evidenece of potential
prophylactic value. (Johﬁson, V.E. and Masters, W.H., "A Product of Dual
Import: Intravaginal Infection Control and Conception Control", Pacific
Medicine & Surgery, 13;267—271, 1965, No clinical trials were carriet out,

but on the basis of their work with human female subjects in simulated coitus,

=5
=
©
T
a
(=}
<
=}
=
[}
[=1
g
g,
[}
g
=,
@
=}
2
z
=y
=
3
B
s
=3
0
<

S
=
[0]
o
=
g
e
&
=
[®
I
b |
e
0
s
-
m
8
>
=
=
w
m
T
8
-]
o
—
m
O
©
=<
Q
%
<
P
@
I
-
=
3
-
[
m
oy

L s - B R e AU Ak

NLM 0001823



12
they concluded "a product that simultaneoﬁsly will provide conception control

and protection against inter-current vaginal infection is indeed a valuable

adjunct to the medical armamentrium."

With the rise in interest in population and family Planning in the late

1960's , and the resultant increase in USAID funding in this field, came the

concurrent recognition of the need to integrate family planning and health

programs for both strategic politioal and health reasons. This was reflected

in the award of U.S.A.I.D. contract Development and Field Testing of Combined
Prophylactic Contraceptive Preparations, AID/CSD 2822 to the Graduate School

of Public Health. The publlshed ‘report is: ~ Cutler, J.C., Slngh B., et al.,

"Vaginal Contraceptlves as Prophylax1s Agalnst Gonorrhea and Other Sexually

Transmissible Diseases" > Advances in Planmed Parenthood, 12, No. 1, 45 56 1977
Laboratory procedures were set up, bulldlng upon past experlences of Dr.

Singh and Dr. Cutler at the USPHS VDRL as well as, upoo llterature reports. All

of the F,D.A. approved coﬁtraceptives, as well as'edpumber of vaginal lubricants,

were fested againet N. gonorrhea, T. vaginalis, T. pallidum, and C: albicans.
Some testing was also done on the herpes viruses.

| The product Cohcept;ol, with nonoxynal 9 as the active ingredient, was
selected for‘field trial in cooperation with the Ailegheﬁy County Health Depart-
ment VD program. The basis for selection was both the packaging - which was

felt necessary for promotion of use by the groﬁp at risk - and the laboratory

performance. A decision was made not to use a placebo because of the bactericidal

properties of the emulsifier and other agents used in compounding of this vehicle

for spermicides. Previous experiences of Cutler, et al., is research carried

oﬁt abroad and in the U.S.A. with the USPHS-VDRL and demonstrated this relatively
low risk of gonorrheal infections. Thus it was felt preferable not to use a

placebo which would also lower the risk of infection.
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Clinical findings showed a 907 reduction in theé reinfection rate for the | R Py

. | Q
first six months of the trial. following Such protection from reinfection and f 3
. : c
the resultant loss of fear of the disease, there seemed to develop a sense | %
of complacency and loss of fear of further risks so that the majority of I g
' . T
L
patients then ceased follow-up visits in spite of follow-up efforts. They then t

had no further protection and no supplies were picked up. The next contact

with the patient was usually when she returned to the cllnic with symptoms of
an infection acqulred when not using any Protective measures.

A similar study was carried out by Cole, Archer, et al., in the Tampa-

Orlando, Florida Health Department VD Control Program. Because of the pre—

ference of a large part of their patient population for use of vaginal

suppositories, and in view of the Unlvers1ty of Pittsburgh's laboratory findings

i

w1th respect to —he bactericidal propertles of the Lorophyn contraceptlve

supp031tory containing phenylmercuric acetate,

they selected this preparation.
Their study showed a 51gn1ficant reduction in the féinfection rate -in the user

population. Cole, C.H., Archer, T.A., et al, "Vaginal Chemoprophylax1s in i

the REductlon or Relnfectlon in Women with Gonorrhea - Clinical Evaluation of - :

the Effectiveness of a Vaginal Contraceptive", Br. J. Ven. Dis., 56:314-318, 1980.

The studies by Rendom, A.L., Covarriubias, J., et al., reported in "A

Controlled Comparative Study of Phenylmercuric Acetate, Vaginal and Placebo
Vaginal Suppositories as Prophylactic Agents Againét Gonorrhea", Curr.Ther. Res.

27:789-793, 1980, showed a similar risk reduction, approximatelyv702 in the

users of the contraceptive suppository containing,phenylmercuric acetate. The
40% reduction in users of the suppository containing nonoxyl 9 was not

statistically significant in relation to.the placebo group.

Criticism has been made of previous studies for various reasons, particularly

with respect to experimental design. Furthermore, the mercury compounds are no

longer approved by the F.D.A. Of particular concern in experimental design was
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. cm
‘lack of use of a placebo and the lack of "blinding" of the investigators and 5:%
. =
subjects. In addition there was concern about the relatively small size of the % §<D§
. | o
various study groups and the problem of lack of compliance with respect to use '5 5
of the prepération. The problem is perhaps best illustrated by the experience i ég
in a study-carried out in Thailand by the IFRP (J.C. Cutler as consultant) working | g
with a group of licensed prostitutes. The women, many of whom Werebmarried yef g |

practicing prostitution to make a living for the family, refused to use the

preparation when with their husbands. "It would be undign;fied", Thus the
study was terminatéd.

The experience in studies on the population group at high ri§k>of STD's
highlights the relationship of sétial and.behavioral habits and attitudes and
the resultant problem in carrying oﬁt scientifically rigid studies in the group.
However, thg experiences of the past.in the use of prophylakis as an important
element of VD coﬁtrol, as well as the indication of;effeétivenessvof various
preparations as shown by the studies ofvrecgnt iﬁvestigators using varying pre-
pérations and experimentél design offer stromg eviaé;ce-of the importance of
continuing this research approach with expefimental designs which may recognize
and overcome criticism of past studies yet deél realistically with the sociall

and behavioral .beliefs and patterns of behavior of.the group.

H. Facilities and Equipment

The clinical and laboratory studies will Ee carried out in the facilities
of the Allegheny County Health Department. The laboratory serves the needs of
a popula£ion of while the VD clinic serves primarily an area of
approximately | population., The quality of service and experience of
the official agency VD services may perhaps.be summarized by the fact that thé
STD rates kspécific) of Allegheny County rank ____in the last of

SMSA's of more than 1 million population.
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The case load of the clinic is as follows:

In order to provide chamydial tésting services, the laboratory will re-

quire - ST

The additional research operation of the VD clinic will require

The Graduate School of Public Health will use existing resources.
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will be taken to determine whether or not you are free from disease and you

will be given a new supply of the preparatlon for your use.  As discussed

with you in the initial brlefing, it will be necessary for you to keep a record

N

of your sexual contacts and the use of the preparation given you. Should you "

have health problems requiring treatment, possibly acquiring another disease .

during the course of the study, this will be determined during your regular visits

and you will be treated. Should you have any symptoms at any tlme, such as

lower abdominal pain. between visits, you should come to the c11n1c durlng clinic
hours. If something serious occurs outside clinie hours, you should call the

emergency number and arrange to be seen.

At the end of 6 months you will receive the last of your monthly examinations
and the study will have been completed as well as any neeéded treatment.

You will be expected to'come.to the clinic during.the'regular clinic hours
unless in the case of an emergency you will be seén-§y a member of the Allegheny
County Health Department VD staff which includes tﬁage involved in ‘the study who
will carry out the examinations; review youf history.and progress with you, and
provide you with the necéssary'supplies._

In order to cover any costs you may incur, such as trével or care of
member (s) of your famlly, etc., you will receive $2.00 for transportation and $5.00 - .
for- related costs  for each visit. Should there be any needed treatment for

disease or ‘conditions related to the use of the preparation, this will be provided

tO'you at no cost,

In view of the fact that the preparations being studied have béen on the
market for a number of years for contraceptive purposes, and in view of the fact
that you are not at greater risk of infection, it is safe to say you are under-
going no additional risks by taking part in the study and-you will benefit by .
the close observation at monthly intervals which will ensure your freedom of

disease or treating you when disease is discovered.. As a consequence of your

participation in the study your health should be better.
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As is the usual case in the Allegheny County Health Department VD Cliniec,

no member of your famlly or other person(s) will be informed of your treat-

ment or participation in this study.

It should be understood that, if you have any concern about this study as

time goes om, you are free to withdraw at any time. Should you so decide, you

will not be contacted further and your responsibility will end. It should also

be pointed out that in the event of physical injury or illness resulting from

the research Procedure, to monetary compensation will be made, but any immediate

medical emergency treatment necessary will be made available without charge,

The only possible ill-effects that you or your partner may experience are

occasional symptoms of irritation of the gentalia, If such should occur, you

-are to report to the clinic where approprlate treatment will be glven.

I certify that I have read the preceeding and understand its contents.

Any questions I have concerning'this research have been or will be answered

by Dr.

- A copy of this consent form will be given to me. My

signature below testifies that I freely agree to participate in this experimental

Stud—}’.

Date ‘Participant's Signature

c
%
Q
Q
)
m

By} Wwoi4

BB et am100Z

5
=
®
X
g
[=}
<
e
=
[
=3
Q.
5
¢
g
2
@,
[=}
=
Z
2
=
3
L
[
o
=
o
<
=)
=
[]
Q.
5}
=]
o
Z
Q
=
Q
m
—
=
7]
3
-
m
2
>
—
5
=
o]
m
T
by
Q
—
m
¢}
-
m
w)
@
=<
Q.
o
)
=<
&
®
I
_|
=
3
-
—
m
-—
-~

NLM 0001829



o TRy
:  GRADUATE SCHOOL QF PUBLIC HEALTH . '
Ny ~ UNIVERSITY OF PITTSBURGH » PITTSBURGH, PENNSYLVANIA 15213

==

POPULATION DIVISION

: I appreciate your taking time out of your schedule to attend the
experimental design review of the Pro-Con field studies to be held in
Pittsburgh, December 16, 1971,

Enclosed you will find a brief summary of the Pro-Con Project we are
nov engaged 1in along with a copy of our planned experimental design, and an
agendae, .

You will note that we plan to begin at 9:30am. in room A-313,
Graduate School of Public Health, University of Pittsburgh, 5th Avenue and
DeSoto Street, Pittsburgh, Pa. 15213, and hope to finish by 3:00pm to allow
time for most to return home that afternoon or early evening.

The purpose of the workshop is to review our planned experimental
design and discuss possible alternatives with A.I.D. and F.D.A. representatives
to be sure that the study will emable us to provide & claim of prophylaxis for
& contraceptive or other compound and thus satisfy requirements for F.D.A.
approval, .

If you plan to arrive the night of December 15 s I will be glad to
make arrangements for you in a convenient hotel, the Webster Hall. If there
is any other way we can be of assistance with your plans, please let me know.

The airport bus to the Webster Hall departs on the hour up to 8:00pm
and requires about 45 minutes, If this is inconvenient, you should take the
regular bus to the William Penn Hotel and then go by taxi to the Hotel Webster
Hall or to:the Graduate School of Public Health which is close by. Arrangements
will be made to provide tramsportation between the Graduate School of Public
Health and the Hotel.

Sinc érely s

;Xn C. Cutler, M.D.

Director, Population Division
JCC/xx

Enclosures
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AGHIDA
Ixperimental Desizn “Torkshop
University of Pittsburch
Graduate School of Public Health
5th and DeSoto Street
Pigtsburgh, Pa. 15213
(£12) 6863-1620, est. 2377
December 1G, 1971
0:3C am to 3:00pm

Pro-Con Project
A, Objéctives
B, Past Studies
C. Current Status
D. TFuture
E. Experimental Design of Field Trial
Alternative, Experimental Designs
Ao Prostitutes
B. Direct Infection

1. problems

2, strons points

3. weak points
Lunch
Open Discussion
A, Recidivist Desisn
B. Prostitute Desicn
C. Direct Infection
D, CUther

Recomendation of Work Shop

NLM 0001831



PROJECT FOR THE DEVELOFMENT OF A COMBINED AGENT FOR
DISEASE PROPHYLAXES AND CONTRACEPTION

University of Pittsburgh
Graduate School of Public Health

J.C. Cutler, M.D.
Director, Populetion Division
Project Director

B. Singh, Fh.D, D.V.M.
Research Associate
Department of Epidemiology and Microbiology

H.M.D. Utidjian, M.D.
Assistant Professor
Department of Epidemiology and Microbiology

Date of Grant, June 30, 1970

Name of Grant: Development of a Combined Agent for
Disease Prophylaxes and Contraception

Grantor: Agency for International Development

Contract Number: é_&ID/csd—2822
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CONTRACEPTIVE PROPHYLACTIC PROJECT SUMMARY

After W. W. II, penicillin, the condom, and public health programs
helped decrease the venereal disease rates. In fact, there ensued a
serious decline in medical and public interest. We are again faced with rapidly
rising rates of venereal disease throughout the world. These rates combined
with steadily rising numbers of unwanted and casual pregnancies presents
one of the major world-wide public health problems today.

In view of this problem, it-is felt that an intra-vaginal precoital
preparation offering protection to the female from venereal disease and
pregnancy and to the male froﬁ.venereal disease would significantly com-
plement'EXiéting contraceptive and venereal disease control techniques.
Such a preparation which could be used alone or in conjunction with other
contracepfive agents, which would not require medical prescription or
intervention, and which would be readily available regardless of age or
sex would ;ppeal 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 the VD programs and other public health programs with a
high probability of utilization.

Although prophylactic treatment is accepted ;n many parts of the
world, in reéent years little systematic evaluation of mechanical,
chemical or antibiotic agents as a means bf preventing venereal disease has
béen made. It is hypothesized, however, that a dual purpose intra-vaginal
agent can be developed by combining substances which are effective as
local prophylactics against syphilis and gonorrhea with substances that

are effective as intra-vaginal contraceptives.
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We plan to expedite such a study vié a 3-stage program.
Stage 1.

Laboratory screening and quantifative testing, in vitro and in vivo,
of a number of compounds against T. pallidum and in vitro against

N. gonorrhoeae. Gonococcicidal effects will be tested in the conventional

manner of bacterial sensitivity testing., A simple slide immobilization

test will be used to test compounds for spirocheticidal effects., Promising
compounds will then be tested in vivo, using the rabbit as an experimental
model, in a manner approximating human prophylaxis. These compounds will
also be tested in vitro for spermaticidal efficacy.

Stage 2.

Field efficacy trials will be conducted at several geographic locations
in which AID is involved in the local health pfograms. The preparations
will be introduced and promoted through existing VD control programs.
Efficacy of the preparation will then be measured by its ability to reduce
the re-infection rates in recidivist patients. The contraceptive
efficacy will also be evaluated.

Stage 3.

Selected products found promising as a result of the efficacy trials
shall be further tested by incorporation into existing contraceptive or
population planning programs, conducted by such agencies as Pathfinder Fund,

the Population Council and the Planned Parenthood/World Population.
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