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Executive Summary

ThIS report follows an evaluatIOn ofUSAID's Microbicides Development Project
that operated under a cooperatIve agreement WIth the PopulatIOn CouncIl from
1993-1997 It reVIews the need for a vagmal mIcrobIcIde and the Agency's
current role m the pursuIt of that product, lays out options that seem promIsmg at
thIS pomt, and makes recommendatIons for the Agency over the next few years It
argues that the ongmal JustificatIOn for microbicides research IS stIll valId and that
USAID should seIze the opportumty to help to stem the AIDS pandemIc by
supportmg the mIcrobICIde development effort

The AIDS pandemIC contmues to spread By the year 2000, the number of
persons mfected WIth HIV worldWIde may approach 40 mIllIon, almost half of
them women Women WIth mv, 90% of whom WIll be lIvmg m the developmg
world and are therefore of concern to USAID, WIll not only be vIctIms
themselves They WIll leave chIldren WIthOUt mothers and run the nsk of
mfectmg theIr newborn chIldren WIth the VIruS Abstmence and condoms, the
OptIOns by whIch women can protect themselves, are often not acceptable to therr
husbands and partners And for a poor woman m the developmg world who
deSIres chIldren - an ImperatIve m many cultures - there IS at present no
method by whIch she can protect herself agamst mfectIOn by HIV and the other
sexually transmItted dIseases that mcrease her susceptibIlIty to mfectIOn
Although these women are m urgent need of a mIcrobICIde that does not prevent
pregnancy, even one that IS also contraceptIve would be of great value Protectmg
the health, mdeed the lIves, of these women and theIr famIlIes IS a publIc health
pnonty central to USAID's mISSIon

USAID support has been a major contnbutor m the search for vagmal
microbicides The concept of a vagmal mIcrobiCIde that could be used by a
woman herself, WIthout the cooperatIon or consent of her sexual partner, to
protect herself from the pOSSIbilIty of acqumng HIV and other STDs emerged
when women's health advocates and reproductIve health SCIentIsts recogmzed- the
potentIal of compounds tested dunng spermICIde research that showed
mIcrobICIdal actiVIty The Agency has supported, and contmues to support,
laboratory work to IdentIfy and test promIsmg compounds Its cooperatIve
agreement WIth the PopulatIOn CouncIl speCIfied contmumg consultatIOn WIth
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USAIO MICROBICIDES OEVELOPMENT OPTIONS FOR USAIO's MICROBICIDE DEVELOPMENT
STRATEGY

women's health advocates, an Important advance over the usual practIce of
InvolvIng the Intended beneficianes only after the product has been developed

In mId-1997, the need for a mIcrobIcIde IS greater than ever, a mIcrobIcIde
product still appears feasIble, and Increased Interest In microblcides IS eVIdent
But pubhc awareness remams almost noneXIstent, polItIcal commItment IS
lImIted, the current momentum IS grossly madequate m the face of the pandemIC,
and efforts by a smgle organIzatIOn are clearly madequate to the size and urgency
of the task New energy IS needed, as well as a 'fast-track' approach to product
development that coordmates the complementary activItIes of numerous
organIzatIOns, USAID among them ThIS report attempts to IdentIfy the most
prOmISIng role for USAID In the next five to ten years and suggests actIOns the
Agency can employ to estabhsh a dynamIc collaboratIOn WIth other organIzatIOns
In pUrsUIt of an effectIve and accessIble mIcrobIcIde for the women of the world
and theIr famihes

USAID expenence demonstrates that a shortcut to mIcrobIcIde development
cannot be IdentIfied WIth any assurance USAID support for a SIngle
orgamzatlon, even one WIth vast resources and an ImpressIve track record In
contraceptIve development, has foundered at the product IdentIficatIOn stage
VagInal phySIology IS stIll poorly understood by the SCIentIfic commumty, and
there are many bhnd alleys In the drug dIscovery process PromISIng compounds
have been dISappOIntIng when tested for safety, stablhty, and efficacy agaInst mv
and other Sills A systematIc process has not emerged for testIng the mynad of
posslblhtles and selectIng only the most promISIng for further development
Current mIcrobIcIde development efforts are charactenzed by hmlted
commItment, lack of dIrectIon, fragmented bIomedIcal research, lImIted
understandIng of the preferences of IndIVIduals who would use a mIcrobIcIde, and
exceSSIve cautIOn to protect potentIal patent nghts WIth rare exceptIOn, the
pharmaceutIcal Industry, dIscouraged by potentIal lIabIlIty Issues, regulatory
hurdles, and lIttle lIkelIhood of profitabIlIty, has notJOIned the search

In 1997 there IS only one compound, nonoxynol-9 (N-9), that IS ready for
WIdespread promotIOn If a safe and effectIve formulatIon can be demonstrated
Two other detergent-type compounds are at nearly the same stage - octoxynol-9
and benzalkomum chlonde Behmd these compounds, the next candIdates appear
to be years away from demonstratIng theIr effectIveness N-9 has long been used
as a spermICIde, but ItS mIcrobICIdal efficacy has not been conSIstently
demonstrated In human studIes That IS not easy to demonstrate SInce a candIdate
mIcrobICide cannot ethIcally be used In human studIes WIthout strongly
recommendIng concomItant use of condoms, N-9 has to demonstrate Its efficacy
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EXECUTIVE SUMMARY

In additIOn to the condom Two Important tests are ongoIng, one orgarnzed by
NIAID's IDVNET proJect, the other by UNAIDS, but the study protocols differ
and neither IS lIkely to have suffiCient statistical power to confirm the efficacy of
N-9 It IS uncertaIn that meta-analYSIS of their combIned findIngs can be
conVInCIng The evaluatIon team agrees With the experts who consider resolutIon
of the questIOn ofN-9 to be the highest pnonty at thiS time

USAID's Mlcroblcldes Development Project has been unable to marshal
suffiCient resources and techmcal expertise to accelerate product development At
the same time, the lIst of other organizatIOns that have entered the field IS
groWIng A partial lIst of organizatIOns now work1Og 10 the field 10cludes

• USAID-funded groups (populatIOn CouncIl, CONRAD, FHI)
• the National InstItutes ofHealth agencies (NIAID, NICHD, NCI)
• the Centers for Disease Control and PreventIOn (CDC)
• the Medical Research CounCil (MRC) of Great BntaIn and, more recently,

South Afnca

• UNAIDS
An InternatIOnal Work1Og Group on Mlcroblcldes serves as an Information
cleannghouse con-nectIng these groups, but there IS room for greater techmcal
collaboratIOn and polItIcal advocacy From the 1OternatIonal perspectIve, USAID
IS not seen as a strong player In pharmaceutIcal research and development The
Agency's greatest strengths are perceived to be Its focus on the needs of
developIng countnes, Its eXlst10g 10frastructure for 1OtroducIng and coordInatIng
activities In many countries, and Its abilIty to support ImplementatIOn and
operations

The evaluatIOn team recommends that USAID conSider the follOWIng actIOns to
accelerate the search for mlcroblcldes

~ contrIbut1Og to findIng and ImplementIng a strategy to Increase publIc
support and awareness [Includ1Og findIng a better name, lIke 'VD­
blocker'],

~ consolIdatIng the disparate USAID Interests and efforts,
~ guaranteeIng a market for an effective microbiCide,
~ IdentIfyIng and supportIng a strategy for techmcal coord1OatIon,
~ preparmg for mternatIOnal clInICal testmg,
~ sUPPortmg resolutIOn of the N-9 questIOn,
~ mvolvmg advocacy groups, IncludIng women's groups, mternatIOnally and

10 local commumtIes,
~ InvolVIng developmg country offiCIals to accelerate 'buy-1O' and local

appropnateness,
~ recruItIng pharmaceutical Industry support and collaboratIOn

•
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Women, particularly young women,
represent the most vulnerable and
fastest growmg HIV-mfected popu­
lat/on m the world Recent studIes
conducted m 17 sItes around the
world by the InternatIonal Center for
Research on Women concluded that
women need methods to prevent HIV
which can be used Without partner
knowledge, consent, or Involvement

Evaluation Scope of Work•

•

•

I. Background: Need For a Microbicide
and USAID Involvement

The end of the current AIDS Techmcal Support Project marks the first
opportumty smce 1990 for USAID to review and plan strategIcally to meet the
current and future needs for mv prevention throughout the world FollOWIng on
an evaluatIOn, summanzed m a separate report, of the 1993-97 cooperatIve
agreement between the PopulatIOn CouncIl and G/PHN/IllV-AIDSt, thiS
document reviews USAID's current goals and pnontIes regardmg the
development of microbicides for HIV preventIOn, Identifies agencies With whIch
USAID could collaborate, notes the Agency's comparative advantages In thIs
process, and makes recommendations accordmgly

The CDC estImates that 22 millIon
people are now mfected WIth HIV
worldWide Seven thousand new
mfectlons occur daIly, pnmarIly via
heterosexual transmissIon, and about
half of all AIDS victIms are now
women Of the 30-40 mIllIon persons
who Will be Infected by the year 2000,
about 70% w111 be In Sub-Saharan
Afnca, 20% In ASia As IncreasIng
numbers of people become Infected
WIth HIV, the number of persons who
can spread AIDS soars, and the fIsk to every sexually active IndiVidual ofmY

1 Global Bureau, Office of Health and NutntIOn, IllV/AIDS DiVISIon
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infectIon continues to nse Infected women run the added rIsk of infecting thel!
offspnng Many do not even dIscover that they are mY posItIve untIl theIr chIld
IS SIck

The human ImmunodeficIency VIruS seems to transmIt somewhat more effiCIently
to women than to men dunng heterosexual intercourse, and the nsk to any gIven
woman IS affected by a number of known factors BehavIOral and demographIc
factors mclude the proportIOn of sexually actIve people, the male/female ratIo m
the populatIon, rates ofpartner change, the SIze and rate of contact WIth the lllV
"core group," sex practIces, male CIrcumCISIon, and menses It IS known that
lllV-l, responsIble for most cases today, IS transmItted more effiCIently and
causes more severe dIsease than IDV-2, found pnmanly m West Afnca, but the
dIstnbutIOn, VIrulence, and interrelatIOnshIps offfiV subtypes are incompletely
understood Since intercurrent infectIOn WIth another SID mcreases the
lIkelIhood that sexual relatIons WIth an mY-pOSItIve person WIll result m mv
transmISSIon, the control and preventIOn of other STDs IS an added ImperatIve

The major preventIon strategIes avaIlable today are behaVIOr change (mcludmg
safe sex, abstmence, lImIted partners, and condom use) and decrease m the
susceptIbIlIty of the exposed person (through STD preventIOn and treatment, for
example) Abstinence may not be an optIon, as for example when conceptIOn IS
deSIred Male condoms are effectIve, but women cannot always negotIate thel!
use The female condom represents an Important advance because women control
ItS use, It can be mserted pnor to intercourse, and some couples claim to prefer It
to the male condom Nevertheless, It has senous lImitations It cannot be used
WIthout partner knowledge and consent, It IS relatIvely expenSive, It IS not Widely
available and accepted, and It cannot be used when conception IS desl!ed Safe
sex IS Simply not compatIble WIth pregnancy at thiS tIme Women need an
alternatIve way to protect themselves from HIVand other SIDs

In the absence of a vaccme, one of the most promlSlng methods by which women
could protect themselves from mv and other STDs that increase theIr
vulnerabilIty to AIDS would be an intravaginal product that a woman could use
Without partner knowledge or consent Such products, senously sought only smce
the late 1980s, have been dubbed mlcroblcldes, a term that IS neither particularly
deSCrIptive nor accurate 2 It IS 10 the urgent search for such products that
USAID's efforts 10 microbiCide development should be Viewed

2 MIcrobICIde IS a genenc tenn for a substance or agent that kIlls nllcrobes In tillS case, only
products that can be used vagmally, and perhaps rectally, are mtended, and kIllmg the mIcrobe IS not
reqwred preventIOn oftransmiSSIon IS what IS sought

2 HEALTH TECHNICAL SERVICES



C Elias, 1993

UnderlYing gender power ineqUItIes severely /tmlt the abIlity
of many women to protect themselves from HIV mfectlon,
especIally In the absence of a preventIon technology they
can use, when necessary, Without their partner's consent.
The development ofnew prevention methods controllable
by women would fill an Important gap In the global
response to the AIDS pandemIC

•

•

•

BACKGROUND NEED FOR A MICROBICIDE AND USAID INVOLVEMENT

Recent studIes reInforce the need for woman-controlled methods Although the
maJonty ofnew HIV InfectIons occur In women wIth only one sexual partner ­
theIr husband - gender Inequahty and the practIce ofmen VISItIng sex workers
have Increased the nsks to WIves because male condom use, the maInstay ofAIDS
prevention, IS rare In stable relatlOnships In additlOn, some women have
additlOnal sexual partners 10 exchange for money, goods, or favors needed for the
survIval of themselves or theIr chIldren Seventeen studIes on women and AIDS
funded by USAID
through the
InternatIOnal
Center for
Research on
Women found that
'economIc gam
and sexual
coerClOn underhe
many young
women's sexual expe-nences," hmitIng pOSSIbIlItIes for condom negotIatIOn
Women may not be protected even If a condom IS used breakage occurs, and
Afncan soldIers In focus groups have admItted delIberately punctunng condoms
before use

Sexual coerClOn ofwomen IS wIdespread, and women 10 abUSIve relatlOnsmps are
less lIkely to use male condoms and more afraId to ask theIr partners to do so
Women who attempt to convmce theIr partners to use a condom, WIth unspoken
suggestIons of mIstrust and mfidelIty, are at Increased fisk of abuse Even a
woman's refusal to engage 10 sex may mcrease her fisk of acqumng HIV later If
that IS perceIved to encourage the man to seek other partners Women clearly
need a method they can use WIthout the man's knowledge or consent

MIcrobIcIde research may be saId to have grown out of spennicide research, but
the potentIal utIlIty of products that destroy, block, or mactivate pathogens was
not fully appreciated untIl the late 1980s In 1993, whIle AIDS research was
focused pnmarIly on treatment and secondanly on findIng a vaCCIne, USAID's
MIcrobICIde Development Strategy emerged In recogmtlon of a new consensus
that microbicides are both promlsmg and feasIble ThIS was largely due to the
efforts of the PopulatIOn CounCIl, espeCIally m the Umted States, and ItS allted
women's health advocates The WHO, an organIzation that typically reacts WIth
bIg meetmgs when Issues are hot, acknowledged thIS SItuatIOn by convemng a
WIdely attended consultatIon on microbicides at the end of 1993 Now, m 1997,
when a vaccme stIll seems a distant hope and the pandemIC contmues, products to
reduce vagmal transmISSIon ofmV and other STDs are even more CrItically

•
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needed SCIentIsts remam convmced that a mIcrobIcIde IS feasIble The
argument- advanced to USAID m 1993 for mIcrobIcIde development are even
more urgent today

1.1 THE PROCESS OF NEW PRODUCT DEVELOPMENT

There are numerous steps In the development and ultImate dIstnbutlOn of a
product such as a miCrobIcIde USAID clearly expects to playa role m Its
IntroductIOn and dIstnbutIOn m developIng countnes, and It could potentIally
contnbute to any or all of the product development steps as It has In the past for
contraceptIves The case for the microbicides IS arguably not the same, however,
because pregnancy was not the death warrant that AIDS has become m the
developIng world There IS greater urgency when people are acqumng HIV and
dymg ofAIDS as product development lags It IS Important to be clear about the
product development process If USAID IS to play an appropnate role

1 Identify promlsmg compounds
2 Screen In VItro for effectiveness, stability
3 Assess varying needs and preferences
4 Develop formulatlon(s) for topical use
5 Test for tOXICity and safety
6 Begin FDA approval process
7 Secure mdustry support for development
8 Test In humans for safety ('Phase I')
9 Expanded human safety tests ('Phase II')

10 Test In humans for efficacy ('Phase III')
11 Do market research on use/acceptability

Steps In Product DevelopmentFigure 1
Development of a bIologIC
product such as a mIcrobIcIde
proceeds through a senes of
steps, some ofwhIch can
overlap If, as m thIS case, the
need IS partIcularly urgent
FIrst, bUIldmg on basIC
research, IS the Identi-fication
of potentIally effectIve
compounds and theIr ScreenIng
for stabIlIty and efficacy under
a range of condItIons that may
be found In nature Those that
are st111 prOmISIng must then be tested In formulatIOns that mIght be acceptable to
dIfferent populatIons In Vitro tests are followed by tOXICIty tests m anImals

Only products that look successful m these preclInIcal tests can then go on for
human clInIcal testIng for safety, SIde effects, and efficacy SInce the results of
these studIes w111 be needed for eventual FDA approval of a product, early reVIew
of study protocols by the FDA can expedIte the process CollaboratIOn WIth a
potentIal manufacturer should also begm early m the process BehaVIOral studIes
of acceptabIlIty, deslrablhty, and lIkely patterns ofuse should begm early enough
to mform formulatIOns research, but tests m humans are necessarIly lImIted untIl a
SUItable product has been IdentIfied

4 HEALTH TECHNICAL SERVICES



BACKGROUND NEED FOR A MICROBICIDE AND USAID INVOLVEMENT

In 1996 the InternatIOnal Workmg Group on Microbicides (IWGM) formalIzed Its
recommendatIOns for mIcrobIcIde IdentmcatIOn and testmg (FIgure 2) In the case
of a product as urgently needed as a mIcrobICIde, the FDA IS eager to collaborate
early m the prechrucal stages of the product development process to streamhne
the approval process, much as It has done for the new protease mhlbltors that are
now mcluded m AIDS treatment The FDA's suggested conSIderatIOns for the
non-chrucal pharmacology/tOXIcology development of topIcal drugs to prevent
STD transmISSIon are attached as AppendIx D

Figure 2 Recommended In vitro tests for microbicIde actlvlty*

for activity against HIV

• laboratory-adapted HIV ViruS In T·
cell hnes

• laboratory-adapted HIV ViruS In

penpheral blood mononuclear cells

• Cllmcal HIV Isolates (depending upon
the microbicide and the mechamsm

of action, 1t may be appropnate to

mclude drug-resistant Isolates)

• ActiVity against ceil-associated vIrus

• AntIVIral actiVity In semen and, ,f
pOSSible, vaginal fluids or to an m
Vitro system that IS physiologically
appropnate

for actiVity against other sexually·transmltted

pathogens

• Ne/ssena gonorrhoeae

• Chlamydia trachomatIS

• Haemophllus ducreyl

• Tnchomonas vagmalts

• Herpes sImplex virus
for actIVIty agamst other v8gmal organtsms

• LactobaCIllus cflspatus

• CandIda alb/cans

* International Workmg Group on Vagmal
Mlcroblcldes, AIDS 1996, Vol 10 No 8

•

•

Once a product has been demonstrated to be effectIve m laboratory assays and
safe m anunal studIes, It IS ready for testmg m humans These are the Phase I, II,
and III tests that must be completed to the satlsfactIOn of the FDA before a
product can be approved for use

Phase I and II tnals assess safety, pharmacokmetlcs, stabIhty under human
phySIOlogIC conditlons, and tolerabIlIty Smce a new product's efficacy m
preventmg mv transmISSIon has not yet been confirmed, these tnals mvolve
persons at mmimal nsk of exposure to mv Such studIes are unportant for
assessmg dIfferent formulatIOns, mcludmg any product to be used as a placebo
because that product could have Its own effects The use of already establIshed
research SItes for Phase I and Phase IT studIes can save tIme and take advantage of
expenenced research teams

•
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Phase ill IS the cntlcal next step It IS here that the mIcrobIcIde product must
demonstrate ItS efficacy m reducmg, Ideally preventmg, the transmISsIon ofmv
and other SID organIsms Major concerns at thIS pomt mclude mformed consent,
proVISIOn ofmformatIOn and means by whIch the subjects can protect themselves
(usually, m mlcroblcldes research, through concomI-tant use of condoms), and
other ethIcal Issues Vanous mstItutIOnal reVIew boards must approve any such
testmg In order to carry out a study of manageable SIze, and under condItIOns as
nearly approxlmatmg those of the mtended beneficlanes as pOSSIble, It IS often
useful to do these at mternatlonal SItes Where AIDS prevalence m the
commumty IS relatIvely hIgh, for example, a smaller sample SIze IS suffiCIent to
demonstrate product efficacy WIth any statIstIcal power, savmg both tIme and
resources Such SItes, WIth careful baselIne data, offiCIal cooperatIOn, tramed
staff, and adequate lOgIStICS and commUnICatIOns support, wIll be extremely
Important EstImates of the tIme needed to establIsh such a SIte range upwards
from SIX months Early preparatIon and baselme behaVIOral studIes at Phase ill
tnal SItes WIll ObVIOusly be helpful m speedmg the mIcrobICIde development
process

USAID expenence has demonstrated the utIlIty ofbehavIOral studIes m
conjUnctIOn WIth the mtroductIOn ofmany new technologIes such as
contraceptIves, chIld survIval mterventIOns, and agnbusmess practIces Such
studIes WIll be of cntIcallmportance to mlcroblcldes Early studIes ofuser
preferences, for example, can prevent later delays m product development that can
occur If the product must be modIfied after It has already completed safety and
efficacy testmg DeSIrable charactenstlcs can be determmed early, as can
behaVIOrs that mIght affect product efficacy In the case of a mIcrobICIde, the
preference m parts of Mnca for a dry vagma, and the use of drymg agents before
sexual mtercourse, have Important ImplIcatIOns for a mIcrobICIde and Its dIspersal
wlthm the vagma DIfferent populatIons may well reqUIre dIfferent formulatIOns
Surveys ofproducts that are already m use, together WIth theIr costs and
dlstnbutIOn, may predIct wIllIngness to purchase and use a mIcrobICIde product
Some of these studIes can be carned out whIle the bIOmedIcal research and testmg
program IS m process UltImately, whIch formulatIOns are pOSSIble wIll be
dIctated by the charactenstlcs of the effectIve product

The process of new product development, culmmatmg m the promotIOn and
dlstnbutIOn actIVItIes famIlIar to USAID, IS complex, and new products typIcally
reqUIre some ten years to progress through the many steps WIth careful
coordmatIOn of the vanous US Government agenCIes concerned WIth mv and
STDs, thIS can be reduced, as demonstrated by the develop-ment ofprotease
mhlbltors FDA approval, whIle not reqUIred mternatIOnally, IS Important because
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US agencIes, IncludIng USAID when the tIme comes for IntroductIon and
dIstnbutIOn, WIll only be able to purchase drugs approved by the FDA
InternatIonal coOrdInatIOn of microbI-cide development IS faCIlItated by the
InternatIonal WorkIng Group on Microbicides (p 26) There remaInS a crItIcal
lack of leadershIp and greater collaboratIon, however, partIcularly among the US
agencIes that have been fundIng most of the mIcrobIcIde development actIVItIes to
date

1 2 HISTORY OF USAID INTEREST IN MICROBICIDE DEVELOPMENT

USAID, GfPHN/HN/HIV~AIDS DIVISIon, 1997

AIDS IS a leading, increasing cause of death
of productive-age persons throughout the
world, a threat to all development efforts
USAID has a speCial concern for the women
and children increasingly at fisk In

developmg countnes
USAID JS a leadmg US Government agency
deahng With health worldWlde
Smce most research to date has been US­
based, USAID IS wen placed to prOVide
International hau;lon
USAID has the capability to faCIlitate the
mtro- duct and distributIon of a microbICide
product
USAID has access to much of the technical
and cross-cuttural expertIse needed to the
overall effort

Reasons for USAID Interest In Mlcroblcldes

•

•

•

•

•

Strategic Oblectlye 4 Increased use of Improved,
effective, and sustainable responses to reduce
HIV transmission and to mitigate the Impact of
the HIV/AIDS pandemiC

A leader In mY/AIDS
preventIon and control
programs InternatIOnally,
USAID has a major Interest
In mIcrobIcIde
development Its projects
have been at the forefront of
efforts to create awareness
ofmicrobicides and to support research to find the product needed USAID
recognIzes the key role of women In SOCIal well-beIng and how they are
handIcapped by Infenor opportunItIes, power, and status When the PopulatIon
CounCIl's microbicides project was deSIgned, an Important feature for USAID
was the IncorporatIon of the VIews ofwomen's health advocates and the women
who would ultImately
use the products to help
guIde the microbicides
development process
ThIS InnOvatIve
approach, deSCrIbed
below, resulted In
women's concerns beIng
addressed much earlIer
than ever before In
pharmaceutIcal
development

A number of
longstandIng USAID
concerns converge to
JustIfy ItS fundIng of
mIcrobICIde

•

•

•

•

•
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development One IS the welfare ofwomen and chl1dren Another IS the
development of local capacIty to respond to the preventable health problems
caUSIng the greatest morbIdIty, mortabty, and nsk of spread A tillrd IS the
IntroductIOn of appropnate technology that can be accessed and used by
IndIVIduals at commumty level throughout the developIng world FInally, there IS
the promotIOn and strengthenIng of economIC prodUCtIVIty, undermIned WIth
dIsastrous consequences by AIDS The InternatIOnal development mandate of
USAID (FIgure 3) gIves It a perspectIve that dIffers from those of the other
agenCIes Involved In mIcrobIcldes development

At the World EconomIC Forum held In Davos, SWItzerland earber thIs year, It was
estImated that, by the year 2005, the economIC effects of AIDS WIll depress the
InternatIOnal economy by the eqUIvalent of 4% of the US gross domestIC product
(Voelker 1997) Most of thIS Impact would clearly be In the developIng countrIes
SInce AIDS stnkes people In theIr pnme productIve years, It reduces labor
prodUCtIVIty at the same tIme that It places added demands on already
overburdened SOCIal and health Infrastructures It draws scarce resources from
some of the world's weakest economIC systems ControllIng AIDS wtII reduce
these economIC losses and allow governments to spend theIr hmlted funds more
productIvely

As a major InternatIOnal dlstnbutor of spermlcldes, USAID must ensure that the
spermlcldes It dlstnbutes for contraceptIOn cannot aggravate mv transmIsSIon
Although the large quantItIes of spermlcldes purchased by USAID and dlstnbuted
In developIng countnes are safe for contraceptIon, theIr Impact on mv
transmISSIOn IS not so clear One recent prospectIve, randomIzed control study
(KreISS et al ) suggested that spermlcldes can Increase mv transmISSIon The
anCIent dIctum of the health worker -first, do no harm - reqUIres USAID to
determIne that ItS spermlcldes are not unIntentIOnally contrIbutIng to the AIDS
pandemIC

AIDS has devastatIng effects on famIlIes, removIng theIr economIC foundatIOns
when productIve adults fall tIl, and leaVIng theIr chtIdren orphaned In hIgh mv
prevalence areas, some VIllages have lost almost all theIr productIve adult
members The threat to chtId survIval In these areas demands more than the
standard package ofvaCCInatIOn, nutntIOn, and early attentIOn to the common
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dIseases of chIldhood A Matlab study In Bangladesh showed that after a mother
dIes, the fIsk of death for her chIldren under age 1°tnples 3

1 3 USAID EXPERIENCE IN MICROBICIDE DEVELOPMENT

Much of the early Interest In the potentIal for microbicides grew out of USAID­
supported spermIcIde research and the enthusIasm ofwomen's health advocates
At present the Agency proVIdes fundIng for mIcrobIcIde development actIvItIes of
the PopulatIon CouncIl, the ContraceptIve Research and Development Program
(CONRAD), FamIly Health InternatIonal, and WHO's Human ReproductIon
Programme

1 3 1 The PopulatIon Council Cooperative Agreement, 1993-97

In 1992-93 when the PopulatIOn CouncIl sought support for mIcrobICIde
development from USAID, It could boast of a strong track record In developIng
reproductIve health products WIth USAID support (most promInently, the Copper
T and Norplant) It also had expertIse and organIzatIOnal Interest In microbicides,
laboratory capabIlIty to test candIdate compounds for efficacy agaInst mv and
certaIn other STDs, access to developed clInIcal research SItes for Phase I and
Phase II testIng, and a new commItment to workIng WIth women's health
advocates

In 1993, follOWIng prelImInary dIScussIons WIth USAID, the PopulatIOn CounCIl
submItted to USAIDls AIDS TechnIcal Support Project (ATSP) a five-year

• workplan to accelerate mIcrobICIde development through a coordInated, multI­
donor program of research, development, and product IntroductIOn The
cooperatIve agreement that emerged supported contInued research In mIcrobICIde
development, IncludIng compound ScreenIng, preclInIcal testIng, and development
of an INn applIcatIOn for at least one promISIng compound The scope ofwork

• proposed by the PopulatIOn CounCIl became the workIng document for the
Project SubstantIve Involvement ofwomen's advocates In the process was a
promInent feature from the begInnIng

Dunng the four years that USAID funded the project, the Agency proVIded 44%
• of the $4 1 mIllIon whIch the PopulatIon CouncIl spent on mlcrobIcldes research

Other donors Include the Mellon FoundatIon ($400,000 dunng 1995-97, an
addItIonal $200,000 commItted for 1997-98), the NatIonal InstItutes ofHealth

• 3 Stong, MIchael A 1992 The Health ofAdults m the Developmg World the Vlew from
Bangladesh World Translhon Revlew 2(2) 215-24

•
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(about $250,000 annually smce 1993, projected to contmue at thIS level untIl
2002), the AustralIan Agency for InternatIOnal Development (U S $11,000 toward
the formulatIOn preference study m Thailand) and the Robert H Ebert Program on
Cntical Issues m ReproductIve Health and PopulatIOn ($31,000 to support
formulatIon preference studIes m MeXICO, ThaIland, and Mmnesota, USA)

ReVIew of the PopulatIOn CouncIl bIOmedIcal program by the USAID evaluatIOn
team found relatIvely modest accomplIshments Several screenmg and testmg
assays were developed A number ofproducts were screened for actIVIty In Vitro
agamst my, herpes SImplex VIruS, C trachoma/Is, and N gonorrhea One
product was developed through the Phase I testmg stage before bemg abandoned
because It appeared to Increase the nsks of chlamydial mfectIOn rather than
prevent It A product preference study comparmg three N-9 preparatIOns among
low-nsk women m five SItes of four countnes4 demonstrated varIed preferences
from SIte to SIte, WIth a film preparatIOn bemg generally the best lIked, a
SUPPOSItOry the least To understand the perspectIve ofmale partners, men's
focus groups m northern ThaIland addressed attItudes toward mlcroblcldes and
theIr behaVIOr dunng theIr WIfe's penpartum penod Focus groups m MeXICO
conSIdered how marned men react to the concept ofmicrobicides In ThaIland the
CounCIl's team IS actively developmg SItes for Phase IT and ITI studIes m
collaboratIOn wIth CDC and ThaI health offiCials

However, the Imtialleads dId not work out as hoped, an appropnate mIcrobICIde
has not yet been IdentIfied, and a systematIc approach to fmdmg such a compound
has not been defined The PopulatIOn CouncIl s preclImcal work seems to be
stuck at the product IdentIficatIon and laboratory modelmg stage, WIth lIttle
movement toward product development withm the organIzatIon or collaboratIOn
WIth other orgamzatIOns that have such capabIlIty PreclImcal testmg by the
PopulatIon CouncIllaboratones has been mconsistent and mcomplete WIthOUt a
promIsmg product to test, the lImIted clImcal testmg to date IS ofuncertam
relevance, and the northern ThaIland SIte bemg developed for Phase III tnals may
not prove useable Throughout all of thIS, USAID has not played an actIve role

Smce the current project shows lIttle momentum m the presence of the AIDS
pandemIC, the evaluation team recommended that USAID not renew Its
cooperative agreement WIth the PopulatIOn CounCIl Rather, It recommends that
USAID seek a 'fast-track' approach m collaboration WIth other agenCIes

4 AbIdJan, Bangkok, Harare, Khon Kaen (ThaIland), and New York CIty
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1 3 2 Office of PopulatIOn support for microbicide development

USAID's Office ofPopulatlOn created the Contraceptive Research and
Development Program (CONRAD) in 1986 to develop new and lIDproved
methods of fertihty regulatlOn that could be used in developing countries The
program has concentrated on moving prOmiSing contraceptive products through
the product development process from the early stages through clinical research,
plaCing highest pnonty on progreSSing through Phase I and Phase n testing
When NIAID was lookmg for an opportumty to advance research on heterosexual
transmiSSion ofIDV in the early 1990s, the CONRAD scope was expanded to
study mechamsms of heterosexual mv transmission, to screen for agents with
microbicidal as well as contraceptive activity, and to carry out behavlOral and
epidemlOlogic research related to mv and other STDs NIAID proVided
supplementary fundmg totahng over $7 ml1hon to date About one third of the
program's financial support goes to mtramural research for baSiC laboratory work,
preclimcal studies, and Phases I and II testmg at Eastern Virgima Medical School
The other two-thirds funds extramural actiVities at a variety of 10catlOns A 1995
evaluatlOn of CONRAD counted 11 intramural and 110 extramural projects
CONRAD has been managed in close proXimity to the Office of Population
headquarters, permittmg continUOUS momtonng and guidance, and agency
collaboratlOn appears to be excellent Input from women's health advocates has
been limited, however

Early microbicides interest grew partly out of CONRAD's spermicide
development efforts By the time it entered its second five-year cooperative
agreement, a clear mandate to pursue microbicide development had been added
The ongmal focus on contraceptives had been expanded to include research on the
mechamsms of IDV and STD transmiSSion as well as the potential for
contraceptive products to reduce disease transmission More than five hundred
compounds have now been screened for microbicide potential by the CONRAD
and itS grantees, and the Project contmues to fund microbicides research at a
number of extramural Sites

In 1995, the CONRAD program, With support from the Rockefeller Foundation
and the Andrew W Mellon FoundatlOn, created CICCR, the ConsortiUm for
Industrial CollaboratiOn m Contraceptive Research ThiS project was deSigned to
stimulate contraceptive research and development on the part of the
pharmaceUtical industry which had decreased from twelve multmatlOnal firms
active in such research m the 1960s to only four today The project proVides
grants to not-for-profit research institutlOns to work in collaboration With industry
Three pnonty research areas have been identified - male methods of
contraception, vagInal methods that prevent both pregnancy and srn
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Contraceptive methods are usually
tested on poor women of the Third
World, who are particularly vulnerable
gIVen theIr IJmlted access to resources
and mformatlon
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transmiSSIOn, and monthly contraceptIOn reglffiens Three of the first seven
projects that have been selected for fundmg are for mIcrobIcIde preparatIons (one
new N-9 formulatIon and two new chemIcal compounds)

A related project IS the Program for the TopIcal PreventIon of ConceptIOn and
DIsease (TOPCAD) whIch funds more than twenty sCIentIsts from ten mstltutlons
m the Umted States and BrazIl who are collaboratmg on projects IncludIng
compound dIscovery and testIng, preclmlCal development, cllmcal tnals, and
consumer preferences TOPCAD receives no mput from women's health
advocates

1 3 3 Special efforts to IDvolve women ID all phases of the process

An mternatIOnal conference organIzed m 1994 by the PopulatIOn CouncIl and the
InternatIOnal Women's Health CoalItIOn resulted m the creatIon ofWHAM
(Women's Health Advocates for Mlcroblcldes), a loose orgamzatIOn of
mternatlonal women's advocates whIch proVIded lIaIson With the women's health
commumty for the PopulatIon CouncIl's mlcroblcldes development efforts
InformatIon concernmg mIcrobICide development was proVided perIodIcally to
these women, and they advIsed on Issues relatIng to clImcal and behaVIOral
research

Women1s groups In the South have
long dIs-trusted those who develop
contraceptIves, mcludmg the
PopulatIon CouncIl, IdentIfied, In the
vIew of these groups, With a
"Neo-MalthusIan concern WIth
overpopulatIon m developmg
countnes" S Not only femlmsts
accused researchers WIth Ignonng user perspectives As the InstItute ofMedlcme
(10M) noted In 1990, "There IS a pervasive sense among women that not enough
attentIOn IS paId to the deSIres and needs of current and future users"6 In 1996 an
10M study called agaIn for "an agenda centenng on methods more dIrectly under
women's control "7

5 Barroso, 1995

6 MastroIannI, 1990

7 Hamson, 1996
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CollaboratIOn between the PopulatIOn Council and WHAM focused new attentIOn
on the needs ofwomen m the AIDS epIdemIC An 10M study on ethIcal and legal
Issues concernmg the mvolvement ofwomen m chmcal tnals8 observed "StudIes
that mvolved women much more often consIdered them as vectors of theIr babIes
or theIr mates' mfectIOns than as VIctIms m theIr own nght Not until 1994 dId
the Nlli undertake a major project to map the dIsease's course and SIgns m
women" InclusIOn ofwomen m chmcal tnals was only mandated by federal
legIslatIOn ill 1993 Until 1994 women were largely Ignored ill cntical chmcal
tnals related to mv

The PopulatIOn Council's goal to estabhsh a consultatIve process WIth women's
groups regardmg product fonnulatIOn, the ethICS of chmcal tnal deSIgn, and
product mtroductIOn was mnovatIve, Important, and worthwhile GIven the
hIStory of dIStruSt and acnmony between women's health groups and those who
have developed reproductive health technologIes, the collaboratIOn between the
PopulatIOn Council and WHAM marked a sIgmficant change

1 4 USAID INTEREST, COMMITMENT, AND CAPACITY IN 1997

USAID mterest m the development of vagmal microbicides IS reflected ill the
Agency's StrategIc Objective 4 and the SIX Intennedlate Results that would
contrIbute to the reahzatIOn of that ObjectIve (FIgure 4) Although microbicides
are not specIfically mentIOned, they are one of the barrier methods and preventIOn
services alluded to, and theIr acceptance and use would be one of the changes In

sexual behaVIOr enVISIoned to reduce HIV transmISSIon

8 Benderley, 1997

HEALTH TECHNICAL SERVICES 13



USAID MICROBICIDES DEVELOPMENT OPTIONS FOR USAID's MICROBICIDE DEVELOPMENT
STRATEGY

Figure 4 Selected Elements of USAID Results Framework

USAID Results and IndIcators Relatmg to MicrobIcIde Development

Strategic Ob,ect,ve 4 Increased use of Improved, effective, and sustamable responses to reduce

HIV transmission and to mitigate the Impact of the HIV/AIDS pandemiC

Indicator S 0 4 2 2 % mcrease m reported bamer method use WIth regular sexual partner

Indicator S 0 4 2 2 % mcrease m reported bamer method use WIth non-regular sex partners

Indicator S 0 4 3 1 Percentage decrease m reported STI prevalence, men

Indicator S 0 4 3 2 Percentage decrease m reported STI prevalence, women

Intermediate Result 4,1 Increased quality, availability, and demand for mformatlon and services

to change sexual nsk behaViors and cultural norms In order to reduce transmiSSion of HIV

Result 4 1 2 Develop, Improve, promote, and support cost-effective strategies (m both public

and pnvate sectors) to Increase the quality, demand for, and access to, male and female barner

methods for the prevention of HIV transmiSSion

Indicator I R 4 1 1 Percentage mcrease of target population that know how to prevent STI/HIV

[NOTE ThiS should Include knowledge of mlcroblcldes ]

Intermediate Resylt 4,2 Enhanced quality, avaIlability, and demand for STI prevention and

management services

Result 422 Support research to Identify, test, and apply Improved technrques and approaches

to prevent and manage STI

[NOTE There are no indicators for thiS IR that relate to prevention strategies]
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USAID Results and Indicators Relatmg to Microbicide Development

IntermedIate Result 4.3 Improved knowledge about, and capacity to address, the key policy,

cultural, financial, and other contextual constraints to preventing and mitigating the Impacts of

HIV/AIDS

Result 4 3 1 Enhance the knowledge and awareness among policy-makers of the SOCial,

economiC, cultural, and health Impact of HIV/AIDS, and of the potentIal strategies to address

them

Result 4 3 2 Reduce key information and service barners for vulnerable populations (espeCially
women and youth)

Result 4 3 5 Support global, regional, and national policy InitIatIves to allocate adequate

resources, and develop more cost-effective responses to HIV/AIDS

Indicator 4 3 5 Increased operatlonahzatlon of the prevention to care continuum

Intermediate Result 4 4 Strengthened and expanded pnvate sector organizations' responses In

dellvenng HIVIAIDS informatIon and services

Result 4 4 2 Mobilize key US and host country commercial organizatIons to advocate and

support HIVIAIDS prevention and care poliCies and programs

Result 4 4 4 DeSign, test, evaluate, and disseminate to global and field-level partners,

commUnity-led approaches to deSigning and Implementing effective responses to HIVIAIDS

Result 4 4 5 Support and develop effective tnternatlonal, regional, and national NGO networks

and coalitIons to respond to the pandemIC

[NOTE There are no indicators for thiS IR that relate directly to mlcroblcldes ]

•
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USAID Results and IndIcators Relating to MIcrobIcIde Development

IntermedIate Resylt 4,5 Improved avaIlability of, and capacIty to generate and use, data to

monitor and evaluate HIVIAIDS/STI prevalence, trends, and program Impacts

Result 4 5 1 Establish andlor strengthen surveillance and evaluation systems

Result 4 5 2 Develop, validate, and disseminate Improved tools and models to determine

HIVIAIDS/STI levels, trends, intervention costs, and program Impact

IndIcator I R 4 5 1 Number of selected countnes With operational STI/HIV surveillance systems

IndIcator I R 4 54 Proportion of rnterventlon models whose effectiveness (program Impact) has

been established

Intermediate Result 4.6 PrOVide quality and timely assistance to partners (regIonal bureaus,

mISSions, other donors, etc) to ensure effective Implementation of HIVIAIDS programs

Result 4 6 1 PrOVide high quality and timely technrcal and management assistance to field

programs for (1) program deSign and evaluation, (2) shanng of lessons learned rn other

actiVities, countnes and regIons, and (3) keeping abreast of Important developments rn HIVIAIDS

Result 4 6 3 Establish mechanrsms to ensure that field Implementation and research agenda

rnform one another

IndIcator I R 4 63 Increased coordination and collaboration to Improve programmrng and

ImplementatIon of STI/HIVlArDS programmrng among all partners (CAs, donors, governments,

NGOs, etc) on the country level

As a signatory of the Programme of ActIOn approved at the 1994 InternatIOnal
Conference on PopulatIOn and Development (the "Cairo Conference"), the USA
supports the pnnclple ofmvolvmgwomen and women's health advocates m all
stages of research
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Access to bamer methods Will now go beyond
Just male condoms and Include female condoms
m selected settmgs and vagmal mlcroblcldes as
they become available
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1 4 1 Program Commitments of USAID

Vagmal mICrobIcIde
development IS entlfely
conSIstent WIth the current
focus of the mY/AIDS
DIVISIon - prevenTIon of
sexual transmISSIon of HIV
Accordmg to a June 1997
summary of USAID's
program, "BlOmedical research WIll contmue to asSISt WIth mIcrobICIde and STD
dIagnostIcs development, WIth expanSIon of the research agenda to mclude key
areas of vaccme development to ensure that products under development are
SUItable for the developmg world SOCial SCIence research WIll be expanded to
proVIde better understandmg of the SOCIo-economiC determmants of
vulnerablhty"

WIder collaboratlOn IS planned "New mterventions that WIll be added to the
Global Bureau portfolIo mclude a broad set of actIVItIes to further engage
commumtIes, NGDs, PVDs (both local and US-based) and the commerCIal
sector to partICIpate m HIV/AIDS actIvItIes" When the questIon of whIch should
be pnonty actIVITIeS was raIsed m a May 1997 meetmg of the AIDS Techmcal
Support Project (ATSP), 'female-controlled barner methods and women' receIved
SIX of seven pOSSIble votes

Current Global Bureau mY/AIDS procurements dIVIde responSIbIlItIes mto three
Results Packages Results Package 1, for global leadershIp, research, and
development, WIll asSISt GIPHN to

I IdentIfy 'cuttmg edge' Issues,
2 suggest refinements for eXIstmg programs and actIVITIeS,
3 propose mnovatlve approaches that could be tested through operatlOns

research,
4 undertake operatIons research, and,
5 recommend demonstrated best practIces for Important techmcal and

operatlOnal questlOns
Under thIs RP, the PopulatlOn CouncIl, WhICh has Just been awarded thIs
cooperative agreement, WIll

1 conduct SOCIal SCIence research and polIcy analYSIS,
2 conduct targeted qualItatIve and operatlOns research actIVItIes,
3 translate SOCIal SCIence qualItative and quantItative research mto themes

and Images to be used m multI-channel commumcatlons, counselmg, and
trammg aCTIVIties,
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4 develop and use qualItatIve tools for momtonng and evaluatIOn,
5 partICIpate m, and lead, illY/AIDS professIOnal meetmgs and semmars to

gather and/or dlssemmate the state-of-the-art m these areas,
6 prepare practIcal gUIdelInes for use by field-program Implementors,
7 develop and test techmcal trammg matenals and courses, and,
8 host mternshlps and study tours

Results Package 2, on field ImplementatIOn, Will be more mission demand dnven
and support preventIOn mterventIOns mcludmg behaVIOr change and those relatmg
to sexually transmitted diseases Results Package 3, also on field ImplementatIOn,
wIll be a cooperatIve agreement to support SOCIal marketmg of selected products
AddItIOnal support wIll be proVIded to UNAIDS as one of that orgamzatIOn's co­
sponsors USAID Itself WIll be responSIble for deSign, momtonng and evaluatIOn,
and the summatIOn and dIssemmatIOn of lessons learned

The Office of PopulatIOn actIVItIes relatmg to mIcrobiCide development mclude
contmumg support for CONRAD and CrCCR (see above)

1 4 2 USAID Techmcal, AdmlmstratIve, and Fundmg Capacity

The evaluatIOn team concluded that a lack of techmcal guIdance from USAID was
a senous weakness of the PopulatIon CouncIl mIcrobIcides project Due pnmanly
to the vague wordmg and absence of clear speCIficatIons m the cooperatIve
agreement document, It also reflects USAID's lImIted number oftechmcal staff,
theIr need to backstop several projects, and frequent stafftumover that seem to be
facts of lIfe at USAID Even more Important, It reflects the dIfficulty of provldmg
technical guIdance m drug dIscovery and product development m an area as
poorly understood as vagmal phySIology and pathology The evaluatIOn team
does not belIeve that USAID can ensure such techmcal guIdance from wlthm ItS
own ranks It must look outSIde for that expertIse

The Office ofPopulatIOn appears to have greater specIalIzed expertIse to guIde the
contraceptIve development work It supports TheIr SCIentIfic focus IS narrower
than that of the Office ofHealth and NutntIOn, however, and It IS unclear that they
would be able to prOVIde the level of expertIse needed to guIde microbIcldes
development What IS clear IS that theIr systems to momtor contraceptIve
technology development are supenor to the hands-off approach taken WIth the
Population CouncIl cooperatIve agreement The evaluatIOn team belIeves that the
two USAID Offices could deVise aJomt momtonng and guIdance structure for
mlcroblcldes develop-ment for collaboratIon WIth other organIzatIOns that have
the reqUISIte techmcal expertIse
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BACKGROUND NEED FOR A MICROBICIDE AND USAID INVOLVEMENT

USAID capabilIty mcreases as the process moves from preclImcal product
development to clImcal testmg and implementatiOn Product testmg, particularly
m mternatiOnal settmgs, is an area where USAID is well-placed, and several
USAID collaborators have expenence m this area USAID has the abilIty to
oversee the large-scale clImcal tnals and demonstratiOn studies needed to ensure
that a microbiCide product is appropnate for use m developmg countries Later,
itS contractors can ensure that microbicides are mtroduced rapidly to the groups at
nsk

USAID has extensive expenence m social SCience research mvolvmg issues of
women and reproductive health The 17-country study already referred to is Just
one example USAID has or could fmd the expertise to carry out social SCience
and operatiOnal research studies that can mform the development of appropnate
formulatiOns of microbicides and that are a necessary precursor to microbiCide
promotion and distnbutiOn It is important that thiS be done m almost every
country, both to understand the specific mterests of the local people, and to
permit local offiCials and other leaders to 'buy m' to the promotiOn of the new
product USAID has expenence m such approaches as well as contacts With the
local organizatiOns and personnel who can carry out the studies needed

USAID resources that could help to ensure that women's mterests are fully
consIdered throughout the process of product development and mtroductiOn
mc1ude the Women m Develop-ment (WID) Office, which has staff with social
SCience research expertise and familiarIty WIth reproductive health Issues, the
gender workmg group withm the Office of Health and NutntiOn sHIV/AIDS
DivlSlon, and USAID-funded projects such as the Women's Studies Project of
FHI, the InternatiOnal Center for Research on Women (ICRW), and the Centre for
Development and PopulatiOn ActiVities (CEDPA)

Potential fundmg on microbicIde development by USAID's HIV/AIDS DiViSIon
- estimated to be m the neIghborhood of $600,000 per year - represents only
about one tenth of the very modest current fundmg for microbicides It is part of a
reproductive health research package that mc1udes the development of affordable
tools for qUick and easy SID dIagnOSiS to faCilItate SID treatment and reduce the
heightened nsk of acqumng mv when another STD IS present
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II. OTHER ORGANIZATIONS AND THE
POTENTIAL FOR COLLABORATION

In addItIon to USAID and the orgamzatIOns It funds, other US Government
agencIes mterested m mlcroblcldes development mclude NIAID, NICHD, NCI,
the FDA, and the CDC A number of umversltIes are 1Oterested, and several small
companIes - the' garage-tech' sector - are also eager to develop an effective
product InternatIOnal1Oterest IS mount1Og What IS largely mlssmg IS the
partIcIpatIon of the large pharmaceutical companIes whose expertIse and
resources accelerate product development when they deem It to be profitable and
feasIble

The evaluatIOn team learned of complementary activIties of a number of
orgamzatlOns, summanzed below It IS clear, however, that sCIentific mterest m
mlcroblcldes IS growmg, and organIzatIons that may make slgmficant
contnbutlOns may have been mIssed What follows IS thus not comprehensIve,
nor could a comprehensIve summary of 10terested researchers easl1y be complIed
at thIS time Expandmg mterest 10 mlcroblcldes underscores the team's
convIction that the process should be open to new partIcIpants

2. 1 OTHER US GOVERNMENT AGENCIES

Several NIH agenCIes are currently mterested m mlcroblcldes, as IS CDC, the
FDA, and the Office ofIDV/AIDS Pohcy wlthm the Department ofHealth and
Human ServIces The level of mterest IS modest, WIth only about one percent of
AIDS-targeted fundmg gomg to mIcrobICIde development
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NIAID At least two dIvlSlons ofthe NatIonal InstItute ofAllergy and InfectIous
DIseases are workIng on microbicides These are the DIvIsIon ofAcqurred
ImmunodeficIency Syndrome (DAIDS) and the DIVISIOn ofMICrobIOlogy and
InfectIOus DIseases (DMID) They constItute the core ofNIAID's Internal
TopIcal MicrobIcIdes WorkIng Group whIch coordInates research In basIC,
applted, and cltmcal/behavIOral SCIence related to the development and evaluatIOn
of topIcal microbIcides The group also proVIdes mformatIOn exchange and
assIsts mvestigators and sponsors who are mterested m research and development
and/or evaluatIOn ofproducts NIAID's TopICal Mrcroblcldes Program Update
1997 descnbes the breadth of research beIng sponsored by the Agency

NIAID sponsors the mv Network for PreventIOn Tnals (IDVNET), for wruch
FamIly Health InternatIOnal (PHI) developed mne SItes worldwIde for Phase III
testIng of an AIDS vaCCIne In the absence of a vaCCIne, those SItes could readIly
be used for advanced chmcal testIng of a candIdate mIcrobIcIde

NICHD The NatIonal InstItute for ChIld Health and Human Development has
been Interested In mlCrobIcIdes as an extensIOn of ItS Interest In spermicides and
other contraceptIve products Recently, NICHD funded the Important N-9 study
coordInated by FHI In Cameroon, a large Phase III tnal of an N-9 film
formulatIon that produced IndetermInate results

FIC Withm the NIH, the Fogarty InternatIonal Center occupIes an mternatIOnal
advocacy and coordInatIng pOSItIOn A 1996 External AdVISOry Panel
recommended that ItS pnncipal functIOns Include the promotIon and facIhtatIOn of
NIH InternatIOnal actIVItIes, support for mternatIOnal research that complements
the agency's mISSIon, and leadershIp to IdentIfy emergIng global health concerns
and pOSSIble NIH responses

NCI The NatIOnal Cancer InstItute has an actIve screemng program that screens
new products for actIVIty agaInst HIV ThIS focus emerged when early antI-HIV
drugs such as AZT were dIscovered In the search for antI-cancer agents The NCI
developed a systematIc screenIng program that now mcludes efficacy agamst HIV
and other vrral STDs as well as the effect on normallactobactllt TestIng for antI­
bactenal efficacy IS generally contracted out by NCI Ten thousand compounds
were bemg screened yearly for antI-HIV effectIveness untIl the dIscovery of the
protease InhIbItOrs pre-empted mIcrobICIde development and fundIng for
screenIng was reduced thIS year to Include only voluntary submISSIons (by drug
compames, for example) The Agency retaInS the capabIhty to carry out masSIve
screenmg If It were charged to do so
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FDA The Food and Drug AdmmistratIOn has a contmumg mterest m the
development of mlcroblcldes, and has made avallable on Its WebSIte suggested
tOpICS for consIderatIon as part of the development/approval process (AppendIx
D) The FDA's antIvIral group and, more recently, the reproductIve medlcme
sectIon are USIng 'pre-IND' coOrdInatIOn to faCIlItate the process ofproduct
development Several products have already progressed through the entIre
process WIth FDA assIstance Product sponsors are encouraged to come forward
as soon as they belIeve they have IdentIfied a VIable product, and the FDA team
WIll work closely WIth them to get somethmg approved or to prove that It Will not
work The FDA IS ready to proVide such assistance for mlcroblcldes
development

HHS The Office ofHIV/AIDS PolIcy of the Department ofHealth and Human
Services has Identified the coOrdInatIOn of efforts to IdentIfy and Implement
effectIve HIV prevention strategIes as one of ItS pnnclpal areas of actIVity

2 2 INTERNATIONAL ORGANIZATIONS

Outside the Umted States there are relatively few bllateral or multmatlonal donors
supportmg mIcrobIcIde development In addItIOn to the organizatIOns descnbed
below, the follOWIng orgamzatIOns have expressed Interest m the past and may
fund mIcrobicIde actIvity

• the Wellcome Trust, whIch has agreed to fund field tnals ofmlcroblcldes,
non-contraceptIve If possible, at a reproductIve health center In Natal,
South Afnca

• the Rockefeller FoundatIOn, which supported the PopulatIOn CouncIl work
on mlcroblcldes and asSIStS CICCR, TOPCAD, and South to South

• France's Agence natlonale de recherche sur Ie SIDA
• SIDA (Sweden)
• the French MInIStry ofHealth
• the BelgIan Government
• the South Afncan MedIcal Research CouncIl
• South to South, an organIzatIon of sCientific and developmental

orgamzatIOns from withm the developmg countnes WhICh has supported
the study of at least one mIcrobIcIdal candIdate, a formulatIon of an extract
from the neem tree
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2 2 1 Medical Research Council, UDlted Kmgdom

The :MR.C, wIth addItIOnal support from the UK's Department for InternatIOnal
Development (formerly aDA), has about £4 ml1hon (about $8 ml1hon) of
mIcrobICIde research fundmg as part of Its mICrobICIde development plan Tills
mcludes prechmcal screenmg and anImal models as well as clImcal evaluatIons,
behaVIOral studIes of product acceptabIlIty, and surveys of mdustnal Interest m
microbicides Larger clImcal studIes m the plannmg stage Include a Phase III
mterventIOn tnal

The :MR.C mIcrobICide research program Includes support for basIC vlfology,
Immunology, epIdemIOlogy, socIOlogy, and human semmology as well as support
for the :MR.C team m Uganda and the :MR.C clmlcal trIals center In addItIOn to
thIS substantial mvestment, margmal spendmg speCIfically for mIcrobIcIde
development IS currently about £1 3 ml1hon annually and expected to mcrease

To date the:MR.C has strengthened research capaCIty WIthIn the UK and produced
four senous candIdates from WhICh to select for Phase III evaluatIOn withm one to
two years

1 dextrm sulphate
2 a combmatlon of dextnn sulphate and N-9
3 Pro2000, a product developed by Procept WIth mput from Nlli and

CONRAD
4 a combmatIon of Pr02000 and N-9

:MR.C IS now explonng where - probably m several developmg countnes - the
products mIght be tested for efficacy, and It IS seekmg collaboratIOn WIth other
fundmg and techmcal agenCIes to accomphsh thIS Phase ill tnals could start as
soon as 1998

2 2 2 Commission of the European CommuDlty (CEC)

The CEC funded a consultatIve meetmg m Antwerp m 1995 and subsequently
commISSIoned a study ofmarket SIze for mlcroblcldes m Europe and developmg
countnes A major objectIve was to assess whether future sales would be
suffiCIent to make a microbICIde profitable and thus render publIc sector fundIng
for Its development unnecessary Results from this study are expected In late
1997 or early 1998 :MR.C studIes mdicate that major Investment from the pnvate
sector WIll not be forthcommg untl1 a Phase ill tnalls successful, after willch
major mterest can be expected That WIll not remove the need for contmumg
publIc sector mvolvement, however, partIcularly to address Issues such as low
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profitablhty m the developmg world (where the greatest need IS), hablhty and
mdemmty, and protectlOn of mtematlOnal patent nghts

2 2 3 Jomt Umted Nations Programme on DIV/AIDS (UNAIDS)

UNAIDS IS fundmg a Phase II/llI evaluatlOn of an N-9 gel m Thal1and, South
Afnca, the Cote d'IvOlre, and Bemn In 1997-98, $1 3 ml1hon was obhgated to
thIS study, and another $2 1 mIllIon IS expected for 1998-99 Tlus UNAIDS
actIvIty IS supported by the UNAIDS core budget and also benefits from
earmarked contnbutlOns from the governments ofBelglUm and Germany

The UNAIDS study has now completed Phase II evaluatlOns, and Phase ill IS
startmg UNAIDS IS seekmg collaboratlOn through cooperative agreements from
Fill and NIAID to evaluate at least one N-9 contammg gel before the end of the
century

In additlOn to ItS development work, UNAIDS provIdes the secretanat for the
InternatlOnal Workmg Group on Mlcroblcldes

2 2 4 World Bank

The World Bank provIdes programmatIc (undeslgnated) support to UNAIDS and
could support other mlcroblcldes programs m the future It consIders that It has
neIther the techmcal expertIse nor the time to make techmcal Judgments Itself m
managmg a project The Bank does supply large quantItIes ofN-9 spermlcldes to
some of Its projects

2 3 PHARMACEUTICAL INDUSTRY

Pharmaceutical mdustry mterest m mIcrobIcIde development IS of partIcular
concern because of a lack of expertIse elsewhere m the formulatlOn and
development of vagmal products Research and development by a major
pharmaceutical company that has scores of SCIentists, state-of-the-art laboratones,
and vast resources could accelerate mIcrobIcIde from the current "busmess as
usual" pace Few major companIes are actively engaged m such research
Perhaps the major exceptlOn IS Johnson & Johnson's Advanced Care Products
(ACP) Most of the other mterested firms, as Illustrated by what the evaluatlOn
team learned from the PopulatlOn Councll 10 New York, are small and eager, but
WIth hmlted resources The factors lImlt10g pharmeceutIcal 10dustry partlclpatlOn
m mlcroblcldes development appear to be the uncertam profitablhty of developmg
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country markets, regulatory hurdles, and potentIal lIabIlIty Issues when dealIng
WIth a dIsease as lethal as AIDS

The CONRAD program's CICCR project, mentlOned earlIer, IS an mnovatIve and
promIsmg approach to stimulatmg pharmaceutIcal mdustry mterest through the
development ofpublIc-pnvate partnershIps AcceleratlOn of the normal FDA
approval process, 11lustrated most recently by protease Inhibitor development,
could also stimulate Industry Interest, as could assurances of donor wl1lIngness to
purchase or subsidize mlcroblcldes for developIng countnes MarketIng sUlVeys
have been InItiated by CICCR (WIth ACP), and the Alan Gutmacher InstItute IS
fundmg related product preferences research Although the current US market for
spermiCIdes IS only about $42 mllhon yearly, estImates place the potential global
market for a mIcrobIcIdal spermICIde at many times that amount Such sUlVeys
WIll proVIde mformatlOn relatmg to markets and profits for microbicides
AddItional studIes may be needed

2 4 ADVOCACY GROUPS

GIven the SIze and contmumg spread of the AIDS pandemIC, microbicides
awareness IS surpnsmgly hmited, even among health professlOnals Tills IS
reflected m the fact that less than one percent of current AIDS fundmg supports
mIcrobICIde development Perhaps the term 'mIcrobICIde,' tradItionally used for
any agent that kills mIcrobes, IS part of the problem It IS neIther descnptIve,
accurate, nor catchy Another problem may be a fallure to 'cross-over' from the
relatively specIahzed reproductIve health I contraceptIve field to the standard
health selVices, mfectlOus dIseases, and pnmary health care Whatever the
reasons for the low profile ofmicrobicides, there IS much room for It to move
hIgher on the hst of research and development pnonties

If awareness ofmlcroblcldes m the US IS disappomtmg, It IS dIsmal m most ofthe
developmg world where ItS mtroductlOn would have the greatest Impact Only m
the area ofmtematlOnal women's health advocacy has substantial progress been
made, largely through the ImtiatIve ofWHAM Of all the bIomedIcal
orgamzatlOns actively pursumg mlcroblcides, only South Afnca's MRC and the
South to South organIzatIon are not located m North Amenca or Europe The
UNAIDS program IS the only clear eVIdence of mterest on the part of
multmatlOnal orgamzatlOns It IS not yet clear whether WHO's HRP WIll take any
mterest
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A hIgh-level meetmg of the heads of the agencIes mterested m mIcrobIcIdes
development IS bemg organIzed for later thIS year by Dr Mahmoud Fathalla of the
Rockefeller FoundatIon It IS not known yet to what extent the meetmg wIll deal
WIth Issues of awareness and commItment m addItIon to coordmatIon and
fundmg, but such a hIgh-profile meetmg may prove helpful m bUIldmg the cntIcal
mass of mterest and commItment that IS now lackmg
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Figure 4 QualIties DeSired In a Microbicide

• prevents HIV transmission
• safe for at least dally use
• prevents transmiSSIon of other STDs

(at teast does not Increase It)
• does not disturb normal vaginal or

cervIcal ecology
• usable without partner's knowledge
• inexpenSive
• stable for long penods at ambient

temperatures
• compatIble with douching
• compatIble wIth drymg agents

Meatly)
• can be used rectally (Ideally)
• not contraceptIVe hdealJy)
• pleasurable (Ideally)

•

•

•

III. CURRENT NEEDS IN MICROBICIDE
DEVELOPMENT

InternatlOnally, mlcroblclde
development has been
charactenzed today as suffenng
from the followmg weaknesses
~ A certam lack of coordmatlOn

between the pubhc sector
agencles workmg on
mlcroblcldes perslsts m splte
of real collaboratlOn through
theIWGM

~ The pubhc sector agencles
lack product development
focus, tendmg to be more
mterested m broader,
academlcally mterestmg
projects

~ There IS hmlted awareness of
mlCfobl-cldes outsIde of the
reproductIve health and women's health advocacy commu-mtles

~ There IS a lack of pnvate sector mput

European colleagues have noted that the effort there suffers also from hmlted
absorptIve capaclty (except m the UK and Belgmm) for research and development
on mlcroblcldes, lack of eVIdence that the mlcroblcldes approach WIll be
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successful, and lack of mcentlves to develop product development capacity
because of the uncertamty of contmued fundmg However, there are signs that the
CEC and other European donors are becommg sensitized to the problem, which
may presage major European support m years to come

Before returnmg to the question ofwider collaboratIOn to address these concerns,
It IS useful to consIder where we are and what needs to be done m the varIOUS
steps of the ffilcroblcldes development process

3 1 NEEDED BIOMEDICAL RESEARCH

A first need IS obVIOusly for an effectIve, safe, and affordable microbicide UntIl
that IS realIzed, we need rapid and systematic methods to Identify promlsmg
compounds, test and formulate them properly, and begm clInIcal testmg

An urgent pnonty IS a clear outlme of the product development process that
would permit mOnItonng of progress and ensure that all essentIal steps are
covered An algonthm or declSlon
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Figure 5 Example of a preclinical screenmg algorIthm

ChemIcal Vagmal Contraceptives TentatIVe precllmcal screenmg algonthm

TEST COMPOUND/FORMULATION

I
I

____m SANDER-CRAMER ASSAY _

I (Initial conc = 1-2%) I
I I

MEC => 20 mg/mL MEC> 20 mg/mL

I I
I.... I

Tests run at 10-100 x MEC Tests run at 0,1 %

Viability

mOET + sOET + DET

ANTI-VIRAL

ANTI-BACTERIAL

MUCOSAL ADHESION

MUCOSAL IRRITATION

/- CASA

/-- Enzyme Inhibition

SPERM FUNCTION /--- HEPT

\--- Zona bmdlng (HZA)/ Penetration

•

•

•

SPERM FUNCTION (run at non-spermicidal conc )

I
I
I

If overall performance Justifies

further testing (e g compared to N-9),

proceed With IN-VIVO EFFICACY STUDIES

I
Rabbit fertility tnal

Monkey post-coital test

ANTI-VIRAL

ANTI-BACTERIAL

MUCOSAL ADHESION

MUCOSAL IRRITATION

I
I

If overall performance Justifies

further testing, proceed With

IN-VIVO EFFICACY STUDIES

I
Rabbit fertility tnal

Monkey post-cOItal test

•

•

AbbreViations
m modified MEC minimum effective concentration DET double-end test

sOET Simultaneous one-end test mOET modified one-end test

CASA computer-assisted computer analYSIS HZA hemlzona assay

HEPT hamster-egg penetration test
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tree would help to clanfy the process steps expected The algonthm should state
whIch tests are essentIal, what results are acceptable and whIch would be so
unacceptable that the compound under consIderatIOn should be reconsIdered or
abandoned Agreement on that algonthm, WIth mput from FDA to ensure theIr
collaboratIon, IS an Important next step FIgure 5 IS an example, from the field of
contraceptIve development, of the type of algonthm that would be useful In
management teffils, thIS would constItute a sort of PERT chart WIth deCISIon
POInts clearly marked

There IS at present only one product ready for advanced clInIcal tnals ­
nonoxynol-9 The product IS conSIdered safe, on the basIS of conSIderable
expenence, but ItS effectIveness m mterruptmg mv transmISSIon IS unclear
PrevIOUS studIes have yIelded eqUIvocal results, and the studIes now underway are
too small to answer the cntIcal questIOns WIth adequate statIstIcal power It IS as
yet unclear whether meta-analysIs WIll be able to combme theIr fmdmgs m a
meanmgful way IfN-9 can be fonnulated mto an effectIve mIcrobICIde - a
questIOn whIch IS very much open - months, perhaps years, could be gamed m
the race for a microbicIde Many experts belIeve thIS IS the most urgent current
research need m mIcrobIcldes The evaluatIon team concurs and conSIders
supportmg such a study one optIOn for USAID at thIS tIme

AntlcIpatmg the need to test other potentIal mIcrobIcldes, additIonal Phase III
testmg capaCIty around the world need to be IdentIfied Early preparatIOn wIll
save time m the long run, and maximal mvolvement of local SCientIsts wIll
contnbute to qualIty testmg and pave the way for eventual acceptance and use
Current preparatIOns m Thailand are commendable, but additIOnal sites Will surely
be needed The IDVNET SItes would be appropnate If they could be made
avaIlable

3 2 NEEDED BEHAVIORAL RESEARCH

USAID expenence m the promotIOn and dlstnbutIOn of reproductIve health
products, whether through eXlstmg channels or through new SOCial marketmg
approaches, has demonstra-ted the Importance of local behaVIOral research
Typical behaVIOral questIOns that wIll have to addressed m many different SItes
and With varymg populatIOns mclude when the microbicide would be used, what
are current practices ofvagmal tOIlet and the use of other vagmal products that
might affect ItS use, how can people be persuaded not to abandon male condom
use If a mIcrobiCIde IS avaIlable, how can mIcrobICIde use be mtroduced mto
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stable relationshIps wIthout causmg fear and mIstrust, and how can microbicides
be made accessIble to women at an affordable pnce and wIthout embarrassment

The behavlOral research need not be large-scale, formal research Much can be
learned from focus groups and "partICIpant observatlOn" that can often Identify
trends before a major study could do so What IS Important IS to come to
understand how a vanety of different mdividuais and groups VIew the subject of
concern - mIcrobIcIde promotlOn and use

A partIal hst of groups and mdividuals whose knowledge, attitudes, and behavlOr
should be conSIdered mcludes

• the mtended users, grouped by ethmcIty, class, age, educatlOn, occupatlOn,
marItal and faml1y status, and place of reSIdence,

• husbands/partners of users,
• medIcal professlOnals, especIally women,
• NGOs, other promotmg organizatlOns,
• marketers and other dIstnbutors,
• women's leaders,
• commumty leaders

These are not the clasSIcal epIdemIologIc categones, but rather those that make
sense m each local context

3 3 NEEDED COLLABORATION

No one organizatlOn has the expertIse and other resources to develop a
mIcrobICIde as rapIdly as pOSSIble Expenence WIth the 1993-97 PopulatlOn
Councl1 proJect demonstrated the weakness of that approach Managed
competItion between a number of organizatlOns, each stnvmg to find the answer
before others do, IS more hkely to result m an appropnate product, or products, m
the shortest penod of time Smce the CDC estImates that 7000 persons per day
are now bemg mfected WIth mv worldWIde, the duphcation of effort that may
occur would surely be over weIghed by the hves saved 1fa mIcrobICIde can be
made aval1able soon MIcrobICIde development needs effective collaboratlOn to
develop a product as rapIdly as pOSSIble, mcludmg appropnate testmg and
mtroductlOn that acknowledges user and commumty perspectIves

"Managed" competition means that gUldance and coordmatlOn w111 be proVIded to
ensure that each organizatlOn's efforts should not only be up-to-date, obJective­
onented, reallstIc, senSIble, and effiCIent, but also pulhng together m the nght
directlOn at the nght speed to achIeve the common ObjectIve ExpertIse m
pharmaceutIcal product development IS key to thIS process, as IS mamtammg the
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confidence of the commIttees, sCIentIsts, and chlllcians concerned To ensure that
the multIple efforts of such collaboratlOn are coordmated and mutually
remforcmg, a central coordmatmg pomt must eXist The InternatlOnal Workmg
Group on Microbicides (IWGM) provIdes some coordmatlOn at present, but It
lacks authonty and stature Stronger coordmatlOn could be provIded by a
Techlllcal AdvIsory CommIttee (TAG) and a centrally placed mdividual- a
'microbicides czar' If you wIll The functlOns ofthts central dIrectIon, Ideally
havmg a hIgh pohtiCal profile, would be to coordmate the work of major research
efforts, to advocate for fundmg and other support, and to dissemmate new
findmgs

As USAID has learned dunng the development ofnumerous contraceptIve
products, collaboratlOn WIth pharmaceutIcal compallles IS a cntIcal element m the
product development process Product formulatlOn for topIcal vagmal use IS a
relatIvely new area for pubhc sector agenCIes m whIch the drug companIes have
most of the eXIstmg expertIse CollaboratIon WIth those companIes, perhaps usmg
the model of the CONRAD Program's CICCR, WIll be Important to accelerate the
mIcrobICIde development process

3 3 1 The International Workmg Group on MIcrobIcldes (IWGM)

34

InternatlOnal
collaboratIon on
microbicides
development IS currently
coordmated pnmanly by
the IWGM, for WhICh
the UNAIDS
representatIve serves as
coordmator Among the
organIZatIon's objectIves
are advocacy to place
and keep microbicides
on the mternatlOnal
agenda, mformation
sharmg, IdentificatlOn
and dISCUSSIon of
research Issues and gaps,
development of
gUIdelmes for testmg
microbicides,

International Workmg Group on Mlcroblcldes
Members 1997

• Centers for Disease Control and PreventIon,
USA

• ContraceptIve Research and Development
Project

(CONRAD), USA
• Family Health International, USA
• Food and Drug Administration, USA
• Institute of TropIcal Medlcme, BelgIUm
• Medical Research CounCil, Umted Kingdom
• NJAID (NIH), USA
• NICHO (NIH), USA
• Population CounCil, USA and Thailand
• Society for Women and AIDS In Afnca,

SIerra
Leone

• UNA10S, SWitzerland
• Women's Health Advocates on

Mlcroblcldes,
USA

• World Health OrganizatIon, SWitzerland
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development and coordmation of draft protocols and testmg, and effectIve
commumcatlOn and collaboratlOn wIth the pharmaceutIcal mdustry One IWGM
product IS a hst of suggested In Vitro tests for actiVIty agamst HIV, other
pathogens, and vagmal orgamsms (page 5) Another IS the formation of a
techmcal workmg group on colposcopy whIch WIll assess the usefulness of
colposcopy m IdentIfymg vagmal and cervicalleslOns, develop recommendations
concemmg the place of colPOSCOPlC observatIOns mPhase I protocols for vagmal
mIcrobICIde testmg, deSIgn a study companng colposcopy WIth naked eye
observatlOns, and explore ways to deCIde what IS "sIgmficant"

3 4 NEEDED ADVOCACY, POLITICAL WILL, AND COMMITMENT

As noted above, there IS surpnsmgly httle awareness m the health commumty of
the potentIal for microbicides Women's Health Advocates for Microbicides
(WHAM) appears to have created microbicides awareness among many women's
health advocates throughout the world, but awareness among other groups
remams grossly madequate to the need Microbicides have no mtematlOnally
recogmzed spokesperson or agency to champlOn to theIr cause An mtematlOnally
recogmzed figure, someone WIth stature hke former PreSIdent Jtmmy Carter or
former Surgeon General C Everett Koop, who could VOlce the urgency of the
need for microbicides would proVIde a much needed boost

Smce mcreased awareness would seem a prereqUISIte to mcreased pohtical wIll
and fundmg, efforts to mcrease general understandmg of the concept of a
mIcrobICIde and to emphasIze ItS feasIbIhty would be very helpful
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IV. CONSIDERATIONS AND RECOMMENDATIONS
FORUSAID

4 1 COMPARATIVE ADVANTAGES OF USAID

InternatIOnally, as a partner In mIcrobIcIde development, USAID IS recognIzed for ItS

well-establIshed connectIOns between technIcal experts and agency support, ItS focus on
the needs ofthe developmg countnes, and as proVIdIng an estabhshed framework for
ImplementIng and coordInatIng actIVItIes In numerous countnes Its future role In
mIcrobIcIdes development should be more as facIlItator than partIcIpant In
pharmaceutIcal research and development

Internally, USAID VIews Itself In much the same way, although It would emphasIze as
well ItS commItment to the welfare ofwomen and chIldren, a speCIal concern for
economIC well-beIng, and a commItment to the pnncIples of democracy and the

empowerment of IndIVIduals, partIcularly women The Office of PopulatIOn IS proud of
ItS expenence In contraceptIve research and development, but thIS IS an atypIcal role In

the Agency as a whole Other efforts m research and development, such as the
development of a vaCCllle agalllst malana, for example, have been notably less
successful Other agenCIes and organIzatIons may have greater expertIse and resources
for mIcrobICIde dIscovery and product development What then are USAID's speCIal
strengths?

Advocacy Slllce any potentIal mIcrobICIde IS most greatly needed In the developlllg
countnes ofthe world where 90% ofmV pOSItIve IndIVIduals WIll be found by the year
2000, USAID has a key advocacy and leveragIng role to play even before the product IS
ready for testIng and dIstnbutlOn As the largest donor to lllternatIonal mvIAIDS
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preventIOn programs, the Agency can use Its leverage to ensure that products be
affordable, at least m the long term, and stable m an enVIronment that may lack
refngeratIon or rapId access to pharmaceutIcals The product must also be avaIlable m
formulatIOns that accommodate local sexual practIces and preferences, such as the use of
lubncants or drymg products and frequent douchmg m some areas

Field testmg USAID has a potentIal role to play m coordmatmg field testlng m such a

way that local SCIentIsts and leaders, as well as the perspectIves ofwomen and women's

health advocates, are mvolved from the start longtIme USAID collaborators, FHI

among them, are expenenced m Phase III testIng and the transItIon to product
mtroductIon IdentIfymg and developmg lOgIStICS and dIstnbutIon systems to serve
dIspersed and vaned populatIons IS also an area famIlIar to USAID The Agency can
play an Important mternatIOnal lIaIson functIon WIth other donors, bIlateral and
multIlateral

Product mtroductIon and sustamed avallablhty USAID has mvaluable expenence m
the mtroductIon ofhealth products m developmg countnes and m developmg sustamable
systems to ensure WIde access, resupply, and sustamabilIty Trammg local personnel
and creatmg awareness WIll be early tasks AssIstmg local OffiCIalS to take 'ownershIp'
ofmicrobicides, WIth mtegratIon mto the standard pubhc health package of efforts to
prevent SIDs and assumptIon ofthe supervIsor and trouble-shooter roles, IS also a
functIOn that USAID knows well Smce false rumors can cause a mIcrobICIde to fall as
surely as lack of efficacy or unacceptable SIde effects, It IS here too that USAID expertIse
m SOCIal and behaVIOral research WIll be useful

Market guarantor As a potential purchaser/dIstnbutor of large quantItIes of a mIcro­
bICIde, USAID must demonstrate a sustamed commItment to the development process to
prevent It from flaggmg when problems appear and potentIal profitabIlIty looks lim
GIven the Impor-tance of attractmg pharmaceutIcal mdustIy collaboratIon to mIcrobICIde
product development, at least two recent efforts of USAID could be used to excellent
advantage One IS the CICCR ProJect, already descnbed The other IS a marketIng
analySIS financed by PHNIHIV-AIDS to demonstrate to mdustry the potentIal market for
SID dIagnostIc products

In addItIOn to guaranteemg an early market, USAID expenence can gUIde mtroduction of
health products to local markets, creatmg long term sustamable markets, and can recrwt
support from other donors as well as natIOnal mmistnes ofhealth Because ofthe
economIC Impact ofAIDS on the development process, It should be pOSSIble to convmce
funders ofthe Importance of ensunng affordable access to an effectIve mIcrobICIde
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4 2 ROLES OF OTHER ORGANIZATIONS

Ground-breakmg techmcal research can take place at many levels All organIzatIOns
WIth the potentIal to develop a mIcrobIcIde, or to contnbute to that development, must be

encouraged m then mIcrobIcIde development efforts 1111S mcludes academIc and
government research mstItutIons, major mdustry, and the lImtted scale "garage tech"
efforts that are often the most mnovatIve MIcrobIcIde development must be receptIVe to
progress from all sIdes

The NIH agencIes have a central role to play, as does the FDA, m the guIdance and
supervtSIon of the preclImcal and early clInIcal aspects ofmIcrobIcIde dIscovery and
development If the FIC were to take a strong leadershIp and coordmatmg posItIon
wIthm NIH, Important parts ofthe collaboratIve role and advocacy for the mternatIonal

perspectIve could be ensured

The current actIvItIes and mterests ofnon-US mIcrobICIde researchers have already been
summarIZed Smce the asSIstance of local SCIentIsts and leaders WIll become
mcreasmgly Important as the process advances to the clInIcal and product dIssemmatIon
stages, expandmg role and the numbers ofthIS small group ofmterested organIzatIons

should be a pnonty

The mternatIOnal development banks can playa major role The World Bank, for
example, may be mterested m supportmg clInIcal testIng as part of Its speCIal prOjects
The other banks can be prepared to playa role as the the need for addItIOnal resources

accelerates

4 3 COORDINATION AND FOllOW-UP

CoordmatIon could be achIeved m a vanety ofways, but It WIll depend heaVIly upon
polItICal commItment by deCISIon makers who supply the fundmg HIgh profile support
IS needed, fIrst to create awareness of a product, then to mamtam mterest untIl the
product can be developed and demonstrated to be effectIve A blue nbbon commIttee
headed by a respected figure WIth WIde publIc recogmtIOn (dIscussed above) would be
helpful, at least WIthm the Umted States

Because no effectIve mIcrobICIde IS currently aVaIlable and mcreasmg numbers of
people are dymg from AIDS, the bIOmedIcal IdentIfIcatIon and testIng of candIdate
mIcrobICIdal compounds should be accelerated as fast as good SCIence WIll allow
Compound IdentIfIcatIon and preclImcal development would benefIt from a clanfIcatIon
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ofthe cntena to be met (the testmg algonthm) and from coordmatIOn ofthe laboratones
engaged m the PUfSUlt For the US Government agencIes mvolved, some sort of
techmcal coordmatmg board, havmg the expemse to momtor and gwde the process and
speakmg WIth a smgle VOIce, could speed the process and coordmate the expechtIOus
follow-up ofthe most proffilsmg leads Although the board would be more appropnately
led by other agencIes, USAID could contnbute to It, partlcularly when products are
ready for mternatlOnal reVIew and testlng

4 4 MAJOR RECOMMENDATIONS

The need for a vagmal ffilcroblclde IS clear, and It IS mcreasmg as the AIDS pandeffilc
spreads The evaluatIOn team was Impressed that all the knowledgeable SCIentIsts WIth
whom they spoke seem conVInced that such a product IS feasIble To encourage USAID
to contmue to support the development offfilcrobIcIdes, the evaluatIon team offers the
follOWIng recommenda-tIOns Wlule addressed to USAID, It should be noted that many
ofthe actJ.ons suggested cannot be carned out by USAID alone The recommendatIons
are therefore presented to USAID m the understandmg that the Agency would be
collaboratmg WIth other organIzatIOns m the purswt and eventual mtroductIOn ofan
effectIve vagmal mIcrobICIde

1 USAID should contmue to support the mlcroblcldes development process ThIs
support should mclude fundmg of selected actIVIttes, support for mternattonal
collaboratIOn through UNAIDS, and partlcIpatIon m mteragency efforts to coordmate
mIcroblcIdes development To the extent possIble, USAID should use competItIve
procurement to encourage new organIzatIons and Ideas

2 USAID should Identify mstltutJons With which It can collaborate on microbiCIde
development It should then reassess Its particular role(s) m light of actual and
potential collaborators TechnIcal collaboratIOn WIth the US Pubhc Health SerVIce
agenCIes (NIH agencIes, FDA, CDC, HHS) that are mterested m mIcrobICldes IS a first
pnonty ThIs collaboratIon should mvolve regular meetmgs, Ideally on a monthly basIS
but not less often than once a quarter It should develop a regular agenda ofIssues to
address It should prepare wntten summanes ofthe state offfilcrobIcIde development
and advertIse opportumttes for needed research by any mterested organIzatIons usmg a
mechanIsm such as the "sources sought" method ofNlli

On the basIS ofthe capablhtles ofthe collaboratmg agenCIes and theIr dIfferent
comparatIve advantages, USAID should define Its own specIal role 11us can be
expected to mclude expandmg Its current CICCR efforts to promote pharmaceutIcal
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mdustry collaboratlon and addressmg the questlons ofpnce guarantees for the
mternatIOnal market for mlcroblcldes and Issues ofpotentIal hablhty and patent nghts

The group, and USAID m partIcular, should collaborate regularly WIth mternatIonal

fundmg agencIes to keep mIcrobIcIde development on theIr agendas and to promote
maxImal collaboratIon and mImmal overlap A specIal effort should be made to reCruIt

the mternatlonal development banks to support mIcroblcldes development

3 USAID should orgamze Itself 10ternally 10 order to pursue mlcroblClde
development 10 a manner that coordmates Its various strengths USAID should
establIsh an mtra-USAID workmg group on mICrObICldes, WIth representatIon from mv­
AIDS, the Office of PopulatIon, and WID as a mImmum A major functIon ofthe
workmg group should be to assure ongomg commumcatIon between Health and
Nutntlon, PopulatIon, and any other groups mvolved m mIcroblcldes development or
promotIon Another functIon should be to lIase WIth outsIde agencIes and organIzatIons
m a coordmated fashIOn, proVIdmg a VOIce to represent USAID on the hill, m
mternatIonal conferences, and WIth other donors A thIrd functIon IS to buIld awareness
and mVIte partICIpatIOn from MISSIOns and other groups WIthm the Agency

Ifthe role USAID IdentIfies for Itselfmcludes contmued support for basIC and
prechmcal research, the Agency should Identlfy technIcal experts who have the
necessary range ofknowledge and skIlls and estabhsh mechanIsms by WhICh they can
proVIde real momtonng and guIdance It should consIder hITIng a TAACS or AAAS
Fellow WIth a microblcides background and gIve hIm or her specIfic dIrectIon and
authonzatIon to coordmate the mlcroblcldes portfolIo and to carry out USAID's
substantIal mvolvement nghts and responSIbilitIes

For actIVItles funded by USAID, competItIve procurement should be employed, WIth the
expectatIons and responSIbIlItIes ofboth USAID and the funded agenCIes clearly
defined ThIS mcludes actIVItIes to be carned out, steps to be followed, mteractIons to be
developed, and a penodlc "formatIve" reVIew process

USAID should mcrease mvestment m the gender Issues workIng group to ensure
conSIderatIOn of women's health perspectIves m mICrObICldes development and all other
reproductIve health programs These perspectIves can be expected to mclude, but are not
lImIted to, mcreasIng Investment m sexualIty educatton, partner commumcatton
strategIes, and women's empower-ment The workIng group should butld on the lessons
learned from the Populatton Counedl WHAM expenence and seek to develop more
systemattc and transparent processes for pnonty settmg and declslon-makmg regardmg
health resources and the deSIgn, Implementatton, and evaluatIon ofprograms m the field
The follOWIng mechanIsms should be consIdered
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• An adVISOry commIttee, WIth at least half ofthe membershIp bemg health
advocates not affilIated WIth contractmg or cooperatIng agencIes

• An external pnonty-settmg reView and comment process for RFPslRFAs before
they are released for bIds

• A clearly artIculated process for CIfculatIng, reVIewmg, and receIVing comments
on strategIc plans

• Altematlve strategIes for mcorporatmg the Views and concerns oflocal

constltuencles m the deSIgn, ImplementatIon, and evaluatlon ofprograms m the

field

USAID should develop mechanIsms to ensure early and meanmgful consultatIon WIth
commUnIty members and leaders for any USAID-funded effort concernmg women and

AIDS The mclusIOn of communIty mputs should be mandated m the RFAlRFPs

to ensure that thIS IS an mtegral part ofall actIVitIes Women m the communIty where
clInIcal tnals are conducted should be mcluded m the plannIng ofthe tnal and analySIS
ofthe results A communIty adViSOry board IS one of several mechanIsms to ensure that

• the communIty has a role m IdentIfymg and definIng problems and nsks,
• the communIty IS mcluded m the dIalogue shapmg research approaches to the

problem,

• the communIty partICIpates actIvely WIth researchers and health care prOVIders m
developmg responses and settIng pnontIes for mterventIon strategIes (NIEHS

1994)
Wherever confidentIal mfonnatIon IS not mvolved, dIffuSIOn of mfonnatIon, questIons
and concerns should be dIssemmated through women's health networks, such as, for

example, the Latm Amencan & Canbbean Women's Health Network

4 USAID should work With other orgamzatlOns to develop a study to answer the
question of whether nonoxynol-9ls an effective microbiCide The questIon ofthe

real utIlIty ofN-9 as a mIcrobICIde has not been fully resolved Consldenng that N-9 IS

the only product even close to market aVaIlabIlIty, the questIons concernmg ItS

fonnulatIon should to be resolved as soon as pOSSIble IfuncertaInty perSIsts followmg

meta-analYSIS ofthe findmgs from the two current N-9 studies (ofHIVNET and
UNAIDS) and preVIOUS studIes, USAID should IdentIfY a way to deSIgn and carry out a
study that aVOIds the weaknesses ofpast studies and has adequate statIstICal power

Who should manage It and who should fund It should be resolved m consultatIon With
the UNAIDS and the group of collaboratmg agenCIes recommended above Unless
another method can be IdentIfied, USAID should consIder supportmg PHI, CONRAD, or
the MRC for the express purpose of contInUIng N-9 research tnals
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5 USAID should seek opportumtles to mcrease awareness of microbicide
development among declSlon makers m all collaboratmg agencies that could
contribute to the process TIus outreach should Include pnvate as well as publIc sector

orgamzatlOns, InternatIOnal as well as domestIc

USAID should take as Its speCial responsibility the promotIOn ofthe concept, and Its
eventual ImplementatIOn, In the mternatlonal health commumty Other organizatIons
With more recogmzable sCientific credentIals should take responsibility for promotIng

awareness among the community of sCientists Involved In basiC sCiences USAID should

buIld partIcularly on ItS contacts WIth InternatIonal health leaders and women's health
advocates

At natIOnal levels, USAID should promote consultatIon With women's health advocates

and start a database of communIty groups and women's health advocate groups With
whom researchers could consult USAID should leverage resources to support women's

health advocacy groups In the South and ensure the partIcipatIon ofwomen's
representatIves In technical adVISOry group meetIngs

Among methods from which USAID could choose to foster awareness are (a) searchIng
for a better term than nucroblclde, (b) dissemInatIng a penodlc monograph to Inform the

publIc health field and polItiCians, (c) hostIng InternatIonal conferences, (d) creatIng

adVISOry groups of Interested partIes such as women's health advocates, and (e)

IdentIfyIng a well known publIc figure as advocate and spokesperson for microbiCIde

research and development

Transparency, wherever pOSSIble, IS fundamental In the ultimate success ofproduct use
and dissemInatIOn Transparency of any USAID-funded effort IS the best way to combat
past perceptIons of USAID as treatIng women from the South as gUInea pigs on which to

expenment Whenever there IS a controversial product under development InvolVIng
preVIously underserved groups, the process ofproduct development and dIssemInatIOn IS
advanced by early Involvement ofthe consumers

6 USAID should find a new mechamsm by which to prOVIde techmcal overSight
and gUidance for prechmcal research on mlcroblcldes This functIOn can be
accomplIshed under a "MIcrobICldes Czar," a Techmcal AdVISOry Group (TAG), or both
Other opnons Include mnovatlve arrangements WIth phannaceuncal firms WIth expemse
m tOPiCal vagmal products and collaboranve agreements With other agencies that have
such expemse One pOSSIbilIty IS an umbrella organIzatIon that would prOVIde strong
management to the process and expedite the research through numerous subcontracts, or
alternanvely a senes of contracts to the vanous organizatIons needed to do the research
The evaluatIon team favors a TAG, certamly for USAID and pOSSIbly for all US
Government agenCIes workIng on mlcroblcIdes, and It suggests that the Agency consIder
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a microbicides czar who could combme high profile advocacy With access to expertise m
phannaceuncal product development

Set up a Techmcal AdVisory Group on Mlcroblcldes With participanon from FDA,
NCI, NIAID, NICHD, CDC, the Center for PopulatIOn Research, a women's health
advocacy specialist, and other USAID-funded projects (CONRAD, Fill, the PopulatIOn

Councd)

Liaison with FDA should be a special concern ofthe TAG so as to come to general

agreement on an algonthm for microbiCide testlng and to expedite tesnng

This TAG should comment on methodology and affect changes m study deSign TAG
members should review m-country efforts, mcludmg the mvolvement ofnanonal and
local women's health advocates Women's health advocates and researchers from the
South should be represented TAG members could mclude illV/AIDS actiVists, those
With duect patient contact, and sCiennfic researchers

7 USAID should prepare to playa more central role m chmcal trials and eventual

product ImplementatIon Because of ItS local connectIOns With offiCials and sClennsts
throughout the developmg world, USAID IS well placed to coordmate much ofthe Phase
III chmcal tnal activlnes and to buIld m local partiCipatIOn Several organizatIOns With
long USAID expenence (Fill, Populanon CouncIl, others) should be aVailable to
contnbute to thiS task

The site bemg developed by the Populanon CouncIl m Chiang RID is very likely to prove
unacceptable AttentIOn should therefore be duected to potential sites m sub-Saharan
Afnca ThiS mc1udes developmg collaborative arrangements With local leaders,
sCiennsts, commumty groups, and women In addinon, USAID should plan to fund
SOCial sCience research relatmg to microbicides and reproductive health

8 USAID should determme whether It can help to ensure a market and profits for
the the orgamzatlOn(s) that make(s) and dlstrabute(s) a microbicide By
emphaslzmg itS mtentIOn to purchase large quannnes ofmlcrobicides for mtroduction
and distnbutIOn, USAID can play an important role m mOVing the process along,
keepmg it on track, and removmg obstacles USAID should not delegate thiS role, It has
the clout because it is a major funder ofmicrobicide research and IS likely to be the

major purchaser ofthe ultimate product

Because of USAID's fundmg for research and development, it can also mSi81 on pubhc­
sector pncmg and an affordable product
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USAID should seek c1anficatlOu ofproduct nghts and pncmg mechanisms TIus IS

especially Important With a microbicIde because a relatIvely meffecnve compound may
have a very hunted market m the developed countnes
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ANNEXA: THE EVALUATION TEAM, ITS ACTIVITIES AND
SCOPE OF WORK
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James Sonnemann, M D, MPH, served as Team Leader A medical epIdemIOlogIst who has
• practIced medICIne lD. AfrIca and managed a vanety of pnmary health care and MCH projects for

USAID, he bnngs a field perspective to program planrung, behaVIoral research, eptdeIDJ.ology, and
dIsease control Most recently, he partIctpated In the destgn of the Health Sector strategtc
obJecttve results packages for the GUInea USAID MISSIon Thus, he tS well versed In USAID's
results onentation and current pnontles In the health sector
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•
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•

•

•

J tll Gay has wntten extensIvely on women's advocacy Issues In the health field, and served as a
consultant at the Pan Amencan Health OrgantzatlOn on ensunng that STn detectIon and
treatment IS Integrated mto maternal health and fanuly planmng servIces She has wntten a
background paper on "Women's Access to Qualtty Health Sernces" for the World Bank, and has
worked wIth NCIH ln co-edItmg a book on The Health ofWomen A Global PerspectIve

Sherry Lard, Ph D ,IS a IDJ.CrOblOlogIst on loan from the Food and Drug I\dmmtstratlon. As a
staff member of the FDA's DIVIStOn of AnttVIral Drug Products at the Center for Drug Evaluatlon
and Research Dr Lard IS umquely qualIfied to examme the regulatory Issues surroundmg
bnngmg a new product to the market Her academtc background as a mtcrobIologIst brmgs an
understanding of the btomedicalissues related to prechmcal and cltmcal tnal desIgns as well

Gabe Bialy who holds a Ph D In Pharmacology, IS on loan from the Center for PopulatIon
Research at the NatIonal InstItutes ofHealth WIth rus e'lCtenstve expenence m new product
development tn the populatIon field, he bnngs e"<pertise In how behaVIoral research lmks to new
product development, as well as specIfic knowledge on pharmaceuticals

Cheryl \Valker, ~l D , IS rughly knowledgeable about chrucal research and has followed the
development ofmtcroblcldes over the past several years Currently on the faculty of the ~led1cal

School at the Umverslty ofCaltforrua at Irvme, she bnngs knowledge as an
ObstetnclanJGynecologlst In pn\- ate practIce as well

Jos Pernens, 1\1 D , IS Cmef of the Chrucal Research and Product Development DIvISIon for the
Department ofPohcy Strategy and Research at the Jomt Unrted NatIons Programme on
HIv IAIDS (tTNAIDS) He thus bnngs techrucal knowledge of the dIsease, the chnrcal research
Issue~ and the mternatlonal perspective He 15 kno"" ledgeable about the contnbutlons not only of
Ll't -\IDS but the pnontle~ and actl\.ltles of other donors as ..."ell

CynthlJ. Green, Ph D , has done e'(tenSl\.e ""ork. m research wntmg and edltlng publtcatlons
and broadcast matenab on populatlOn health, nutrltlon and drug abuse pre... entlon Vllth trammg
m soclolog\. and demograph'v she IS abo k.no\"ledgeable about beha'vlorJ.1 re:le~ch and health
sector l~::.ues
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USAID Microbicide Program StrategIc Evaluation and Development

Puroose of the EvaluatIon

This scope of work outlines three Phases for the evaluation and enhancement of
USAID's MicrobicIde Development Strategy The goal of USAID's MicrobicIde
Development Strategy IS to develop, test, Introduce, and provIde a safe, effective and
affordable means which women can use to reduce the rIsk of sexually transmitted
infections, including HIV USAID has been funding microbIcIde development activItIes
sInce 1993 The end of the current AIDS Technical Support Project wIthin the Global
Bureau marks the first opportUnity smce 1990 to reVIew, reflect and strategIcally plan to
meet future needs In HIV prevention globally An evaluation of eXisting activitIes in
mlcroblclde development and the enhancement of the current strategy IS an essential
part of this strateglc plannmg

Phase 1of this evaluatIon consists of an external and final evaluation of The Population
project Initiated In September, 1993 and entitled The Development and Evaluation of
MicrobIcidal Compounds for Intravaginal Use In Preventing the Sexual Transmission of
HIV

Tne goal of phase I IS to assess adequacy of the Population CounCIl's project on
Microbicide Research, Development and IntroductIon project In addreSSIng It'S primary
purposes

a The Identrficatlon and evaluation of a WIde range of vaginal microbiCidal
products mcludlng those that would allew conception while stIll proVIding
protection agaInst RTls (reproductive tract infectIons).
b PrOVISIon of public sector leadershIp to ensure that products once developed
WIll be available and affordable to all the world's women, and
c Tne mcorporatlon of a range of womens' perspectIves In all steps of the
technology development process from the laboratorj to the pharmacy shelf

Tne results of the evaluation of thiS cooperatIve agreement Will oe used In concert WIth
Phase tI of USA1D's MicrobIcIde Strategy Development Tne goal of phase ills three
fold

1 StrategIc analySIS of current USAID Coo\=eratlng Agency (CA) projects In

MicrobiCide Development and CA capacIty to expand or enhance theIr efforts,
2 Strategic analySIS of national ehorts In mIcrobiCIde develooment beIng
funded tnrough other US Government agenc'es and the private sector,
investigation of cpoortunlt'es to share expertIse and parnershlos WIth ather
na'ional entItIes
3 AnalySIS of Interna'Ional strategies being corducted by other donors and
multlla~eral orgamza'ions (e g UNAIOS) Tne purpose oi thiS phase IS to



IdentIfy overall global strategies In microbicIde development and to IdentIfy
possIble partnerships for USAID for the future

Tne goal of Phase III IS to synthesize the analysIs and results of Phases 1and \I
Identify gaps and prOVIde recommendatIons to USAID for ItS future Involvement In

miCrObiCIde development Tne analysIs wIll address areas of USAID's comparative
advantage In the mtroductlon and use of mlcroblcldes In the developing world
RecommendatIons will address the role of USAID In the next five to ten years

11 8ackground and Qvervlew

In early 1993, the Populat:on CouncIl submitted a five-year wori<plan to USAID for a
microbicide research, develooment, and introductIon InItIatIve which was Initially
envISIoned as a cooperatively funded donor effort budgeted at approXimately
$8,000,000 At that time minimal research on the effectiveness of eXIsting spermlcldes
agents and novel agents to reduce vaginal transmiSSion of HIV and other RTls was
being corducted In September 1993, USAID contracted wIth the PopulatIon CouncIl
through a cooperatIve agreement (No HRN-S972-A-OO-3022-00) under the AIDS
Technical Support Project (ATSP) to support thiS mIcrobicIde initIative contributIng
$199,431 for the first year DurIng 1994, USAID renewed the contract WIth the
Population CouncIl to continue development of thiS initIatIve With an estImated two year
award of $800,000 In 1996, concomitant With the redesign of the ATSP, USAID has
Inc"eased the celhng of the cooperative agreement and added an additIonal $300,000
to the Pooulatlon CouncIl's program for the next SIX months USAIO IS now Inltlatmg an
ex~ernal evaluatIon of the progress made by the Population CounCil, inclUding an
analySIS of the need for female-controlled prevention tec~nology and the current USAID
strategy In microbiCide development In the context of related projects sponsored by
other donors and parners

RecommendatIons for the continued funding and strategic development of the
Pooulatlon CounCil program and microbiCide develooment as a whole will be
accressed

In tre second cecace cf the HIV/AIOS pandemiC fe'11ale controlled prevention
technalag'l which IS efiectlve safe and avatlable for use In tre ceve100mg world
remains elUSive '!'/amen parlcularly yaung women recresent the li1CS~ vulnerable and
fas~est growing H1V-lnfected peoulatlon In tre worlc Recent studies ccncucted In

se'/enteen sites arourc the world by the Interna~lonal Center for Researc, on Women
ccnclL.cec tha" women need rne'noes to pre'/ent HIV which can be used 'wJtthout partner
k-o'w./lecce consent or Involvement In these stucles researchers fCL..rd that
rcnccrs~nsual sex fear of dOllestlc VIolence or economic abarconrT'ert and
cl"'ftcult'es In trltlatlnc cr sustalnlna diSCUSSions concerning condom use greatly Itmlt the
actions women might use to prev~nt Infection wltn hlV or other STOs

2 Ie
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Physical Barriers
GIven these findings what options are available for women to protect themselves
against reproductIVe tract infectIons (RTls) In the developing world? The effectIveness
of phySIcal barriers (dIaphragms cervIcal caps, sponges and the female condom) are
currently beIng evaluated for effectIveness In preventing transmiSSIon of RTls Thus
far, the Reality Female Condom appears to be the first female-Inttlated barrier method
whIch may be used to prevent RTI (including HI\/) transmiSSion Tne acceptability of
the product has also been analyzed In the developing country context through a USAlO
(Population Office) funded program

Non-Prescription Products
Several non-prescrIption spermicIdal products which contain blodetergent ingredIents
are alJallaole In the US and In other countrtes (I e , products containing nonoxynol-9,
benzalkOnium chlonde and menfegol) Although In vItro eVIdence has shown that some
blodetergents, including nonoxynol-9, effectIvely InactIvate HIV, there IS no conclUSIve
cllntcal data addreSSing protection against HIV infection Some studIes. however,
suggest that blodetergents prOVIde partIal protectIon against cerllcal infections of
gonorrhea and chlamydIa Several controlled clinical trials addreSSIng the efficacy of
these products against RTI and HIV Infections are underNay In the developing world
The NIH has funded FamIly Health International (FHI) and the Cameroon Ministry of
Health to evaluate the effectiveness of a film containing nonox'lnol-9 Additionally,
UNAIDS has completed an expanded safety study of a reformulated nonoxynol-9
product. Col-1492 which may have bloadheslve characteristics which Improve coating

• of the reproductIve tract and enhance duratIon of actIon UNAIDS has recently
announced a new multI-center Phase III efficacy tnal of Col-1492 In Cote d'ivolre, South
Arnca and Tnalland, and NIH's HtVNET program IS about to Inltlate an efficacy tnal of
Col-1492 In Kenya Finally the recent evaluation of HIV-NET recommenced that the
prosram should oe Increase Its microbiCIde develocment focus

I•
Novel MicrobiCIdal Compounds

•

•

•

Researcn to lcentlry novel microbiCidal compounds IS rapidly expanding The product
develeoment path for new products however, IS Icng In adcltlon to extensive clinical
evaluatIon expensIVe anc time-consuming reproductive tOXIcology s~L..dles are reqUIred
fer apcroval Ccnse~uently It IS unlikely that any novel mlcroblclcal product WIll be
reacy fer Irtrocuctlon or marl(ettng before the ere of the decace TnlS underscores the
need to reflne CL.rrent prever'itlon strategies and resolve questions ccncernlng the
rnlcroclclcal profle of eXistIng soeriT.lCICeS •



Ne N Product Concepts Kill/Inactivate the VIrus

Tnere are a number of new products formulated to kill or inactivate HIV and/or other
STD pathogens which have shown varflng degrees of promise Tnese Include
surfactants as well as compounds such as C31 G, a mixture of two amphotenc
surfactants In development by Siosyn LIke other blodetergents, the product disrupts
cell membranes and IS both spermicIdal and mIcrobIcIdal Prehmlnary climcal studies
are underNay

Several InvestIgators are pursuIng the development of aCId-bufferIng agents as
research indicates that the survIval of free and ceil-associated HIV may be highly pH
dependent Tne normal vagIna has an actdlc pH, and It IS postulated that Intravaginal
agents which keep the vagIna aCtdlc In the presence of semen may afford some
protection agamst infection Phase I clinical evaluations WIll begin ths year·

tn the category of natural products, Dr Sharon Hilher of the University of Pittsburgh IS

InitIating a clinical study uSing a twlce-a-day vagmal SUPPOSItOry containing
Lactobactllus cnspatus, gonorrhea and bacterial vagtnosls wl11 be the pnnctpal outcome
indicators In thiS Phase II study Lactobaclllis IS not a chemical mlcroclclce, but rather
rehes on maintaining normal vaginal ecology. characterized by a predominance of
hydrogen-peroxIde prodUCIng lactobacilli, to maintain a low vaginal pH, thereby
increasing resIstance to infection

A number of natural antimicrobial peptIdes of the protegrln class as well as magalmns,
s..rch as sc;ualamlne, have shown potentIal for broad microbICidal actlVlty In VItro These
leads are still In preclinical development Additionally Gossypol ar.d Praneem, (plant
extracts) are currently under InvestIgatIon by the South to South CollaboratIon for
Reproductlve Health •

New Prcduct Concepts InhibItors of Viral Entrj

Anotner group of InvestIgatIonal compounds Ir1hlblt VIral entry Into mucosal cells
Several ccmpourd classes have shown promIse In vItro but feN have progressed to
clinical s~,-cles Recently a formulatIon of n-cocasanol was evaluated In macaque
monl<.eys where It was shown to protect 5 out of 6 monkeys afte'" vaginal exposure to
51\) N cccosanol a 22-car:lon stralght-chaln alcohol IS also belrg evaluated as a
tq:lcal thef'apy for recurrert herpes SImplex mfecttors •

OnlY tre s_tpl\atec polymers ha'ie been evalua~ec for vaginal a:::clica'.or In humans
Irves"gc';rs In Lenden recently camcleted a vagl'1al sa'ety stL.cy 0, varylrg
cex"r,r-2 s"..lc'la'e ccses In gel for'TIL.latlon as part of tne UK Me':lcal Research
COL.r.e'! s v r",;clce researcn prcgram (151 Tne Pooula'lon CCL.'"'CI[ recer;tly completed a

I •S7,;
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Phase I evaluatton of PC 213, another sulphated polymer gel (preliminary data) In
both studies, the dally applicatIon of gel formulations of sulphated polymers was wen
tolerated and wIthout SIgnificant Irritation Several agencIes are currently pursuing thIS

compound class and more clinical studies of sulphated polymers are expected tn the
near future

New Product Concepts Inhibitors of Viral Replication

Vagmal applicatIons of HIV replicatIon mhlbltors are also bemg explored 'Nhlle aU of
the compounds hsted In Table 3 have been discussed, only two have been evaluated In
"\'10 Recently a vagmal get containing PMPA has been shown to have some
protective actIon In the SIV/macaque medel [161 Tne number of monkeys, however,ls
small, and more weI'\< must be done befere potenttal use m humans IS explored

To date, the only compound of thiS class whIch has been evaluated In women IS
lovmde Janssen Pharmaceuticals conducted a Phase I tOXICtty tnal In Belgium uSing
lovmde In a SUPPOSitOry WIth chlorhexldlne (personal commUniCation, Paul Stoffels, JUly
1996) Tne product was well-tolerated by the study populatIon In Phase ( tnals but
further clinical tnals are on hold pending clarificatIon of the path to market •

Given the recent advances In the evaluatIon of pOSSIble products, as well as the
Increased number of potenttal partners for USAIO In future strategic development of
mlcroblcldes. the overall evaluatIon of USAIO's current fundtng IS aporopnate The
purpose of thiS strategic evaluation of microbiCide development efforts IS (1) analySIS of
the gaps In InternatIonal efforts to develop thiS much needed preventIon technology and
(2) Icentlficatlon of USA1D's comparative advantage Will be In thiS field for the next five
to ten years

"Note Much of the aoove overvIew was ta!<en from Elias CJ. Coggms C,
Femate·Controlled Methods to Prevent Sexual TransmiSSIon of HIV, AIDS.
In press -- thIS paper was derIVed from the tex" of the plenary lec'ure Chns gave
at the XI lnterna~lonal Conferel"\ce on AIDS In Vancouver JL:ly 1996 - Please see
revIew for details
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PHASE'

Pooulat!on CounCIl End of PrOfect EvaluatIon - Scoae of 'Nork

1 Actt'J'tv to be Evaluated

PrOject Name The Development and Evaluatton of MicrobicIdal Compounds for
IntravagInal Use In Preventmg the Sexual TransmissIon of HIV

Contractor The Population CouncIl
Cooperative AGreement Number HRN-5972-A-Oa-3022-00
Star Date September 1993
Expected Life of Project (LOP) Cost $1,000,000
Obligations through 12195 S999.431
ExpendItures thru 6/96 5793,156

tl Statement of V'/or'<. Tne follOWing list of questIons regarding the project are meant to
be a gUide for the evaluatIon team The team IS welcome to add questIons or areas for
further conslderatlcn Tne progress of the team toward achieVing the deSIgnated
project goals Will be determined by ItS progress In answering the questions set forward
at the initiation of the evaluation

A sro Laboratory at the PopulatIon CounCil

Tne cevelopri'ent of new mlcroblclcal procucts which can be controlled by women
reC;Lmes a state-of-the-art laboratory and aporopnately trained staff Tne evaluation of
the laboratorf at Tne Populatlon CounCIl should therefore adcress the follOWing Issues

1 Is tbe deSign of the In VItro screening process appropnate for the development of an
Intra'/aglnal preparation?
2 How efiectlvely has infOrmatIon from other baSIC research addressmg spermicIde
analySIS and HIV (I e I vaccine development) been used In developmg screening
prctccols for develeoment of a microbiCIde In a developmg country context?
3 ha'fe the In vitro assays been used effectively to screen compound actiVIty against
ctiier S"7"Os?
4. Dces the In VlVO mccel measuring activIty aGainst Chlamydia and Herpes Simplex
V'~US acec;ua'ely evaluate fcrmulatlon effectiveness?
5 \-lc", do arlma1 rrccels fit Into a strategic development plan?
E \-lew '.vIH arlrlat mcce1s be effectively manaGed 'Nlthln the labora'crj for optimal
res ... lts'J

6



•

•

•

•

7 Is the Courctl's wor1< on blcengtneered antl-mlcroblals or naturaUy occuning
anttmlcrcblal pepttdes applicable to microbicIde development?
8 Is the COL:rcll's Investigation of the role of genital tract secretions on mIcrobicide
efficacy useful?
9 'Nhat slgmficant advances has the Center for BIomedIcal Research STD laboratory
contributed to mIcrobicide development and how are these actiVIties VIewed by their
peer SCIentists?
10 How are prtOrIty areas of research determined?
11 How could the research agenda be Improved to achieve the overall objectIVes of the
program?

8 FormL:latlcn at the Pop CouncIl

1 'v'/htc,,", formulatIons have been investigated, and was the InvestIgation conducted
• appropnately?

2 Is the Center for BiomedIcal Research eqUIpped to handle the formulation of
products In the future?
3 HOW WIll findings from the Programs DIVISIon behaVioral research be used to affect
preduct formulation deCISIons?

• 4 Hew effectively are product formulations tested In the STO laboratory?
5 How IS the deCISion made to take a product from the laboratory to the clinical stage?
6 Is Tne Population Council the most appropnate institution to perform product
formulatIon research?

• C Clinical Research through the Pop CouncIl

1 'v'/hat cllmcal research has been completed to date?
2 Hew are deCISIons to advance of a potential mIcrobiCIde through development
made?

• 3 How are deCISions to termInate development of a potential microbicIde made?
4 Are adclt'onal Phase I studies planned?
5 V'JiIl The Council's eXIsting net'Nork of cltmcal sites be adequate for microbiCide
researcn? Ir not, what IS needed, and at what cost? Is Tne Counetl the most
aporopnate condUit to Icentlry and utilize chmcal sItes?

• 6 Hew are potential sites fer larger~scaleeffectiveness/efficacy trtals beIng Identlfied
and evalL.ated?
7 !-lew 'NllI current and plannec beha'l1oral research affect c!lmcal trtal deSign?
8 Is Ti1e Peculation Council wd[lrg to perferm clinical trials on fcrmulattons or
COMpeL-reS nct deve1eced wltntn their own la'ccra~cry?

• 9 Ureer w"a~ circumstances WOL..ld Tne Po\=ulatlcn CounCil be Willing to test potential
r;lc~cclc'ees not develcced ....',tntn tiielr own laboratcnes?

• 7



o Consultative Meettngs and Collaboration

1 How has collaboration wIth women's health advocates tnfluenced The Council's
microbiCIde development effort?
2 Do V'lomen's Health Advocates and the sCIentists view thiS effort as useful?
:3 How could this collaboration be Improved?
4 'Nhat are the major accomplishments forged by 'Nomen's Health Advocates and The
Population CouncIl?
5 Has thIs collaboration Influenced other efforts of The Population Council?
6 How has the CouncIl's partlCtpatlon In the Interagency Working Group on Vaginal
Mlcroblctdes contnbuted to both Tne Council's scope of work and to the international
mIcrobiCIde effort?
7 \"'hat IS the relatIonship between Tne Population CounCIl and other USAID funded
Cooperating AgenC'es which address microbiCIde development (CONRAD and FH1)?
8 Does the collaboration allow for optimal progress toward the goals of the stated
program?

E Coordmatlon and Communication

1 Have the Center for Biomedical Research and the Programs 0\V1S10n WIthin The
Population CounCil collaborated effectIVely?
2 Has Tne PopulatIon CounCIl microbICIde effort effectively drawn upon expertIse
Within and outsIde Tne Population CounCIl to meet ItS objectIVes?

III Prolect Managemert and Funding

A Management WithIn the Population CounCIl

1 Staff and Facthtles
a Is the program adequately and appropnately staffed to achieve the stated
objectIVes? Are any changes needed to achieve the objectIVes required?

2 Project Management and AdministratIon
a Is the management structure of the program appropriate to project goals?
b How IS tnformatlon concerntng potentIal mlcroblclces made pubhc?

B Occumenta~lon and FinanCIal Reporting

1 Are reqLnred cccuments and financlallnformatlcn/reports submitted to USAIO on
t,me?

8
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• :; Funding Levels

1 'J'lhlch donors have contnbuted to thiS multtdonor effort and at what level have they
continued?

• 2 'J\Ihtch doners are currently funding components of The Council program, for what
purpose and at what tevel?

3 Are current funding levels adequate? "'/hat level of funding is needed to achieve the
program's purpose usmg the current deSign?

• o USAID Management

1 Has USAID prevlced acequate and effiCIent technical and managerial oversight?
2 How has USAID been mvolved In technical management and plannmg?

• 3 How could USAIO's technical and management oversight be Improved?

rv Methods and Procedures Most of the data for the evaluatIon IS expected to be
collected through interviews and from eXlsttng documents A list of ex\sttng data

• sources and suggestions for procedures to be followed are hsted below

A. Populatton Staff fer InterVIews

Cbrtsttne 8urlllo, Jr Research TechniCian, Center for Biomedical Research

•
Chnstlana Coggtns, MPH, Staff ASSOCIate, Programs DIVISion

Christopher J Elias, MD, MPH, Semor Staff ASSOCIate, Programs DIViSIon, Tne
PopulatIon Councrl, BangkoK, Tnaltand

•
Charlotte EHertson, MPA, PhD, Pregram ASSOCIate, Programs DIVISIon

•

•

•

<Garrell Fortenet, Research Investigator, Center for BIomedIcal Research

BartJara Frtedlard Admlnlstra~lveASSistant/Secretary Programs DIV1S\On

Elcf Jcrarsscr', MD Vtce Pres cent Certer fcr S,cl"T'lc2clcal Research (as of
8/1/S6)

V "\-"" ..l p .... O Pcs·-..lcc·crall:,~llcI.J Center fer BIomedIcal Researc'1ee~a ~'" ",,(,\,.onca 'I \,. -'
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Oa'lId. PhilliPS, PhD, Senior SCientist, Center for Biomedical Research

~'1"'i"Tan, Research Investigator, Center for Biomedical Research

Beverly 'l'linlkoff, MD, MPH. Director, Reproductive Health

VanaJa Zacharopoutos, Research tnvestlgator, Center for Biomedical Research

B ArtICh~s published, submitted dr presented

Chrrsttana Coggins

Faunces A, Elias CJ, Coggins C "Sperrmcldes and Barner Contraceptton to

Current OpinIOn In Obstetncs and Gynecology 1994,6 552-558

ChrTstogher J Elias

Peer-revIewed ArtIcles

Elias CJ, Leonard A "Family Planning and Sexually Transmitted Dtseases The
Need to Enhance Contraceptive ChOice It Current Issues In PubliC Health, 1995,
1191-199

Heise LL, Elias CJ "Transforrmng AIDS PreventIon to Meet 'Nomen's Needs A
Focus on Developmg Countnes II Social SCience and Medlcrne 1995,
40(7) 931-943

Elias CJ, Heise II "Chatlen!;es for the Development of Female-Controlled
Vaginal Mlcroblc,ces II AIDS 1994, 8 1-9

Technical Reports and Vlor'r<mg Papers

Elias CJ et al "RecommendatIons for the development of vagmal mlcioblCldss"
from Tne InternatIonal Vlor'r<mg Group on Vagrnal Microblcldes AIDS 1996, 10
(8) 1-6

Grant J Elias CJ (ecs) "Partnership fer Prevention A reoor" of a MeetIng
8s'"'.veer Sc entlsts, Ad'lcca'es, and Program Planners" Ebert Pro~ram for
errc cellssJes In Reorccuctrve Peafth and Peculation Ne'\J Yor'o( Tne
PccL.la~,on Cc~ncll 1SSG

ElIas CJ "Sex~al and Recrocuct",e Heattn Advocacy for Action' InternalIonal
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Roundtabfe on 1J1/omen's Hearth Bellaglo. Italy Advocacy for Women's Heatth,
1994

Elias CJ. Leonard A, Thompson, J "A Puzzle of\f./ill Responding to
Reproductq/e Tract Infections In the Context of Family Planning Programs"
Conference Paper Afnca Operations Research and Technical Assistance
Project Nairobi. Kenya. 1993

Elias, CJ. Heise II "The Development of Mlcroblcldes A New Method of HIV
Prevention for Women" Programs D,vIsIon Wort<rng Paper No 6 New York.
The Population Council, 1993

Elias, CJ "Enfermedades Transmltldas Sexualmente y la Salud Reproductlva
de las MUJeres en Palses en VIas de Desarrollo" Programs OMs/on vVorkmg
Paper No 27 MexIco City The PopulatIon Council, 1993

Book Chapters

Elias CJ, Heise LL, and E Gollub "Female Controlled Prevention Methods of
HIV" In AiDS In the World Tne Global AIDS Policy CoalitIon (forthcoming)

Elias CJ, Heise LL "Cha\\enges for the Development of Female·Controlted
Vagmal MlcroblCtdes" In l.Nomen's Expenences wIth HI'IIAIDS Ankrah, EM
and Long l (eds ), Columbia Umverslty Press, 1996 (forthcommg)

Elias, CJ "AIDS An Agenda for Population Policy" In Beyond the Numbers A
Reader on PopufatIon, ConsumptIon, and the EnvIronment Mazur LA (ed )
Island Press, 1994

Elias CJ "entlcal Issues Concernmg the Accesslblltty of EssentIal AIDS Related
Health Technologies for the Developing World It In AIDS, Health and Human
Rlr;hts Mann J. Dupuy C (eds) lyon. France Fondatlon Marcet Meneux,
1993

Elias CJ and II Heise "Nonoxyncl·9 the need for polley In the face of
urcertatnty" (Letter) AIDS 1995 3311-312

Eltas CJ "Reoroductlve Tract Infectlens Glebal Impact ard PrlOr'tLes for
\NeIT'en s Recroductlve Health by Adrienne Germatn, et al (eds) (Book
re ,,'ew) ReprCCl..ctll/e Healt'1 Matters 1 111, 1993

Elias CJ "Sex'.lal BehaVior ard Neli"or'"ng Antnrocclcg1cal arc Sccla-Cultural
S.lJcles on tne TranSinlSS on of H1V by Tim Dyson (ed) (Seok re'Jlew)
Poculatlon and Development ReView 19(1) 204, 1993.
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Selected InvIted PresentatIons

"Female-Controlled Methods to Prevent Sexual TransmissIon of HIV," Plenary
lecture gIven at the XI In ternatronal Conference on AIDS, Vancouver. BC.
Canada, July, 1996 (to be published In the journal, AIDS)

"An OverJlew of lnter/entlons to Address ReproductIVe Tract Infections"
~Vor't<rng Group on ReproductIve Health Tne Population CounCil, Cairo, Apn1,
1996

"Development of Vaginal Mlcroblcldes" Symposium on Women and AIDS
Tmrd InternatIonal Conference on AIDS In ASIa and the PaCIfic Chiang Mai.
Tnalland, September, 1995

"Barner Preventton Methods of PreventIng HIV Infection" Panel DISCUSSion
Tmrd Internat/onal Conference on AIDS In ASia and the Pacrfic Chiang Mai.
ThaIland, September, 1995

"Challenges for the Development of Vagtnal Mlcroblcldes" Presenter and
Session Co-ChaIr "Female Controlled Methods of Prevention" Xth InternatIonal
Conference on AIDS Yokohama, August, 1994

"Sexual and Reprcductlve Health Advocacy for Action" InternatIOnal
Roundtable on lt/omen's Health, Organized by the Commonwealth Medical
Assoc.atlon on behalf of Advocacy for Women's Health, held at the Rockefeller
InternatIonal Conference Center, Sellagto, Italy February 199.i

"STDs and the Reoroductlve Health of 'Nomen" \Narkshop INCLEN
ReproductIVe Hearth vVorkrng Group, Chlarog Mal. Tnalland, Januarj1994

"Female-contiOllec Methods of Preverotlon" SessIon Chair IXth International
Conference on AIDS Serlin, June 1993

Pearce-Pratt R Phillips OM Stucles on acherence of lymphocytes to epithelia
lmoltcatlcns fer sex-1al transmlsSlcn of ~IV BIoI Rearod 1993 43431-445

Tan X Peaice PI a'" R. Phl!lI~S D~.' PiOc!uc'I'le Infection of a cerVical epithelial
ce I lire I,'l!tn hL.man Imrnuncc!e:iclency virus Implications fer sex..lal
transmISSIon J Vrol 1993 6 7,6!..i7-6:"52
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Pearce-Pratt R Malamud D. Phillips OM Tne role of the cytoskeleton In
cell-to-cell transmiSSion of human Immunodeficiency virus J Viral
1994 68 2898-2905

Phillips OM Tne role of cell-to-cell transmiSSion In HIV infection AIDS
1994,8719-731

Phillips OM. Tan X. Pearce-Pratt R. Zacharopoutos V Towards developing a
vagmal formulation which will prevent Infection by human Immunodeficiency
virus In Gillet J-Y. 80ngaln A. eds 2nd InternatIonal Symposium on AIDS and
ReproductIon Montpelher, France Sauramps Medical Pub, 1994229-238

Phillips OM, Zacharopoulos V. Tan X. Pearce-Pratt R Mechanisms of sexual
and transplacental transmiSSIon of human Immunodefic,ency Vlrus Trends in
MicrobIology 1994,2454-458

Phillips OM. Tan X. Pearce-Pratt R, Zacharopoulos V An assay for HIV infectIon
of cultured human cervlx-denved cells J Viral Methods 1995,521-13

Zaretz'<.y FR, Pearce-Pratt R. Phillips OM Sulfated Polyanlons Bleck ChlamydIa
trachomatls Infection of Cervlx-Denved Human EpithelIa Infect Immun
1995,63 3520-3526

Pearce-Pratt R. Phillips OM Sulphated polysacchandes mhlblt
lymphocyte-to-ep,thelIal transmiSSion of HIV BIoI Reprod 1996,54173-182

Phillips OM Intravaginal fOITnulattons to prevent HIV Infection PerspectIVes In

Drug Discover; and DeSign Vol 5 Ed J Fantini and J -M Sabatter pp 213-223
Perotti M-E Tan X, Phillips OM, Polar secretion of HIV from prImary monccytes
J Virology In Press

Tan X, Phillips OM Monocyte-mediated infectIon of a cervIcal epithelial cell line
With prlmarjlsolates of human lmmunocefictency Vlrus Arch vlrof In press

81J.r,1I0 CA, Fontenot JO, PhIllips OM Mouse model for sexual transmiSSIon of
Crtamycla trachomatrs Infect fmmun Submlttec

Forte~ct JD Zacharocculos V Philltps OM Prollne-R ch Tandem Repeats of
A:lt.CCCy CORs Bind and Neutrallz.e HIV-1 Par-Ides J Vlro(og'l (In Press)

Phlll ps Oi\\ Tar. X Early Events In HIV IncL:cec Sj'1cy·la Forrration V,rofcgy
(Sl.cmlt:ec)
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o Financial Records

Please refer to the fotlowlng reports

First Quarter 1996. submitted by J TUite. Comptroller (6/20/96)

Fourth Quarter 1995, submitted by J TUite, Comptrotter (6/19/96)

Second & Third Quarters of 1995, submitted by J TUite (1/29/96)

First Quarter of 1995, submitted by J TUite (1/29/95)

Fourth Quarter 1994, submitted by J TUite (6/22/95)

Fiscal Report No 4, submitted by J TUite (2/1/95)

Fiscal Report No 3, submitted by Richard Balzano, Comptroller (11/18/94)

EstImated Fiscal Report No 2, submitted by Richard Balzano, Comptroller
(5125/94)

Fiscal Report No 1, submitted by Richard Balzano, Comptroller (4/27/94)

E Women's Health Advocates 'NHAM Women's Health Advocates for
Mlcroblcldes

MEMBER

Marta Setanta AVIla
50S Corpo
Rua Major Codecelra, 37 Santo Amaro
50100-070 ReCife, PS, 8raz[1
Tel (55) 81-423-3044
Fax (55) 81-423-3180

ALTERNATE

Simone Grillo DInIZ

Coletlvo Femlrlsta Sexualtdade e Saude
Rua 6artolomeu Zunega, 44
Plrhelros
05426-020 Sao Paulo, SP I BrazIl

1.+
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•

•

•

•

•

•

•

Tel (55) 11-212-8681
Fax (55) 11-813-8578
Emall dssauce@ax apc org

Or Ram Bang
SEARCH (SocIety for Education. ActIon and
Research In Commumty Health)
Na£jpur Business Centre
8 "'JareMa Road, Near Lokmat Square
Nagpur, IndIa 440012
Tel (91) 7132-22403 (Home tel/fax)
Tel (91) 7132-4407f4408 (Office tel)

Mary Bassett, Mo, MPH
Harlem Prevention Center
NNR-52d.
506 Lennox Avenue
New Yorio<, NY 10037
Tel 212-939-4150
Fax 212-939-4144
or
Olvlslon of EpIdemiology
Columbia Scheol of Public Health
New YorK, NY 10032
Tel 212-305-7896
Fax 212-305-9413
Email mtb22@columbla edu

MEMBER

Amparo Claro
Latin Amencan and CarIbbean Women's Health Networl<.-RSMLAC
General Jcfre #0137, Depto 201
Prcvtce~cla

Castlta Pesta! 50610
Sa~tla.;c 1 CHILE
Te' (56) 2 E:3.i-982617 (Oruce)
Fax (56) 2-634-7101
Tel (56) 2 225-7169 (Home)
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ALTERNATE

Adnana Gcmez
LatIn Amencan and Caribbean Women's Health Network-RSMLAC
General Jofre #0137
Depto 201
Provlcencla
Casilla Postal 50610
SantIaGo 1, Chile
Tel (56) 2-634-982617
Fax (56) 2-634-7101

SylvIa Estrada-ClaudIo, MD
Otfice 1118 Set Lozano Street
Quezon CIty PhilippInes
Home Park~lace Townhomes
N Reyes Street, Xavlervllle
Quezon CIty PhilippInes
Tel & Fax (63) 2.-984-803 (Office)
Tel & Fax (63) 2.-998-665 (Home)
Email sclaucto@phll Gn Apc Org

MarIlyn Ruaro-Davld
Ornee Room 209 MedICO BUildIng
San ML.:guel Avenue, corner Lourdes Road
Paslg 1600, Philippines
Tel 632-631-3874
Fax 632-631-3877
HOrT'e 24 Maeopa Street,
Valle Verce I
Pas,g 1600 Phlhpctnes
Tel and Fax (63) 2-671-2.404

Lon L Heise
heal'n arC: Oeveloament Polley Project
6930 Car.-all Avenue SUite 430
Ta'-<.cr;-;a Par'" rvl020912
Te' 301 270-1182
Fa'( 30 i -270-2052
Ema} Irelse,§lgc ape org

16
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VIC'<.I LegIon
San Franctsco State University
Dept of Health EducatIon
Commumty Health Worker TraIning
1600 Holloway Avenue
San Franctsco. CA 94132-1722
Tel 415-338-3034
Fax 415-338-0570

ME~BER

Florence Manguyu, MD
Medical 'Nomen's InternatIonal AssociatIon
PO Sox 41307
Nairobi, Kenya
Tel (254) 2-741-666/5
Fax (254) 2-441-753 (Alt fax 711177)
Tel (254) 2-4.12-651 (Home)
Email fmanguyu@ken healthnet org

Mailing address for packages
Dector's Plaza
Aga Knan Hospital
NairobI. Kenya
Tel (254) 21741-665f6

ALTERNATE

Dr Jare MUita
De~t ef Apalled Nutntton
UniverSity of Nairobi
P 0 Bex 41307
Na'rcbt Ke'1ya

'l:crT:e~'s Health Action Foundatton ('NHAF)
P 0 Sax 9t.263
12C9 AG Ai1s~erdam
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~'ailing accress for paekagesldehvenes
Domselaer St #92
1093 MA Amsterdam
Tne Netherlands
Tel (31) 20-665-2002
Fax (31) 20-665-3002
EmaIl 101526 250@eompuserve com

Amta Harden, Ph 0
Meclcal Anthrepology Umt
University of Amsterdam
o Z Achterburgwat 185
1012 OK Amsterdam. The Netherlands
Tel (31) 20-525-2621/2670
Fax (31) 20-525-3010
Email a71506ah@horus sara nl

Susan "'/eod
InternatIonal "'lemen's Health CoalitIon
24 East 21 st Street
Ne'N Yor'-<, NY 10010
Tel 212·979·8500
Fax 212-979-9009
EmaIl Iwhc@\gc ape org

ACrlenne Germam
Internatlenal "'lemen's Health CoalitIon
24 East 21 st Street
Ne'N Yorl<. NY 10010
Tel 212979-8500
Fax 212-S79-9009
Email Iv,hc@lgC ape org

MEMBER

Eka ES..,1-v',illlams
SecIe' j fer 'lIemen and AIDS In Africa
Sex 2<!.7Q
Ca'a:Ja- Cress River State
t\ Ge-12

18



Tel (234) 87-224836
Fax (234) 87-220143

Alt E'J"
PresIdent, SWAA
U of Catabar
Calabar, Nlgena

ALTERNATE

Munel J Hams·
1230 Pendleton, #5
Columbia, SC 29201
Tel 803-748-1043
Fax 803-777-6290
emaIl munelh@unlvscvm csd scarohna edu

USAIo data sources and contacts

1 Cooperative agreement
2 Yearly PIOiTs for this CooperatIve agreement
3 Reports submitted by the Pop CouncIl
4 IndiVIduals to contact

a Or Helene Gayle, former chief H1VfAlOS DIvIsion, USAID
b Or toanna Tnhvas, former techmcal AdvIsor to Population CouncIl, HNOffice
c Or Jacob Gayle, former chIef HtVfAI0S DIvIsion, USAID
d Mr Victor Barnes, Deputy Director HIVfAIOS DIVISion
e Or Jeanine 8uzy former technical advIsor to the Population Council, HN Office
f Or Paul Delay chIef, HIV/AIDS DIvISIon, USAID
9 Or Jeff SpIeler, ChIef, Research DIvISIon, Office of Population, USAID
h Dr Felice Apter, technical advIsor to the PopulatIon Council, PopulatIon Office
I Or Barbara de Zatduonda, techntcal adVIsor, HIV/AIOS DIVISIon, USAIO

IV EvalL.a'lcn Team COr1Coslt,on

Tne eVaiL.a'ICn team should be composed of individuals With the followrng skIlls

1 CCr.iprener.5"ve k'1cwledge of microbiology VIrology and animal model testing as
v,e [ as s:Jeclf.c knowledge regardmg sexual transmiSSIon of HIV and other STDs

19



2 Knowledge of reproductive blolcgy par"lcularly related to fertilization and
Immunology
3 Biomedical research SkIlls and programmatic experrence
4 Knowledge of preclinical and clinical trial design and development
5 Familiarity with new product development process 'Its-a-VIs FDA requIrements and
sndustry
6 Exper,ence In developing potential clinical tnal sites
7 Understanding of the rele of wemen's health advocates or experience as an
advocate
8 Knewlecge cf the role of behaVIoral research In product developmet'1t

P~ASE II

The goal of Phase 11 In the evaluation and enhancement of USAIO's MicrobIcide
Development Strategy, are the Identification of projects In microbiCide development
currently supported by USAIO partners, partner capacIty and plans for the future, and
potentIal partnerships for the enhancement of USAlO's current strategy

Phase \I consIsts of three levels of analySIS
Level 1 (USAIO and parners) IdentIficatIon of strategIes betr.g employed by
USAID Coooeratrng Agencies (other than the Population CounCIl) which are
funded by the Population Health ard Nutntlon Center (lncludrng FHI and
CONRAD) exammatlon of the capacity of these CAs for future strategIc
development
Le'Je! 2 (Natlcnal governmental agencies) AnalySIS of currer.t and planned
national strategies and actIVltteS of other U S Government AgenCies and pnvate
sector organizations ExammatIon of these strategIes Will fcc:Js on the ways In
which these external strategies can be used to shape USA1D's strategy, and
Icent,fy areas where USAID can war\( In partnership With these organizations
level 3 (Internatlcnal organizations) Multilateral organizations includIng
UNAlOS and other donors ha'Je developed strategIes for microbiCide
develcpment Tne\r current and future plans WIll ehect tre prIOrities USAID WIll

cncose for the future ard Will relp sha:e ~otentlal pa~ners1"'l!=sbet\veen these
organizatIons and USAIO

Overa I tre pupcse of tre aratys,s a""c syntr"'es,s of tre s'rateSles and actiVIties of
Ct1e' coners l"iult la'erais US Gcveiilr1ent arc USAID Cecce'-a',rg AgenCies IS to
Ir.for~ USA~O atcut potent,al ga::s as '->lei! as ecccr"~nlties fer pa'""nershlps which may
enr'a~ce USA'O s Ii1ICrCClclce celJelccrT'ert s''-3'egv over t:ie nex' ;jve to ten years

::'0



•

I Scooe of VVor'<.

•
A Level 1 USAIO CooperatIng AgencIes tCA)

a 'Nhat corporate commitments eXIst w\thln USAIO's Cooperating AgencIes for
mIcrobiCIde development and introduction?

• b "'mat strategies are being used by CAs to develop and Introduce microblcides in the
developing world?
c "'/hat actIVItIes are currently being funded by USAIO? To what extent are they
funded by other donors?
d v~Jhat (s thIs CA capable of achieVing In microbicide development and introductIon

• given adeCjuate funding?
e 'l'lhat could this CA achieve WIth httle to no extra funds speCIfically earmarked for
microbIcide development and introduction?
f 'l'lhat would be financtalty reqUIred to futfilt the stated capability of this CA In .
microbicide development ard IntroductIon?

• g ls the CA committee! to this project?

8 Level 2 National Strategies

a What are the currently eXisting and planned strategies WIthin the NIH and CDC for
• ri'Hcroblclce development which would be appltcable to the developing world?

b How much finanCIal supoort have these agencies allocated to these goats?
c "'/hat new fundIng IS bemg allocated to microbicide development which could
potenttally be avaIlable to women In the developing world?
d For what time penoe! have these strategies been developed?

• e v'/hen WIll eXls~lng strategies be reVIewed?
f \"'hat major gaps In allocatIon of resources and expertise have been Identrfied by
these groups?
9 \Nhat do these lnstl~utlons see as USAIO's comparative advantage?
h \-low could USAID wcrk In partnership WIth these instItutIons efforts?

•

•

2t

•



C Level 3 InternatIonal Strategies

a "'Jhat are the currently eXistIng and planned strategies of bilateral and multilateral
donors for mIcrobicIde development whIch are applicable to the developing world?
b ""hat are the eXisting resource levels which are allocated to these goals?
c \;\/hat new funding has speclficaUy been allocated to develop mlcroblcldes
appropriate to women In the developIng world?
d ""hat IS the time hne for these prOjects?
e "'/hen Will eXIsting strategies be reviewed?
f "'/hat do these institutIons vIew as the major gaps In allocatIon of resources and
expertise In achieVing the availability of a microbiCIde?
g 'Nhat do these Institutions see as USAID's comparatIve advantage?
h "'/hat could USAID provlce In partnership WIth these InstrtutIons efforts?

Method of Analysls Most of the data for the evaluatIon IS expected to be collected
through Interviews and from eXisting documents A hst of eXIsting data sources and
suggestions for procedures to be followed are listed below

List all reviews and documents which address the state of microbiCide development
globally

1 CONRAD Pop Tech EvaluatIon 1995
2 Nationallnstttute of Allergy and InfectiOUs Diseases 1995 Update on Topical
Mlcroblclces

AgenCies and InCIVtduats to contact

USAIO Cooperating AgenCies

CONRA.D
Dr Henrj Gabelmc'<
Director
CONR.l.D Prograrl
tel 703-524-4744

Or Lee Clayoocl
COr--.q.l.J Program
te r

703·524·474~
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FH!
Mr Ron Roddy
Senior Epidemiologist
PO Box 13950
Research Triangle Park, NC 277Q9
tel 919-544-7040
fax 919-544-7261

NatIonal StrategIes

NIH
Dr Nancy Alexander
Chief, Contraceptl'le and Development Branch
NatIonal InstItute of Child Health and Development
tel 301-496-1661

Dr Penelope Hltchcocl<
Chief, Sexually Transmitted DIseases Branch
Natlonallnstltute of Allergy and Infectious D,seases
tel 301-403-0A.43

Dr Zeca Rosenberg
Senior Sctenttst, Efficacy Tnals Branch, DlVlslon of AIDS
NatIonal Institute of Allergy and InfectiOUs Diseases
tel 301-496-6177

CDC
Dr Helene Gayle
DIrector Center for HIV, STD. and TB Prevention
tel (A.OA.)639-8000

Or Ka"y IrNtn
MedIcal EOH:emlologist Epidemiology Branch
01V'5 en or rllV/AIOS Prevention
tel 4C~ 63S 6146

Or A-n Ol..eri"
HV Sestlcn Chief. \Nomen's f-lealtn and FertlILty Branch
DIVIS cn of Rearocuctlve Health. CDC
tel t.2t. 438-5250

., ..
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Private Sector

Or Barbara Brummer
General Manager, Advance Care Products,
Johnson and Johnson
1001 US Route 202
Raritan, NJ 08869
(908) 874-2450

Ms Anne Marte Comer
Preslcent, 810gyn
3401 Marl<et Street
Philadelphia. PA 19104
(215) 387-5332

Other Donors

Or Alan Stone
MedIcal Research Council
20 Parro{ Crescent
London W1 N 4AL, United Kmgdom
tel 4t.-171-S36-5422

Or Lleve Fransen, EU

UNAIDS

Or Jos Perrtens
Chief ClInical Research and Product Development
UNAIOS
tel 41-22·791-4456

Dr Lut van Damme
I~stltute cf TropIcal Medicine
~\Icrabclcgy Department
t'-.a",cna'e stra'"t 155
2CCO A'It\.Jerpen, Belgium
(323) 2476530



•

•
PHASE III.

• The goal of Phase III IS to synthesize the analysIs and results of Phases 1and II. to
identify gaps and to provide recommendations to USAIO for future involvement
addressing USAID's comparative advantage in relation to their partners in Microbicide
Development for introduction and use in the developing world Recommendations

• should address the next five to ten years

•
April 30, 1997
U \ABLOOM\DOCS\MICROB\MICR0497 '2JA

•

•

•

•

•
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•
List of Persons Contacted

USAIDI\'\' ashmgton
SA-IS, Washington, 0 C 20523

• Amy Bloom, M 0 , Technical AdvIsor, mY-AIDS DlVlSlOn, Office ofHealth and Nutntlon
Paul Delay, M D , Cruef, mY-AIDS DIVlSIOn, Office ofHealth and Nutntlon
Fehce Apter, Ph D , Research AdVlsor, Research DIVISIOn, Office ofPopulatlon
Jaynetl Sl1Uth, PrOject AdIIllIllstrator, Office ofHealth and Nutntlon

• Jeffrey SpIeler, M S , Cmef, Research DIVlSIOn, Office ofPopulanon

Former t'SAID Staff

•

•

•

•

•

•

•

Dr Jeamne Buzy, former Techmcal AdVisor to Populatl.on Councll MicroblC1des ProJect,
POBox 1404, Bathurst, NSW, Austraha. Tel 063-376-649, E-mal1jbuzy@1X.net au

PopulatIon CouncIl
One Dag Hammarskjold Plaza, ~ew York, NY 10017
Tel 212-339-0500, Fax 212-755-6052, E-maIl pubmfo@popcouncllorg

~fargaret Catley-Carlson, Presldent
Sandra Arnold, \lice PresIdent, Corporate Affarrs

Center for BiomedIcal Research
WeISS Research Buildmg, 1230 York A.ve, New York, NY 10021
Tel 212-327-8731, Fa:< 212-327-7678

Davtd vI Phillips, Ph D , Seruor SCIentIst
Chnstme Bunllo, Research Techmclan
KIm Chesbrough, Jumor Research Techmcian
Robm ~IaguIre, Research Techmcian
" anaJa Zacharopoulos, Research 1m. estlgator

InternatIonal Programs DIvtSlOn
One Dag Ham.rnars~Jold Plaz3., ~e\1, York, NY 10017

Tel 21:-339-0500, Fa'C 212-755-6052

Charlotte Elle'1::lon M P A Ph D , Program A,,;)soclate
Chmtlana Coggms, MPH , S~m Program A,.ssoclate
C Eltzabeth \kGrorv (I,! P H Staff"Pro!rram A.,;)soclate

~ -
Barbara Fnedland, Adnurustrative -\'sslstantiSecretary



ThaIland Office ofPopulatlon Council
POBox Il-1213, Nana Post Office. Bangkok 10112. ThaJ.1and
Tel 66-2-25l4766/2517066. Fa.x 66-2-2555513

Chnstopher I Ehas, MD. MPH. Semor Staff Assoc1ate

Contraceptive Research and Development Program (CONRAD)
Henry L Gabelmck, Ph D. Dtrector
1611 ~orth Kent St. SUIte 806
Arhngton, VA 22209

Tel 703-524-4744, Fa.x 703-524-4770, e-maIl hgabelmck@conrad org

Women's Advocacy

Harvard Medical School
Seeley Mudd BUJ.1dmg
250 Longwood Avenue, Room 204
Boston, Mass 02115
(617) 432-0359

Deborah Anderson, ?vI D ,
Assoclate Professor of Obstetncs, Gynecology and Reproductlve BIology

Latm .1un.encan and Cambean Women's Health Network - RSMLAC
General Jotte #0137. Dept 201
Provtdencla
Casl1la Postal 50610
Santlago 1 CHILE
(56) 2-634-9826

M~ Amparo Claro

Internatlonal Center for Research on Women
1717 Ma;)sachusetts A..ve, NW
\va;)hmgton, DC 20036
(:0'2) 797-0007

Dr Geeta Rao Gupta
Pre~ldent

•



Health a.'1d Development Pohcy Project
6930 Carroll Avenue, SUite 430
Ta.1<oma Parle, MD 20912
(301) 2iO-2052

Ms Lon HeIse
Co-Director and W"HAJ."{ Member

• Ms JOdl Jacobson

•

•

•

•

•

•

Women's Health Advocates on :MlcroblCldes (WHA,l.'d)
1230 Pendleton #5C
ColumbIa, South CarollOa 29201
(803) 777-1807

Ms Munel Hams
Pa::.t Presldent, SocIety for Women and AIDS m Afnca (SWAA)
WR-\.'vl Member

Boston Women's Health Book CollectLve
240-A Elm Street
Somerville, Mass 02144
(617) 625-0277

Ms Judy Norstgtan

Natlonal Women's Health Network
514 10th St, SUlte 400, NW
Washmgton, DC 20004
(202) 347-1140

Cmdy Pearson
DIrector

Center for Dtsease Control
DivlS10n of Reproductive Health
4770 Buford Hlghway, NE
Atlanta Georgla 30341
(770) 488-5250

Dr Rebecca Cabral
Rese:u-ch Psychologist

!\atLOnal In::.tttute of Allergy and Infectious Diseases
Bethe::.ca ~lD 20892
(301) -l-O:-04-l-3

Dr Penelope HItchcock
• ChLeF' Se'<Ualh Transmitted DIseases Branch

Center for Dt;:,e3.::.e Control

•



Epldeauology Branch
DIV1slon ofHIV/AIDS Prevention
(404) 639-6146

Dr Katy Irwm
Medical Epldemlologm

!'latlonal InstItute of Allergy and Infectious DtSease
Bethesda, ~ID 20892
(301) 496-6177

Dr Zeda Rosenberg
Seruor Sctennst, Efficacy Tnals Branch

InternatIonal Women's Health CoahtIon
24 East 21 st Street
New York, New York 10010
(212) 979-8500

Ms Susan Wood

Columbia School ofPubhc Health
600 W 168th Street
New Yor'<, New York
(212) 305-3929

Allan Rosenfield, M D
Dean

Johnson and Johnson
1001 US Route 202
Rantan, NJ 08869
(908) 874-2481

Dr BarbaraBrummer
General ~Ianager
Ad" ance Care Products

~atlonal Black Women's Health Project
1211 Connecticut Avenue, NW'
SUite 3iO
\Vashmgton, DC 20036
(20:) 835-0117

M~ Julta Scott
DIrector

•
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•

•

•

•

•

•

U5AID's Role in l\llcroblclde Development

In addmon to the above contact persons

Memcal Research Councl.
Alan Stone

1'Iatlonal Institute of Allergy and Infeetlous Diseases
Bethesda, ~ID 20892
(301) 496-6177

Dr Roberta Black
Dr Roger Miller
Dr Zeda Rosenburg

National Cancer Institute
Bethesda, MD 20892
(301) 496-4000

Dr Stnnger Yang

Office ofWomen m Development, USAID
Arlmgton, V-\
(703) 875-816-0291

Laune Kneger. Ph.D
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•

•

•

•
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•

List of References

USAill Documents

CooperatIve Agreement No H&'l-5972-A-00-3022-00, "~ficrobtctdeResearch, Development
and IntroductlOo," September 29, 1993

Amendments to CooperatIve Agreement No 1, dated November 15. 1993. No 2, dated August
4, 1994, No 3, dated Apnl21. 1995, 't'-lo 4. dated July 6. 1995, No 5. dated September 13.
1996, and l'io 6. dated June 13. 1997

U S Agency for InternatIonal Development, "USAID Microbtctde Program Strategic Evaluation
and Development [Scope ofWork for the Evaluatlon Team]" Arlmgton, VA. USAID. 1997

Scope ofWork and Budget for Year One, subtnltted on ApnlI6, 1993

Scope ofWork and Budget for Years Two and Three, submitted on Apn121, 1994

Scope ofWork and Budget for Year Four, subtnltted on May 1. 1996

PopulatIon CouncIl Reports
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points to Consider in the Nonc:linical Pharmacologvrrox1cologv Development orTopic:al
Drugs Intended to Prevent the Transmission or Sexuallv Tr-ansmitted Diseases (STD)
and/or ror the Development orDrugs Intended to Act as Vaginal Contraceptives'

DMsion of'Reproduetlve and Urologic: Dtug 'Products
Office of'Drug Evaluationn

Division of'Antiinfeetive Drug 'Products
and

Dtvislon orAntiviral Drug 'Products
Office of'DrugEvaluation IV

..

1 Trus document IS an informal communication under 21 eFR 1090 (b) (9) that represents the
bes: judge'TIent of the Di....1slons of Reproductive and UrologiC Drug Products, the DivisIon of
A..:itllnfecttve Drug Products and the DiVisIon of A.,ttviral Drug Products at thIS time ThIs
doc..1me'1t does not necessanly re;Jresent the for....a! POSition of the Center for Drug E .... aluatlon
3.iC Rese::.rch or the Food and Dr_g Admin stratton, and It does not biN! or otherwise obltgate tie

Cente" or A:;tency to tne Ylev.s ex"ressed- ~ f
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Trus coc..lne:-, CIs~..lsses se.e~al noncltmcal pn~aco1cg-.lto::Gcotogv Issues tha are mhere'lt \'lI1th
tie de e1opnen- oftoptcal cn..gs tha- a:e lntencee to pre"e.., sex-..laIl)' tra.:1S:nlt,ed dIseases (STD)
or Vw, n the ce.... eloprne..t of drugs proposed to aco as v2.g;nal con,race?tlves It IS not meant to
replace exsmg g'_ICa..'ic.e conce-ung the nonchruca1 pra.""i:1acotegy/tox.cologv safety data
required to S1..ppor: the SUbiusslon ofInves:lgatlonal ~ewDrug (Th-"'D) applIcations Rather. It

offe~s U"'..s1g..1t Into some aspec:s of these classes of dnJgs that ma."-e tne"":"l uruque from systemically
adr.umstered drugs, na."'ne1y, the topical Sites of the'r aCmlms:ratlon and aC:lon and the
prophylac-.Jc nature of the mc.lca~ons The publicatIon of -."us docume"lt IS aJomt effort of'three
incepenc.e1.t re....1ev. dlvlStons In the Center for Drug Evaluation and Research of the FDA, and
represe..ts the'r best ha.-:noruzec V1e'l,l" of the ISS'..,Ies at thls time However, all the
recor.'.me1cauons contained he"e n may be subject to moclficatlon and sponsors are encouraged
to dISCUSS the conte1.t of the.r nonchrucal s.Jbrrusslons Vw,ti. t.ie re....'ew dlV1s.on aporopnate to each
mCl\o,cual al'phcatlon

Tox1C:olor- Studies

To s...:pport t.ie safe-'" of the mc..V1dual prases of clIrucal developrne1.t, slucites m at least two
aruma! species (one be'ng a non-iode"lt) should be used ~o assess acute, s.Jbchromc a.."1d ChrOlUC
tOXlC.ty at the proposec sIte of exposure Pote1.ual SItes of exposure to topical microbiC des for
t..,"e preve"lt.on of STDs mduce vag nal, ce"'Y1cal, oe"J.le, oral a"d rec.a1 mucosa' areas For the
pUI70se oftbs doc..lt":'le"1t, com:acelJt.ves are conSidered .0 expose vagtna! and pe"'J,;le tIssue All
tOXlcology stud'es shadd ~se at least three dose levels of the diJg and an a~oroona e control.
Wl:'1. tne rugh dose shoW'ng fra."k tOX.Clty (it IS unde"s:ooc that the"e may be hmlts to the abilIty to
acrlleve a tox:..c dose). and the lo'l,l" dose sho'l.l.1ng Itt-Ie or no tOX.Ctty Vnth one: ex:e;mon ofthe
var:,ng concentrattons of ~ne active product, the dr..lg to be apohed shoulc be .n Its final
for.nda~on arC. t.ie stt.dy dura 'on snol.lc. be eC1ual to, or longer than. the proposed curatlon of
trea,"'ne'1" In tne chr.lcal t'ia! Eowe.. er, Iflr' art earl)' tra', the dL.ratlon of ~rea,71e"1t IS for less
tna.'i t-.....o .vee'<s, a nonc1lnlc.a.l st..lcy durat en of two wee\..s should ge"le·allj be used All
nonc'lrJca! s:ucles ca."rH:C out to assess sa:et] of a drug s;"oL.ic be pe"':orned ac:orc ng to Good
u:,oratoij Practices as oL.thned In 21 CFR. 58 Soonsors sheuld cors...lt 'I,l"l "1 t"1e F::) -\ reVle'l,l,,1ng
pra.""'i"'1acolcg's, conce"71mg a?:::lroa:hes a"ld pro.ocols regardmg these Iss~es

Beca:.:se the tepid mlc·oblc,ces a"e lr.e",ce::' for mte.utte1t use c!u-ng oe.,ocs In .... -.lcn the
mCl"'cu~ 'I,l",l1 be a, n;)\... of cor "actmg a SiD and contracelJtlves are Iroe"lCec ;or Il".e.mttent use
o e~ lorg pe.,ods cfre~roc.uc '.... e cOlTpe·e"lce, the: are, fcr regula 01') pL.",,?cses, conSidered to be
c orlc::.Jv ac.... ln s e"e:: cr..J~s Tn~s 10 t,e la teO' s·a~~s Ofc11"lca1 ce... e'o:H7ie"'" s,x monthtI _ J _

S· ..lCleS m a roce,' a-c ore y~::.~ tc"( c t: s ..leleS m a ncn-roce-,t v. 11 be rte:ess;:'-J to S..l-::;oort phase
2 3 1L.r'a.1 .-::.'s Ca": 'io~e..,':: .... s...... ::.les 'n ra s a"'c r:11Ce snoutd oe ?e:"fcr-e: ch.r'""'g ~he late- ~ -
s !3~S of ,,~e c-,.:g c~ .. e'c~ne"'~ ?rcg',::,-"
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Dunrg the concuc: of s...bchroruc a.id cnroruc to:c'c.t"j studies, concurrent
ph..a.rnacok..ne·.dtox.cok.ne~lcaralyses shculd be perforned to evaluate the drug's A.DM:::E
(abS')r'?tlon., dlSi'0Sltler... me~abohsm a...id excretlon) profile and to de'e'71"Une If the drug IS

S"js:e"'Ucallyabsorbee AiJpropnate analytlC3l methodology should be estabhshed as eartyas
possible to proVIde for prec.se. conslste'1t a..'1d re!1abte phar:nacoklnetlc data Ma;or
pharnacocnetIc e'1cpotnts such as maximum plasma concentratIOn, tIme to ma.x.:mum plasma
concentratIon., area under the concentratton tune curve. volume ofdlstnoutIon, bloava.tlability and
ete3J"3.0ce should be determined To better assess margins ofsafety, the animal pharmacolanetic
dat~ should be compared W'Lth data m humaltS For inr..ance, a drug might be absorbed 1I1 humans
and the vagmal route of delIvery m a.ru.mals cannot achleve much lugher systemic drug levels than
those see'1 in humans In that case. a one to three-month to:ccology study m one specIes, 'With
pareite"a1 or oral adr:llru~ratlonof the drug, may be requested to produce SUffiCle"ltIy lugh brood
levels to Ide'1tJ'y all pote'1t'al to:cc.tles If the drug IS absorned, h.lstopat~ology should be carried
Ol..t on the fuII spec::um of organs ard tlss..:es

t

Irnt1tlon

Tne hkehnood of dr..1g-induced ImtatlOn (adverse reaC':lons such as Inflammatory responses) to
drug exposed tIssues should be evaluated In arumals at both the macroscopic and mIcroscopic
levels " ag'nallmtatlOn tests should. be ca."71ed out In rabolts \1oI1th datly apphcat.ons for ten days
If rabbIts are adequa~ely tested by the vagina! route fer acve"se eEe:::s In tOXlcOtOgy studIes, no
separate vag''1a11mta:lcn study 1S requm:c.

If the drl.1g IS found tc be Imtat.ng to mucosal tIssues arc! the sponsor deCIdes to pursue fUrther
de'velopme'1t, acc!monal phar:naco1<.netlcs should be carnec out to compare the extent of
penetration of the drug ac:"oss the 1n.'1amed tlSSl..e V{lth that occumng m mtact tlSS..le Tnese data
\1.111 netp to deter.nme w:-ethe" the absor'?tion kmet1cs of the dr..rg IS facthtated v.nen the mucosa is
comororrusec

R"oel)enSttt .. lt'V 1nd Photosensltlvlt'V

If a?oropna:e. the pote~tlaT to procuce hy;:e"se"'lSltlvlty a'1c pnctose:",sl:1Vlty of ~he drug should be
e" 2.' I.. 2.'eC E,(;lmples of ~m"ial mccels ar-d protocols for tes s related to these tox:.c.nes can be
fol.. iC In re~e~e'ices s..ci as \.!arzdh a..-:c ~falbac~'s ..De....-:-a.otox colcg'-" or Burleson, Dean and
MUi'son s "Me ioes In Iml'""u~o,o'(colaS": "

A s,;L",ca.: ba 'e,":, oftes 5 S1cutC oe c.:?led Ol..t to e\.a\.a e all ne"l, melec..lh" e'it t'es fer the
pote'" .~ ,0 11I: ...ce ge-o,o'( c e=e:;, A c!r.g s:--cdd oe e.:!La ec ;cr po.e~t at ge'ie"c to'( cIty
prer ,0 c'-e S_':J'-:LSS Oi. c;~-e f\.TI Tiie s,~.d:."d ba e-: cars s,s c-c;-;e t'ree fol'ov.'rg t~sts
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1) A. ge'1e nuta.lon test Ir bac..e-a.

2) A."l in V1 ,0 m01..se tynp['loma rk ass.a)' .QL a ma-:ima!lan cell m v-trO citoge'1e IC test for
c\romosomal abe-a!loC"s.

3) A:t in "."0 test for C:irot'r'osomal camage to rode"u bone mar-ow ce'ls.Q! a mouse
ITUc-onuc1e_s test

If the three tests chose, inClcate t.iat the drug is devoid ofge,etlc tOXlcit"j. no additIonal s:udies
need to be earned out Ifone or more of tLie battery IS posltlve. the sponsor \'lIlll be expected to
carry out adchtlor.al ge10toXlcity te~..s Ln consultation WIth the aporopnate review dI",slon For
detalted tnfor:nation regardmg ge'1otoXJclty. sponsors should refer to the dOC'..lme,t entItled
"C"l..lda-'1ce on Spec.fic Aspec:s ofReg'..11atory Ge'1otoXlclty Tests forPharmaceutlcals" Copies of
the Guideline are !vaJ.lable from the CDER Consumer A.=f'alrs Bra-'ich. EFD-210. Ce"1ter for Drug
E"a!uatlon a.,c Rescue;' 5600 Fishe"s La.'1c. Rockv1He. MD 20857

ReproductIve Toxlc:olo~

Reproductlve tOXlcology s:'JdleS should be caned out to exptore the posslote effects of the drug
on fertIhry and reproductive per:ormance Adcmonal studies should be performed to exa.rnine
wne-he" t..~e dI"'Jg IS teratoge"Uc or has an affect on pe'"lnataIlpostnatal development Studies
deSIgned to assess the te"al.ogeruc pote"1tlal s:-odd be earned out 10 tvw'o spec.es, usually in rats
anc rabolts It IS expectec tnat reprodUCtl" e tox:.cology studIes W'l11 be comple"ed pnor to Phase
213 tna!s For detalled U'iormatlon regardmg reproductive tOXlcology. sponsors should refer to
the dOC'..lment e"ltltlec. "C"'l,.lcelme for Industry, DetectIon ofTox.Clty to Reproduction for
Meclcmal Products It Cooles of the GUldeT10e are avatlaole from the CDER Consumer A.."fa.l!'S
B,a.'1c;' F.:D-210. Ce-te- for Drug EvaluatIon a."1d Researc~ 5600 Fishers Lane, Rockvll1e. MD
20857

C:trClnogentClt'V

Car:.noge-Jc.tj lI"!Orr:1a on 'S uS,J~ly obt::.mec dunng the final piase of the chrJca! development
prog-a.11 For a vagma! con..racept've. carclnoge'1IC t) tes.s in rats a~c cruce shode. be subrrutted
"".. til .he "-1) -\. For a rruc'oclclde, carcinoge-..lClty stucles are aTso requm~d. blot the eX;Jected date
of completion of the stUCles In rela·lon to the fil.ng oftne ~1) ~ may vary Tne drJg should be
aC71~.lste'e:' for t\looO je:n a-'1d the doses used should be chose., ac:orcmg to tne pnnclptes
outlIne::! In the docJrne"~ e"pt..lec. "GuIcelme for Indl..s:ry Dose Se'ec·lon for Carcmogemclty
St1..cles cf?h~ace'-t'c:ls" Copies of the Gl..lce!me are a" a taot:: =rom the COER COnS..lMer
A..=~'s Bra.-c"l., 'Ei} 0-210. Cc"lter for Dr..lg E.. a!~a Ion and Rese3.r:h, 5600 Fls"'.e"s La'1e.
Rod:-llle. ~8 20357 Sl'cnsors nOl..td cors...l" \lool n tie a:;piOpn.l e re..,ew':"g C'\is.on for tne
c ... :-e", pos." or a"'c s.-a eg'c ai'proacies to these lss ... es Cure'1.l)' It IS re::orne.dec tnat
s?or ~O'S ·e:::Les. I.ha tile E'(ec,Jft" e CCriril ,ee 0'" tbe Ca"cmoger:I::I.v ~ sseSS;""le.t Cor-.ml.,ee of
t1~ Ce- e" f.::r Dr-_g E.::. _lion a-c Resear-:, ,e\le .... I.;",e pro.ocois fo:" fne ca': -03e"llClt" stucles
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Or' 2,'3/95, a net ce or proposec. nlle..a.k:r'g frOM the Fooe and Dr.Jg A:'r.urJst-a Ion e'1t.ued.
"" agonal Con..rac:eim ....e Dr'.lg Procucts for O",e--the-Col.nte- Hl.rna."\ Lse" appeued In the
Fecle--al Re~ste" (Vol 60, 1'.0 23. pp, 689:-6903) Tne proposed rule stated that manufacturers
of ove..·t.~e-counte .. (OTC) vagmal cortracerltlve dr-.Jg produc:s v.cl.ld be requ1red to obtain
aoprovec. apohca' or..s for rna:'<ettt'lg of the r procl.C:s Tne age'1cy took thJ.s act10n because the
effec:lveness of these procu~s 1S depe'1ce"1t upon the final formutatton Tne"efore. each product
must be tested m appropr-a.e c1mica1 tnals unde" ac:ual condlttons ofuse Tne proposed
rute":"lak.ng does net afec: ere current marke"lOg statuS of OTC vagmal contraceptives
Howeve", on the e=ec.Jve ca'e of a fiual reSJ.la~or... an OTC vagonal contracept...ve drug product
t.~at 1S not the s...bJect of an approvec apohcat'on would be regarded as a new dl".lg and be
s<.lbjec:ed to rego)atorJ actton reg3.:dless cftts st3.rt.lS pncr to the pubt'shtng of the final regulation.

Tne age"1cy has ce:er.runed mat nonoX'j'tlol 9 a.-d octoX'jnot 9 wot..ld oe appropt"'ate mgred1ents
for an approvec apohcatlon ard has conduded that althougn noncxynol 9 and oc:oX"jT1019lcill
s?e~ m Vltro a.....c. m ViVO, the spe'""1'Ucldal actlVlty and resultmg enecttve'1ess of these
contracept.ve aC·IVe mgrec.te...ts ca."1not be conslce"ed se?arately from a product's veluc1e These
actl" e mgreCte"1ts lose sot'r'e of the r eEectlVe".ess In humans wne'1 the soermlC de In final
formulatlon 1S duu·ed by vaneus a.r.1ct..nts of g~"Utal secrettons dur.ng COItus Tnus, c11IUcal
S'Uc.les are necessa:y to estlollsh effectlve".ess ottne spe--:-Ic.ce's final formulatlon whe"1 used lIt

hunans F'o'Jweve'" a:oitcatlons for c...H,e",tlv mar'<e'ec OTC oroCuc·s CONatnlr~ these
lr''iZ''''e:::le--:ts re'"'lw'e no aCcttlcnal nonchntcal data, but, mst~c, may rere" to (1) t.."1e
recorr:..7e'1Cat'ons orthe A..d...,sorj Re""1ew Panel on OTC Contracept'''es and Other Vaglnal Drug
Proc.ucts that a:cearec. m a.'1 adva."'lced not.ce of proposed rule'":1ak.ng in the Federal RegIster
(12h2l19S0, vol 45,};'o 2~l, pp 82014-82049), e--:tltled, "'Vagmal Contrace::mveDrugProduets
for O... e..·the·Cou....e.. E~""1a'1 use, Estabhsh."'ne'1t ora "fonog"aph, Proposed R..l1e'".::la.'<.ng.· and
(:') tne h'stet"'f of ..lse of a:cral,ec cr..lg proc.uc:s con~a.!n'1g nenoX:-Jnol 9

Tile ques.. to Ice... ~ sat"e a-:: e~e: l'.e proc.uc"s rOr tie pre.. e-:tlon on-:Iv a..-d otie" STDs is a
h.:g~ i'ro[i~f pl.bllc he:;.! 1 corce..., Spensors a-e strcrg1y e'icouragec ..0 e"ah.a.e OTC
co;"'t-ace;::u... e prac~c S ·ov.a:::s thtS use 'EC,l"e"e'"lt shoule oe reccg'1.=ec. tia: studtes designed
to assess tne safe ::- a:'C el="e=.t\, e'1ess of a fCri'da.ed Ci'...lg to pre.. e'1~ preg....a..cf and to prevent
t,e t~':'-S-ltSS.Ci.c~a- STD rr':'f be cI-=fe-e-,t }.{a... ufac·ve..s'Jw s ....g to de.. e'cc a fomulatton
te ... ~Cs one or t.e ot-e- a.:e e"couragec to e- .. e" Li 0 a cL:!.leg 'Jwtth the a::orc;:rare re\l'leNlng
C ~ S ens corce-.-g ..1.,e co- e-. r of tr'e r a='Jl.ca ens

D~-:!. 0 ~'(::~ ~Z'" E': ~r:.:_p F ~ a-c. t.... I ~r:!. :J::':1 '-e;. 'x ,:)r ... t:e- ;):ie"e P.lbhsnmg
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