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USAID
WHO
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Executive Summary

This report follows an evaluation of USAID’s Microbicides Development Project
that operated under a cooperative agreement with the Population Council from
1993-1997 It reviews the need for a vaginal microbicide and the Agency’s
current role 1n the pursuit of that product, lays out options that seem promising at
this point, and makes recommendations for the Agency over the next few years It
argues that the onginal justification for microbicides research 1s still valid and that
USAID should seize the opportunity to help to stem the AIDS pandemic by
supporting the microbicide development effort

The AIDS pandemic continues to spread By the year 2000, the number of
persons infected with HIV worldwide may approach 40 mullion, almost half of
them women Women with HIV, 90% of whom will be living in the developing
world and are therefore of concern to USAID, will not only be victims
themselves They will leave children without mothers and run the nisk of
infecting their newborn children with the virus  Abstinence and condoms, the
options by which women can protect themselves, are often not acceptable to their
husbands and partners And for a poor woman 1n the developing world who
desires children — an imperative in many cultures — there 1s at present no
method by which she can protect herself against infection by HIV and the other
sexually transmutted diseases that increase her susceptibility to mnfection
Although these women are 1n urgent need of a microbicide that does not prevent
pregnancy, even one that 1s also contraceptive would be of great value Protecting
the health, indeed the lives, of these women and their families 1s a public health
prionty central to USAID’s mission

USAID support has been a major contributor n the search for vaginal
microbicides The concept of a vaginal 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 acquiring HIV and other STDs emerged
when women’s health advocates and reproductive health scientists recognized- the
potential of compounds tested during spermicide research that showed
microbicidal activity The Agency has supported, and continues to support,
laboratory work to 1dentify and test promising compounds Its cooperative
agreement with the Population Council specified continuing consultation with
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women’s health advocates, an important advance over the usual practice of
involving the intended beneficiaries only after the product has been developed

In m1d-1997, the need for a microbicide 1s greater than ever, a microbicide
product still appears feasible, and increased interest in microbicides 1s evident
But public awareness remains almost nonexistent, political commitment 1s
limited, the current momentum 1s grossly inadequate in the face of the pandemic,
and efforts by a single organization are clearly inadequate to the size and urgency
of the task New energy 1s needed, as well as a ‘fast-track’ approach to product
development that coordinates the complementary activities of numerous
organizations, USAID among them This report attempts to identify the most
promising role for USAID 1n the next five to ten years and suggests actions the
Agency can employ to establish a dynamic collaboration with other orgamzations
in pursutt of an effective and accessible microbicide for the women of the world
and therr families

USAID experience demonstrates that a shortcut to microbicide development
cannot be 1dentified with any assurance USAID support for a single
organization, even one with vast resources and an impressive track record 1n
contraceptive development, has foundered at the product 1dentification stage
Vaginal phystology 1s still poorly understood by the scientific community, and
there are many blind alleys 1n the drug discovery process Promising compounds
have been disappointing when tested for safety, stability, and efficacy against HIV
and other STDs A systematic process has not emerged for testing the myriad of
possibilities and selecting only the most promising for further development
Current microbicide development efforts are characterized by limited
commuitment, 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 nnghts With rare exception, the
pharmaceutical industry, discouraged by potential liability 1ssues, regulatory
hurdles, and hittle ikelihood of profitability, has not joined the search

In 1997 there 1s only one compound, nonoxynol-9 (N-9), that 1s 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 benzalkonium chloride Behind these compounds, the next candidates appear
to be years away from demonstrating thetr effectiveness N-9 has long been used
as a spermicide, but 1ts microbicidal efficacy has not been consistently
demonstrated in human studies That 1s 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 1ts efficacy
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m addition to the condom Two important tests are ongoing, one organized by
NIAID’s HIVNET project, the other by UNAIDS, but the study protocols differ
and nerther 1s likely to have sufficient statistical power to confirm the efficacy of
N-9 Tt 1s uncertain that meta-analysis of their combined findings can be
convincing The evaluation team agrees with the experts who consider resolution
of the question of N-9 to be the highest prionity at this time

USAID’s Microbicides Development Project has been unable to marshal
sufficient resources and technical expertise to accelerate product development At
the same time, the list of other organizations that have entered the field 1s
growing A partial list of organizations now working 1n the field includes

¢ USAID-funded groups (Population Council, CONRAD, FHI)

4 the National Institutes of Health agencies (NIAID, NICHD, NCI)

4 the Centers for Disease Control and Prevention (CDC)

4 the Medical Research Council (MRC) of Great Britain and, more recently,

South Africa

4 UNAIDS
An International Working Group on Microbicides serves as an information
clearinghouse con-necting these groups, but there 1s room for greater technical
collaboration and political advocacy From the international perspective, USAID
1S 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 countries, its existing infrastructure for introducing and coordinating
activities 1n many countries, and 1ts ability to support implementation and
operations

The evaluation team recommends that USAID consider the following actions to
accelerate the search for microbicides
» contributing to finding and implementing a strategy to increase public
support and awareness [including 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 technical coordination,
preparing for international clinical testing,
supporting resolution of the N-9 question,
involving advocacy groups, including women’s groups, internationally and
in local communities,
» nvolving developing country officials to accelerate ‘buy-1n’ and local
appropriateness,
» recruiting pharmaceutical industry support and collaboration

vy v

Yy v v v
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. Background: Need For a Microbicide

and

SAID Involvement

The end of the current AIDS Technical Support Project marks the first
opportunity since 1990 for USAID to review and plan strategically to meet the
current and future needs for HIV prevention throughout the world Following on
an evaluation, summarized in a separate report, of the 1993-97 cooperative
agreement between the Population Council and G/PHN/HIV-AIDS!, this
document reviews USAID's current goals and priorities regarding 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 accordingly

The CDC estimates that 22 million
people are now infected with HIV
worldwide Seven thousand new
infections occur daily, primarily 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% will be 1n Sub-Saharan
Afnca, 20% 1n Asia As increasing
numbers of people become infected
with HIV, the number of persons who

Women, particularly young women,
represent the most vulnerable and
fastest growing HiV-infected popu-
lation in the world Recent studies
conducted in 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

can spread AIDS soars, and the risk to every sexually active individual of HIV

! Global Bureau, Office of Health and Nutrition, HIV/AIDS Division
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infection continues to rise Infected women run the added risk of infecting their
offspring Many do not even discover that they are HIV positive until their child
1s sick

The human immunodeficiency virus seems to transmit somewhat more efficiently
to women than to men durning heterosexual intercourse, and the nisk to any given
woman 1s affected by a number of known factors Behavioral and demographic
factors include the proportion of sexually active people, the male/female ratio 1n
the population, rates of partner change, the size and rate of contact with the HIV
“core group,” sex practices, male circumcision, and menses It 1s known that
HIV-1, responsible for most cases today, 1s transmitted more efficiently and
causes more severe disease than HIV-2, found primarily in West Africa, but the
distribution, virulence, and interrelationships of HIV subtypes are incompletely
understood Since intercurrent infection with another STD 1ncreases the
likelihood that sexual relations with an HIV-positive person will result in HIV
transmission, the control and prevention of other STDs 1s an added imperative

The major prevention strategies available today are behavior change (including
safe sex, abstinence, limited partners, and condom use) and decrease in the
susceptibility of the exposed person (through STD prevention and treatment, for
example) Abstinence may not be an option, as for example when conception 1s
desired Male condoms are effective, but women cannot always negotiate their
use The female condom represents an important advance because women control
1ts use, 1t can be inserted prior to intercourse, and some couples claim to prefer it
to the male condom Nevertheless, 1t has serious limitations 1t cannot be used
without partner knowledge and consent, it 1s relatively expensive, it 1s not widely
available and accepted, and 1t cannot be used when conception 1s desired Safe
sex 1s simply not compatible with pregnancy at this time Women need an
alternative way to protect themselves from HIV and other STDs

In the absence of a vaccine, one of the most promising methods by which women
could protect themselves from HIV 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, seriously sought only since
the late 1980s, have been dubbed microbicides, a term that 1s neither particularly
descriptive nor accurate ? It 1s in the urgent search for such products that
USAID’s efforts in microbicide development should be viewed

2 Microbicide 1s a generic term for a substance or agent that kills microbes In this case, only
products that can be used vaginally, and perhaps rectally, are intended, and killing the microbe 1s not
required prevention of transmission 1s what 1s sought

2 HEALTH TECHNICAL SERVICES
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Recent studies reinforce the need for woman-controlled methods Although the
majority of new HIV infections occur in women with only one sexual partner —
their husband — gender inequality and the practice of men visiting sex workers
have increased the nisks to wives because male condom use, the mainstay of AIDS
prevention, 1s rare in stable relationships In addition, some women have
additional sexual partners 1n 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 Underlying gender power inequrties severely lunit the abiity
of many women to protect themselves from HIV infection,

Center for especially in the absence of a prevention technology they

Research on can use, when necessary, without their partner’'s consent,

Women found that  7he development of new prevention methods controllable
‘economic gain by women would fill an important gap in the global

P 1 response to the AIDS pandermic
and sexua C Ehas, 1993

COErCION UNAETIE  ———————————
many young

women’s sexual expe-rtences,” limiting posstbilities for condom negotiation
Women may not be protected even if a condom 1s used breakage occurs, and
African soldiers 1n focus groups have admitted deliberately puncturing condoms
before use

Sexual coercion of women 1s widespread, and women 1n abusive relationships are
less likely to use male condoms and more afraid to ask their partners to do so
Women who attempt to convince their partners to use a condom, with unspoken
suggestions of mistrust and infidelity, are at increased risk of abuse Even a
woman’s refusal to engage 1n sex may increase her risk of acquiring HIV later if
that 1s 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 spermicide research, but
the potential utility of products that destroy, block, or inactivate pathogens was
not fully appreciated until the late 1980s In 1993, while AIDS research was
focused primarily on treatment and secondarly on finding a vaccine, USAID’s
Microbicide Development Strategy emerged in recognition of a new consensus
that microbicides are both promising and feasible This was largely due to the
efforts of the Population Council, especially 1n the United States, and 1ts allied
women’s health advocates The WHO, an organization that typically reacts with
big meetings when 1ssues are hot, acknowledged this situation by convening a
widely attended consultation on microbicides at the end of 1993 Now, 1n 1997,
when a vaccine still seems a distant hope and the pandemic continues, products to
reduce vaginal transmisston of HIV and other STDs are even more critically
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needed Scientists remain convinced that a microbicide 1s feasible The
argument- advanced to USAID in 1993 for microbicide development are even
more urgent today

1.1 THE PROCESS OF NEW PRODUCT DEVELOPMENT

There are numerous steps 1n the development and ultimate distribution of a
product such as a microbicide  USAID clearly expects to play a role in 1ts
introduction and distribution 1n developing countries, and 1t could potentially
contribute to any or all of the product development steps as 1t has in the past for
contraceptives The case for the microbicides 1s arguably not the same, however,
because pregnancy was not the death warrant that AIDS has become 1n the
developing world There 1s greater urgency when people are acquiring HIV and
dying of AIDS as product development lags It 1s important to be clear about the
product development process if USAID is to play an appropriate role

Development of a biologic
Figure 1 Steps in Product Development

product such as a microbicide
proceeds through a series of

1 Identify promising compounds

steps, some of which can 2 Screen m vitro for effectiveness, stability
overlap If, as 1n this case, the 3 Assess varying needs and preferences
need 1s particularly urgent g _l:r)evelfop formulatuo::’(s) ;or topical use

est for toxicity and safety
Furst, building on basic B Begin FDA approval process
research, 1s the 1denti-fication 7 Secure industry support for development
of potentially effective 8 Test in humans for safety {'Phase ')
Compounds and their screening 9 Expanded human safety tests {‘Phase II')
for stability and efficacy under 10 Test in humans for efficacy {‘Phase 1il")

11 Do market research on use/acceptability

a range of conditions that may
be found in nature Those that
are still promising must then be tested 1n formulations that might be acceptable to
different populations In vifro tests are followed by toxicity tests in animals

Only products that look successful in these preclinical tests can then go on for
human clinical testing for safety, side effects, and efficacy Since the results of
these studies will 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 begin early in the process Behavioral studies
of acceptability, desirability, and likely patterns of use should begin early enough
to inform formulations research, but tests in humans are necessarily limited until a
suitable product has been 1dentified
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In 1996 the International Working Group on Microbicides (TWGM) formalized its
recommendations for microbicide 1dentification and testing (Figure 2) In the case
of a product as urgently needed as a microbicide, the FDA 1s eager to collaborate
early 1n the preclinical stages of the product development process to streamline
the approval process, much as it has done for the new protease inhibitors that are
now mncluded in AIDS treatment The FDA’s suggested considerations for the
non-clmical pharmacology/toxicology development of topical drugs to prevent
STD transmission are attached as Appendix D

Figure 2 Recommended i wiro tests for microbicide activity®

for activity against HIV for activity against other sexually-transmitted
L Laboratory-adapted HIV virus in T- pathogens
cell iines ® Neisseria gonorrhoeae
® Laboratory-adapted HIV virus 1n ® Chlamydia trachomatis
penpheral blood mononuclear cells . Haemophilus ducreyi
L Clinicat HIV 1solates (depending upon . Trichomonas vaginalis
the microbicide and the mechanism ® Herpes simplex virus
of action, it may be appropnate to for activity against other vaginal organisms
include drug-resistant isolates) L Lactobacillus crispatus
o Activity against cell-associated virus L] Candida albicans

L] Antiviral activity in semen and, if

posstble, vagnal fluids or in an m

vitro system that i1s physiologically * International Working Group on Vaginal
appropriate Microbicides, AIDS 1996, Vol 10 No 8

Once a product has been demonstrated to be effective in laboratory assays and
safe 1n animal studies, 1t 1s ready for testing in humans These are the Phase I, II,
and III tests that must be completed to the satisfaction of the FDA before a
product can be approved for use

Phase I and II trials assess safety, pharmacokinetics, stability under human
physiologic conditions, and tolerability Since a new product’s efficacy in
preventing HIV transmission has not yet been confirmed, these trials mmvolve
persons at minimal risk of exposure to HIV  Such studies are important for
assessing different formulations, including any product to be used as a placebo
because that product could have 1ts own effects The use of already established
research sites for Phase I and Phase II studies can save time and take advantage of
experienced research teams
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Phase I 1s the critical next step It 1s here that the microbicide product must
demonstrate 1ts efficacy in reducing, 1deally preventing, the transmission of HIV
and other STD organisms Major concerns at this point include informed consent,
provision of information and means by which the subjects can protect themselves
(usually, 1n microbicides research, through concomi-tant use of condoms), and
other ethical 1ssues Various institutional review boards must approve any such
testing In order to carry out a study of manageable size, and under conditions as
nearly approximating those of the intended beneficianies as possible, 1t 1s often
useful to do these at international sites Where AIDS prevalence 1n the
community 18 relatively high, for example, a smaller sample size 1s sufficient to
demonstrate product efficacy with any statistical power, saving both time and
resources Such sites, with careful baseline data, official cooperation, trained
staff, and adequate logistics and communications support, will be extremely
mmportant Estimates of the time needed to establish such a site range upwards
from six months Early preparation and baseline behavioral studies at Phase I
trial sites will obviously be helpful 1n speeding the microbicide development
process

USAID experience has demonstrated the utility of behavioral studies in
conjunction with the introduction of many new technologies such as
contraceptives, child survival interventions, and agribusiness practices Such
studies will be of critical importance to microbicides Early studies of user
preferences, for example, can prevent later delays 1n product development that can
occur 1f the product must be modified after 1t has already completed safety and
efficacy testing Desirable characteristics can be determined early, as can
behaviors that might affect product efficacy In the case of a microbicide, the
preference 1n parts of Africa for a dry vagina, and the use of drying agents before
sexual intercourse, have important implications for a microbicide and its dispersal
within the vagina Different populations may well require different formulations
Surveys of products that are already 1n use, together with their costs and
distribution, may predict willingness to purchase and use a microbicide product
Some of these studies can be carried out while the biomedical research and testing
program 1s 1n process Ultimately, which formulations are possible will be
dictated by the characteristics of the effective product

The process of new product development, culminating in the promotion and
distribution activities familiar to USAID, 1s complex, and new products typically
require some ten years to progress through the many steps With careful
coordmation of the various US Government agencies concerned with HIV and
STDs, this can be reduced, as demonstrated by the develop-ment of protease
mhibitors  FDA approval, while not required internationally, 1s important because
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US agencies, including USAID when the time comes for mtroduction and
distribution, will only be able to purchase drugs approved by the FDA
International coordination of microbi-cide development 1s 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
agenctes that have been funding most of the microbicide development activities to
date

1 2 HisTORY OF USAID INTEREST IN MICROBICIDE DEVELOPMENT

AleadﬁrlnI'HV/AIDS L}

prevention and control Strategic Objective 4 Increased use of improved,
effective, and sustamable responses to reduce

programs internationally, HIV transnussion and to mitigate the impact of
USAID has a major interest  the HIV/AIDS pandemic

1n microbicide

have been at the forefront of L

efforts to create awareness

of microbicides and to support research to find the product needed USAID
recognizes the key role of women 1n social well-being and how they are
handicapped by inferior opportunities, power, and status When the Population
Council’s microbicides project was designed, an important feature for USAID
was the mcorporation of the views of women’s health advocates and the women
who would ultimately

use the products to help ]
guide the microbicides Fig 3 Reasons for USAID Interest in Microbicides
development process

This innovative +  AIDS s a leading, increasing cause of death
approach, described 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 nsk in

below, resulted in
women’s concerns being

addressed mUCh ea.rher developlng countries
than ever before in *  USAID 1s a leading US Government agency
pharmaceutical dealing with health worldwide

- Since most research 1o date has been US-

development based, USAID 1s well placed to provide
mternational haison

A number of » USAID has the capability to facihitate the

longstanding USAID intro- duct and distribution of a microbicide

concerns converge to product

Justify 1ts fun ding o £ . UUSAID has access to much of the technical
and cross-cultural expertise needed in the

microbicide overall effort

HEALTH TECHNICAL SERVICES




USAID MicroBICIDES DEVELOPMENT OPTIONS FOR USAID's MICROBICIDE DEVELOPMENT
STRATEGY

development One 1s the welfare of women and children Another 1s the
development of local capacity to respond to the preventable health problems
causing the greatest morbidity, mortality, and risk of spread A third 1s the
mtroduction of appropriate technology that can be accessed and used by
individuals at community level throughout the developing world Finally, there 1s
the promotion and strengthening of economic productivity, undermined with
disastrous consequences by AIDS The international development mandate of
USAID (Figure 3) gives 1t a perspective that differs from those of the other
agenctes involved 1n microbicides development

At the World Economic Forum held in Davos, Switzerland earlier this year, 1t 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 1n the developing countries
Since AIDS strikes people in their prime productive years, it reduces labor
productivity at the same time that 1t 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 will reduce
these economic losses and allow governments to spend their limited funds more
productively

As a major international distributor of spermtcides, USAID must ensure that the
spermicides 1t distributes for contraception cannot aggravate HIV transmission
Although the large quantities of spermicides purchased by USAID and distributed
in developing countries are safe for contraception, their impact on HIV
transmuission is not so clear One recent prospective, randomized control study
(Kreiss et al ) suggested that spermicides can increase HIV transmission The
ancient dictum of the health worker — first, do no harm — requires USAID to
determine that 1ts spermicides are not unintentionally contributing to the AIDS
pandemic

AIDS has devastating effects on families, removing their economic foundations
when productive adults fall 111, and leaving their children orphaned In high HIV
prevalence areas, some villages have lost almost all their productive adult
members The threat to child survival in these areas demands more than the
standard package of vaccination, nutrition, 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 risk of death for her children under age 10 triples 3

1 3 USAID EXPERIENCE IN MICROBICIDE DEVELOPMENT

Much of the early interest 1n the potential for microbicides grew out of USAID-
supported spermicide research and the enthusiasm of women’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, 1t could boast of a strong track record 1n 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 agamnst HIV 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 USAID's 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 1in microbicide
development, including compound screening, preclinical testing, and development
of an IND application for at least one promising compound The scope of work
proposed by the Population Council became the working document for the

Project Substantive mmvolvement of women’s advocates 1n the process was a
prominent feature from the beginning

During the four years that USAID funded the project, the Agency provided 44%
of the $4 1 million which the Population Council spent on microbicides research
Other donors include the Mellon Foundation ($400,000 during 1995-97, an
additional $200,000 commuitted for 1997-98), the National Institutes of Health

3 Stong, Michael A 1992 The Health of Adults in the Developing World the View from
Bangladesh World Transition Review 2(2) 215-24
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(about $250,000 annually since 1993, projected to continue at this level until
2002), the Australian Agency for International Development (U S $11,000 toward
the formulation preference study in Thailand) and the Robert H Ebert Program on
Critical Issues i Reproductive Health and Population ($31,000 to support
formulation preference studies in Mexico, Thailand, and Minnesota, USA)

Review of the Population Council biomedical program by the USAID evaluation
team found relatively modest accomplishments Several screening and testing
assays were developed A number of products were screened for activity in vitro
agamst HIV, herpes simplex virus, C frachomatis, and N gonorrhea One
product was developed through the Phase I testing stage before being abandoned
because 1t appeared to increase the risks of chlamydial infection rather than
prevent 1t A product preference study comparing three N-9 preparations among
low-risk women 1n five sites of four countries* demonstrated varied preferences
from site to site, with a film preparation being generally the best hiked, a
suppository the least To understand the perspective of male partners, men’s
focus groups 1n northern Thailand addressed attitudes toward microbicides and
their behavior during their wife’s peripartum period Focus groups 1n Mexico
considered how married men react to the concept of microbicides In Thailand the
Council’s team 1s actively developing sites for Phase IT and III studies 1n
collaboration with CDC and Tha1 health officials

However, the 1nitial leads did not work out as hoped, an appropriate microbicide
has not yet been 1dentified, and a systematic approach to finding such a compound
has not been defined The Population Council s preclinical work seems to be
stuck at the product 1dentification and laboratory modeling stage, with little
movement toward product development within the organization or collaboration
with other organizations that have such capability Preclinical testing by the
Population Council laboratories has been inconsistent and incomplete  Without a
promising product to test, the limited clinical testing to date 1s of uncertain
relevance, and the northern Thailand site being developed for Phase III trials may
not prove useable Throughout all of this, USAID has not played an active role

Since the current project shows little momentum 1n 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 1n collaboration with other agencies

“ 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 of Population created the Contraceptive Research and
Development Program (CONRAD) 1n 1986 to develop new and improved
methods of fertility regulation 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 priority on progressing through Phase I and Phase II testing
When NIAID was looking for an opportunity to advance research on heterosexual
transmisston of HIV 1n the early 1990s, the CONRAD scope was expanded to
study mechanisms of heterosexual HIV transmission, to screen for agents with
microbicidal as well as contraceptive activity, and to carry out behavioral and
epidemiologic research related to HIV and other STDs NIAID provided
supplementary funding totaling over $7 million to date About one third of the
program’s financial support goes to intramural research for basic laboratory work,
preclinical studies, and Phases I and II testing at Eastern Virgima Medical School
The other two-thirds funds extramural activities at a variety of locations A 1995
evaluation of CONRAD counted 11 intramural and 110 extramural projects
CONRAD has been managed 1n close proximity to the Office of Population
headquarters, permitting continuous monitoring and guidance, and agency
collaboration 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 1t entered its second five-year cooperative
agreement, a clear mandate to pursue microbicide development had been added
The orniginal focus on contraceptives had been expanded to include research on the
mechanisms of HIV 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 1ts grantees, and the Project continues 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 Foundation, created CICCR, the Consortium for
Industrial Collaboration in Contraceptive Research This project was designed to
stimulate contraceptive research and development on the part of the
pharmaceutical industry which had decreased from twelve multinational firms
active 1n such research in the 1960s to only four today The project provides
grants to not-for-profit research institutions to work 1n collaboration with industry
Three priority research areas have been 1dentified — male methods of
contraception, vagmal methods that prevent both pregnancy and STD
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transmission, and monthly contraception regimens Three of the first seven
projects that have been selected for funding are for microbicide preparations (one
new N-9 formulation and two new chemical compounds)

A related project 1s the Program for the Topical Prevention of Conception and
Disease (TOPCAD) which funds more than twenty scientists from ten mstitutions
in the United States and Brazil who are collaborating on projects including
compound discovery and testing, preclinical development, clinical trials, and
consumer preferences TOPCAD receives no mnput from women’s health
advocates

1 3 3 Special efforts to involve women 1n all phases of the process

An international conference organized in 1994 by the Population Council and the
International Women’s Health Coalition resulted in the creation of WHAM
(Women’s Health Advocates for Microbicides), a loose organization of
international women’s advocates which provided liaison with the women’s health
community for the Population Council’s microbicides development efforts
Information concerning microbicide development was provided periodically to
these women, and they advised on 1ssues relating to clinical and behavioral
research

Women's groups 1n the South have S —
long dis-trusted those who develop
contraceptives, including the

Contraceptive methods are usually
tested on poor women of the Third
World, who are particularly vuinerable

Population Council, 1dentified, in the given thewr immted access to resources
view of these groups, with a and information
“Neo-Malthusian concern with Barroso, 19956

overpopulation m developing S

countries” > Not only feminists

accused researchers with 1gnoring user perspectives As the Institute of Medicine
(IOM) noted 1 1990, “There 1s a pervasive sense among women that not enough

attention 1s paid to the desires and needs of current and future users "¢ In 1996 an
IOM study called again for “an agenda centering on methods more directly under
women’s control 7

5 Barroso, 1995
¢ Mastroianni, 1990
" Harrison, 1996
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Collaboration between the Population Council and WHAM focused new attention
on the needs of women 1n the AIDS eptdemic An IOM study on ethical and legal
1ssues concerning the involvement of women in clinical trials® observed “Studies
that involved women much more often considered them as vectors of their babies
or their mates’ infections than as victims 1n their own nght Not until 1994 did
the NIH undertake a major project to map the disease's course and signs 1n
women ” Inclusion of women in clinical trials was only mandated by federal
legislation 1n 1993 Until 1994 women were largely 1gnored 1n critical clinical
trials related to HIV

The Population Council’s goal to establish a consultative process with women’s
groups regarding product formulation, the ethics of clinical trial design, and
product introduction was innovative, important, and worthwhile Given the
history of distrust and acrimony between women's health groups and those who
have developed reproductive health technologtes, the collaboration between the
Population Council and WHAM marked a significant change

1 4 USAID INTEREST, COMMITMENT, AND CAPACITY IN 1997

USAID interest in the development of vaginal microbicides 1s reflected in the
Agency’s Strategic Objective 4 and the six Intermediate Results that would
contribute to the realization 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 1n
sexual behavior envisioned to reduce HIV transmission

¥ Benderley, 1997
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Figure 4 Selected Elements of USAID Results Framework

USAID Results and Indicators Relating to Microbicide Development

Strateqgic Objective 4 Increased use of improved, effective, and sustainable responses to reduce
HIV transmission and to mitigate the impact of the HIV/AIDS pandemic

Indicator S O 42 2 % increase in reported barner method use with regular sexual partner
Indicator S O 4 2 2 % increase in reported barrier method use with non-regular sex partners
Indicator S O 4 3 1 Percentage decrease in reported ST! prevalence, men

Indicator S O 4 3 2 Percentage decrease in reported ST/ prevalence, women

Intermediate Result 4,1 Increased quality, availability, and demand for information 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 (in both public
and private sectors) to increase the quality, demand for, and access to, male and female barner
methods for the prevention of HIV transmission

Indicator IR 4 1 1 Percentage increase of target population that know how to prevent STI/HIV
[NOTE Thus should include knowledge of microbicides ]

Intermediate Result 4.2 Enhanced quality, availlabihity, and demand for STl prevention and
management services

Result 4 2 2 Support research to identify, test, and apply improved techniques 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 Relating 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 barriers for vulnerable populations (especially
women and youth)

Result 4 3 5 Support global, regional, and national policy inttiatives to allocate adequate
resources, and develop more cost-effective responses to HIV/AIDS

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

T Result 4 4 Strengthened and expanded private sector organizations’ responses in
dehvering HIV/AIDS information and services

Resuit 4 4 2 Mobilize key US and host country commercial organizations to advocate and
support HIV/AIDS 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 HIV/AIDS

Result 4 4 5 Support and develop effective international, regional, and national NGO networks
and coaltions to respond to the pandemic

[NOTE There are no indicators for this IR that relate directly to microbicides }
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USAID Results and Indicators Relating to Microbicide Development

Intermediate Result 4.5 Improved availability of, and capacity to generate and use, data to
monitor and evaluate HIV/AIDS/ST! prevalence, trends, and program impacts

Result 4 5 1 Establish and/or strengthen surveillance and evaluation systems

Result 4 5 2 Develop, validate, and disseminate improved tools and models to determine
HIV/AIDS/STI levels, trends, intervention costs, and program impact

Indicator IR 4 5 7 Number of selected countries with operational STI/HIV surveillance systems

Indicator I R 4 5 4 Proportion of intervention models whose effectiveness (program impact) has
been establhished

Intermediate Besult 4.6 Provide qualty and timely assistance to partners (regional bureaus,
missions, other donors, etc ) to ensure effective implementation of HIV/AIDS programs

Result 4 6 1 Provide hugh quality and timely technical and management assistance to field
programs for (1) program design and evaluation, (2) sharing of lessons learned in other
activities, countries and regions, and (3) keeping abreast of important developments in HIV/AIDS

Result 4 6 3 Establish mechamisms to ensure that field implementation and research agenda
inform one another

Indicator IR 4 6 3 Increased coordination and collaboration to improve programming and
mplementation of STI/HIV/AIDS programming 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 principle of involving women and women’s health advocates 1n all
stages of research
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1 4 1 Program Commitments of USAID

Access to barner methods wiill now go beyond
Just male condoms and mnclude female condoms
i selected settings and vaginal microbicides as

Vaginal microbicide
development 1s entirely
consistent with the current

focus of the HIV/AIDS they become avatilable
Division — prevention of

Accordmg to a June 1997 R

summary of USAID’s

program, “Biomedical research will continue to assist with microbicide and STD
diagnostics development, with expansion of the research agenda to include key
areas of vaccine development to ensure that products under development are
sutable for the developing world Social science research will be expanded to
provide better understanding of the socio-economic determmants of
vulnerability

Wider collaboration 1s planned “New interventions that will be added to the
Global Bureau portfolio include a broad set of activities to further engage
communities, NGOs, PVOs (both local and U S -based) and the commercial
sector to participate in HIV/AIDS activities ” When the question of which should
be priority activities was raised 1n a May 1997 meeting of the AIDS Technical
Support Project (ATSP), ‘female-controlled barrier methods and women’ received
six of seven possible votes

Current Global Bureau HIV/AIDS procurements divide responsibilities into three
Results Packages Results Package 1, for global leadership, research, and
development, will assist G/PHN to
1 1identify ‘cutting edge’ 1ssues,
2 suggest refinements for existing programs and activities,
3 propose innovative approaches that could be tested through operations
research,
4 undertake operations research, and,
5 recommend demonstrated best practices for important technical and
operational questions
Under this RP, the Population Council, which has just been awarded this
cooperative agreement, will
1 conduct social science research and policy analysis,
2 conduct targeted qualitative and operations research activities,
3 translate social science qualitative and quantitative research into themes
and 1mages to be used in multi-channel communications, counseling, and
training activities,
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4 develop and use qualitative tools for monitoring and evaluation,
participate 1n, and lead, HIV/AIDS professional meetings and seminars to
gather and/or disseminate the state-of-the-art in these areas,

6 prepare practical guidelines for use by field-program implementors,
develop and test technical training maternials and courses, and,

8 host internships and study tours

wh

3

Results Package 2, on field implementation, will be more mission demand driven
and support prevention interventions including behavior change and those relating
to sexually transmitted diseases Results Package 3, also on field implementation,
will be a cooperative agreement to support social marketing of selected products
Additional support will be provided to UNAIDS as one of that organization’s co-
sponsors USAID itself will be responsible for design, monitoring and evaluation,
and the summation and dissemination of lessons learned

The Office of Population activities relating to microbicide development include
continuing support for CONRAD and CICCR (see above)

1 4 2 USAID Techmcal, Administrative, and Funding Capacity

The evaluation team concluded that a lack of technical guirdance from USAID was
a serious weakness of the Population Council microbicides project Due primarily
to the vague wording and absence of clear specifications 1n the cooperative
agreement document, 1t also reflects USAID’s limited number of technical staff,
their need to backstop several projects, and frequent staff turnover that seem to be
facts of life at USAID Even more important, it reflects the difficulty of providing
technical guidance 1n drug discovery and product development 1n an area as
poorly understood as vaginal physiology and pathology The evaluation team
does not believe that USAID can ensure such technical guidance from within its
own ranks 1t must look outside for that expertise

The Office of Population appears to have greater specialized expertise to guide the
contraceptive development work 1t supports Their scientific focus 1s narrower
than that of the Office of Health and Nutrition, however, and 1t 1s unclear that they
would be able to provide the level of expertise needed to guide microbicides
development What 1s clear 1s that their systems to monitor contraceptive
technology development are superior to the hands-off approach taken with the
Population Council cooperative agreement The evaluation team believes that the
two USAID Offices could devise a joint monitoring and guidance structure for
microbicides develop-ment for collaboration with other organizations that have
the requisite technical expertise

HEALTH TECHNICAL SERVICES




BACKGROUND NEED FOR A MICROBICIDE AND USAID INVOLVEMENT

USAID capability increases as the process moves from preclinical product
development to clinical testing and implementation Product testing, particularly
in international settings, 1s an area where USAID 1s well-placed, and several
USAID collaborators have experience 1n this area  USAID has the ability to
oversee the large-scale clinical trials and demonstration studies needed to ensure
that a microbicide product 1s approprate for use 1n developing countries Later,
1ts contractors can ensure that microbicides are introduced rapidly to the groups at
risk

USAID has extensive experience 1n social science research involving 1ssues of
women and reproductive health The 17-country study already referred to 1s just
one example USAID has or could find the expertise to carry out social science
and operational research studies that can inform the development of appropriate
formulations of microbicides and that are a necessary precursor to microbicide
promotion and distribution It 1s important that this be done in almost every
country, both to understand the specific interests of the local people, and to
permut local officials and other leaders to ‘buy 1n’ to the promotion of the new
product USAID has experience 1n such approaches as well as contacts with the
local organmizations and personnel who can carry out the studies needed

USAID resources that could help to ensure that women’s interests are fully
considered throughout the process of product development and introduction
include the Women 1n Develop-ment (WID) Office, which has staff with social
science research expertise and familiarity with reproductive health 1ssues, the
gender working group within the Office of Health and Nutrition s HIV/AIDS
Division, 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 funding on microbicide development by USAID’s HIV/AIDS Division
— estimated to be 1n the neighborhood of $600,000 per year — represents only
about one tenth of the very modest current funding for microbicides It 1s part of a
reproductive health research package that includes the development of affordable
tools for quick and easy STD diagnos:s to facilitate STD treatment and reduce the
heightened risk of acquiring HIV when another STD 1s present
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. OTHER ORGANIZATIONS AND THE
POTENTIAL FOR COLLABORATION

In addition to USAID and the organizations 1t funds, other US Government
agencies mterested 1n microbicides development include NIAID, NICHD, NCI,
the FDA, and the CDC A number of universities are interested, and several small
companies — the ‘garage-tech’ sector — are also eager to develop an effective
product International interest 1s mounting What 1s largely missing is the
participation of the large pharmaceutical companies whose expertise and
resources accelerate product development when they deem 1t to be profitable and
feasible

The evaluation team learned of complementary activities of a number of
organizations, summarized below It 1s clear, however, that scientific interest in
microbicides 1s growing, and organizations that may make significant
contributions may have been missed What follows 1s thus not comprehensive,
nor could a comprehensive summary of interested researchers easily be compiled
at this ttime  Expanding interest in microbicides 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 interested 1in microbicides, as 1s CDC, the
FDA, and the Office of HIV/AIDS Policy within the Department of Health and

Human Services The level of interest 1s modest, with only about one percent of
ATIDS-targeted funding going to microbicide development
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NIAID At least two divisions of the National Institute of Allergy and Infectious
Diseases are working on microbicides These are the Division of Acquired
Immunodeficiency Syndrome (DAIDS) and the D1vision of Microbiology and
Infectious Diseases (DMID) They constitute the core of NIAID’s internal
Topical Microbicides Working Group which coordinates research 1n basic,
applied, and clinical/behavioral science related to the development and evaluation
of toprcal microbicides The group also provides information exchange and
assists investigators and sponsors who are interested 1n research and development
and/or evaluation of products NIAID’s Topical Microbicides Program Update
1997 describes the breadth of research being sponsored by the Agency

NIAID sponsors the HIV Network for Prevention Tnals (HIVNET), for which
Family Health International (FHI) developed nine sites worldwide for Phase II1
testing of an AIDS vaccine In the absence of a vaccine, those sites could readily
be used for advanced clinical testing of a candidate microbicide

NICHD The National Institute for Child Health and Human Development has
been interested in microbicides as an extension of its interest in spermicides and
other contraceptive products Recently, NICHD funded the important N-9 study
coordinated by FHI 1n Cameroon, a large Phase III trial of an N-9 film
formulation that produced indeterminate results

FIC Within the NIH, the Fogarty International Center occupies an international
advocacy and coordinating position A 1996 External Advisory Panel
recommended that 1ts principal functions mclude the promotion and facilitation of
NIH nternational activities, support for international 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 screening program that screens
new products for activity against HIV  This focus emerged when early anti-HIV
drugs such as AZT were discovered 1n the search for anti-cancer agents The NCI
developed a systematic screening program that now includes efficacy against HIV
and other viral STDs as well as the effect on normal lactobacilli Testing for anti-
bacterial efficacy 1s generally contracted out by NCI Ten thousand compounds
were being 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
companies, for example) The Agency retains the capability to carry out massive
screenung 1f 1t were charged to do so
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FDA The Food and Drug Administration has a continuing interest in the
development of microbicides, and has made available 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 medicine
section are using ‘pre-IND’ coordination to facilitate the process of product
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 1dentified a viable product, and the FDA team
will work closely with them to get something approved or to prove that it will not
work The FDA 1s ready to provide such assistance for microbicides
development

HHS The Office of HIV/AIDS Policy of the Department of Health and Human
Services has 1dentified the coordination of efforts to 1dentify and implement
effective HIV prevention strategies as one of 1ts principal areas of activity

2 2 INTERNATIONAL ORGANIZATIONS

Outside the United States there are relatively few bilateral or multinational donors
supporting microbicide development In addition to the organizations described
below, the following organizations have expressed interest in the past and may
fund microbicide activity

¢ the Wellcome Trust, which has agreed to fund field tnials of microbicides,
non-contraceptive if possible, at a reproductive health center 1n Natal,
South Africa

* the Rockefeller Foundation, which supported the Population Council work
on microbicides and assists CICCR, TOPCAD, and South to South

» France’s Agence nationale de recherche sur le SIDA

» SIDA (Sweden)

e the French Ministry of Health

* the Belgian Government

+ the South African Medical Research Council

* South to South, an organization of scientific and developmental
organizations from within the developing countries 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, Unmited Kingdom

The MRC, with additional support from the UK’s Department for International
Development (formerly ODA), has about £4 million (about $8 million) of
microbicide research funding as part of 1ts microbicide development plan This
ncludes preclinical screening and animal models as well as clinical evaluations,
behavioral studies of product acceptability, and surveys of industrial interest 1n
microbicides Larger clinical studies in the planning stage include a Phase I11
intervention trial

The MRC microbicide research program includes support for basic virology,
immunology, epidemiology, sociology, and human seminology as well as support
for the MRC team 1n Uganda and the MRC clinical trals center In addition to
this substantial investment, marginal spending specifically for microbicide
development 1s currently about £1 3 million annually and expected to increase

To date the MRC has strengthened research capacity within the UK and produced
four serious candidates from which to select for Phase III evaluation within one to
two years

1 dextnn sulphate

2 acombination of dextrin sulphate and N-9

3 Pro2000, a product developed by Procept with input from NIH and

CONRAD

4 acombination of Pro2000 and N-9
MRC is now exploring where — probably 1n several developing countries — the
products might be tested for efficacy, and 1t 1s seeking collaboration with other
funding and technical agencies to accomplish this Phase III trials could start as
soon as 1998

2 2 2 Comnussion of the European Community (CEC)

The CEC funded a consultative meeting in Antwerp 1 1995 and subsequently
commissioned a study of market size for microbicides in Europe and developing
countries 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 MRC studies indicate that major investment from the private
sector will not be forthcoming until a Phase III trial 1s successful, after which
major interest can be expected That will not remove the need for continuing
public sector involvement, however, particularly to address 1ssues such as low
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profitability in the developing world (where the greatest need 1s), liability and
indemnity, and protection of international patent rights

2 2 3 Joint United Nations Programme on HIV/AIDS (UNAIDS)

UNAIDS 1s funding a Phase II/Il evaluation of an N-9 gel in Thailand, South
Africa, the Cote d’Ivoire, and Benin  In 1997-98, $1 3 million was obligated to
this study, and another $2 1 million 1s expected for 1998-99 This UNAIDS
activity 1s supported by the UNAIDS core budget and also benefits from
earmarked contributions from the governments of Belgium and Germany

The UNAIDS study has now completed Phase II evaluations, and Phase III 1s
starttng  UNAIDS 1s seeking collaboration through cooperative agreements from
FHI and NIAID to evaluate at least one N-9 containing gel before the end of the
century

In addition to 1ts development work, UNAIDS provides the secretariat for the
International Working Group on Microbicides

2 2 4 World Bank

The World Bank provides programmatic (undesignated) support to UNAIDS and
could support other microbicides programs in the future It considers that 1t has
neither the technical expertise nor the time to make technical judgments itself 1n
managing a project The Bank does supply large quantities of N-9 spermicides to
some of 1ts projects

2 3 PHARMACEUTICAL INDUSTRY

Pharmaceutical industry interest 1n microbicide development 1s of particular
concern because of a lack of expertise elsewhere 1n the formulation and
development of vaginal products Research and development by a major
pharmaceutical company that has scores of scientists, state-of-the-art laboratories,
and vast resources could accelerate microbicide from the current “business as
usual” pace Few major companies are actively engaged in such research

Perhaps the major exception 1s Johnson & Johnson’s Advanced Care Products
(ACP) Most of the other interested firms, as 1llustrated by what the evaluation
team leamed from the Population Council in New York, are small and eager, but
with Iimited resources The factors limiting pharmeceutical industry participation
in microbicides development appear to be the uncertain profitability of developing
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country markets, regulatory hurdles, and potential hiability 1ssues when dealing
with a disease as lethal as AIDS

The CONRAD program’s CICCR project, mentioned earlier, 1s an innovative and
promising approach to stimulating pharmaceutical industry interest through the
development of public-private partnerships Acceleration of the normal FDA
approval process, illustrated most recently by protease mhibitor development,
could also stimulate industry interest, as could assurances of donor willingness to
purchase or subsidize microbicides for developing countries Marketing surveys
have been 1nitiated by CICCR (with ACP), and the Alan Gutmacher Institute 1s
funding related product preferences research Although the current US market for
spermicides 1s only about $42 million yearly, estimates place the potential global
market for a microbicidal spermicide at many times that amount Such surveys
will provide information relating to markets and profits for microbicides
Additional studies may be needed

2 4 Apbvocacy GROUPS

Given the s1ze and continuing spread of the AIDS pandemic, microbicides
awareness 18 surprisingly limited, even among health professionals Thus 1s
reflected 1n the fact that less than one percent of current AIDS funding supports
microbicide development Perhaps the term ‘microbicide,” traditionally used for
any agent that kills microbes, 1s part of the problem It 1s nerther descriptive,
accurate, nor catchy Another problem may be a failure to ‘cross-over’ from the
relatively specialized reproductive health / contraceptive field to the standard
health services, infectious diseases, and primary health care  Whatever the
reasons for the low profile of microbicides, there 1s much room for 1t to move
higher on the list of research and development prionties

If awareness of microbicides 1n the US 1s disappointing, 1t 1s dismal 1n most of the
developing world where 1ts introduction would have the greatest impact Only 1n
the area of mternational women’s health advocacy has substantial progress been
made, largely through the mitiative of WHAM Of all the biomedical
organizations actively pursuing microbicides, only South Africa’s MRC and the
South to South organization are not located in North America or Europe The
UNAIDS program 1s the only clear evidence of interest on the part of
multinational organizations It 1s not yet clear whether WHO’s HRP will take any
interest
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A high-level meeting of the heads of the agencies interested in microbicides
development 1s being organized for later this year by Dr Mahmoud Fathalla of the
Rockefeller Foundation It 1s not known yet to what extent the meeting will deal
with issues of awareness and commitment 1n addition to coordination and
funding, but such a high-profile meeting may prove helpful in building the critical
mass of interest and commitment that 1s now lacking
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Ill. CURRENT NEEDS IN MICROBICIDE
DEVELOPMENT

Internationally, microbicide
development has been
characterized today as suffering

Figure 4 Qualities Desired in a Microbicide

« prevents HIV transmission

from the following weaknesses » safe for at least datly use
» A certain lack of coordination « prevents transmission of other STDs
between the public sector

{at least does not increase 1t)

agencies working on » does not disturb normal vaginal or
microbicides persists 1n spite cervical ecology
of real collaboration through = usable without partner’s knowledge
the IWGM * Inexpensive

» The public sector agencies s stable for long penods at ambient

temperatures

lack product development «  compatible with douching
focus, tending to be more + compatible with drying agents
interested 1n broader, {ideally)
academically interesting « can be used rectally (ideally}

+ not contraceptive (ideally)
+ pleasurable (1deally)
|

projects
» There 1s limited awareness of
microbi-cides outside of the
reproductive health and women’s health advocacy commu-nities
» There 1s a lack of private sector input

European colleagues have noted that the effort there suffers also from limited

absorptive capacity (except in the UK and Belgium) for research and development
on microbicides, lack of evidence that the microbicides approach will be
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successful, and lack of incentives to develop product development capacity
because of the uncertainty of continued funding However, there are signs that the
CEC and other European donors are becoming sensitized to the problem, which
may presage major European support in years to come

Before returning to the question of wider collaboration to address these concerns,
it 1s useful to consider where we are and what needs to be done 1n the various
steps of the microbicides development process

3 1 NEeDED BIOMEDICAL RESEARCH

A first need 1s obviously for an effective, safe, and affordable microbicide Until
that 1s realized, we need rapid and systematic methods to 1dentify promising
compounds, test and formulate them properly, and begin clinical testing

An urgent priority 1s a clear outline of the product development process that

would permit monitoring of progress and ensure that all essential steps are
covered An algorithm or decision
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Figure 5 Example of a prechmical screemng algornithm
Chemucal Vagmnal Contraceptives Tentative prechnical screening algorithm

TEST COMPOUND/FORMULATION

I
m SANDER-CRAMER ASSAY

| (initial conc = 1-2%) |

MEC = > 2 0 mg/mL MEC > 2 0 mg/mL
| I
v |
- x M Testsrun at 0.1%
Viability
DET mOET + sOET + DET
ANTI-VIRAL /- CASA
ANTI-BACTERIAL /-- Enzyme Inhibition
SPERM FUNCTION /--- HEPT
MUCOSAL ADHESION \--- Zona binding {HZA)/ Penetration
MUCOSAL IRRITATION
ANTI-VIRAL
SPERM FUNCTION (run at non-spermicidal conc ) ANTI-BACTERIAL
MUCOSAL ADHESION

| MUCOSAL IRRITATION
|

I I
If overall performance justifies |
further testing {e g compared to N-9), If overall performance justifies

proceed with IN-VIVO EFFICACY STUDIES further testing, proceed with
| IN-VIVO EFFICACY STUDIES

Rabbit fertility tnal |

Monkey post-coital test Rabbit fertiity trnial

Monkey post-coital test

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

sOET simultaneous one-end test mMOET modified one-end test
CASA computer-assisted computer analysis HZA hemizona assay
HEPT hamster-egg penetration test
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tree would help to clanify the process steps expected The algorithm 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 algorithm, with input from FDA to ensure their
collaboration, 1s an important next step Figure 5 1s an example, from the field of
contraceptive development, of the type of algorithm that would be useful In
management terms, this would constitute a sort of PERT chart with decision
points clearly marked

There 1s at present only one product ready for advanced clinical trials —
nonoxynol-9 The product i1s considered safe, on the basis of considerable
experlence, but its effectiveness 1n iterrupting HIV transmission 1s unclear
Previous studies have yielded equivocal results, and the studies now underway are
too small to answer the critical questions with adequate statistical power Itis as
yet unclear whether meta-analysis will be able to combine their findings 1n a
meanmgful way If N-9 can be formulated into an effective microbicide — a
question which 1s very much open — months, perhaps years, could be gained 1n
the race for a microbicide Many experts believe this 1s the most urgent current
research need 1n microbicides The evaluation team concurs and considers
supporting such a study one option for USAID at this time

Anticipating the need to test other potential microbicides, additional Phase I1I
testing capacity around the world need to be 1dentified Early preparation will
save time 1n the long run, and maximal involvement of local scientists will
contribute to quality testing and pave the way for eventual acceptance and use
Current preparations 1n Thailand are commendable, but additional sites will surely
be needed The HIVNET sites would be appropriate if they could be made
available

3 2 NEEDED BEHAVIORAL RESEARCH

USAID experience 1n the promotion and distribution of reproductive health
products, whether through existing channels or through new social marketing
approaches, has demonstra-ted the importance of local behavioral research
Typical behavioral questions that will have to addressed in many different sites
and with varying populations include when the microbicide would be used, what
are current practices of vaginal toilet and the use of other vaginal products that
mght affect 1ts use, how can people be persuaded not to abandon male condom
use 1f a microbicide 1s available, how can microbicide use be introduced into
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stable relationships without causing fear and mistrust, and how can microbicides
be made accessible to women at an affordable price and without embarrassment

The behavioral research need not be large-scale, formal research  Much can be
learned from focus groups and “participant observation” that can often 1dentify
trends before a major study could do so What 1s important 1s to come to
understand how a variety of different individuals and groups view the subject of
concern — microbicide promotion and use

A partial list of groups and individuals whose knowledge, attitudes, and behavior
should be considered includes

+ the intended users, grouped by ethnicity, class, age, education, occupation,

marital and family status, and place of restdence,

* husbands/partners of users,

* medical professionals, especially women,

*  NGOs, other promoting organizations,

* marketers and other distributors,

» women’s leaders,

e community leaders
These are not the classical epidemiologic categories, but rather those that make
sense 1n each local context

3 3 NEeDED COLLABORATION

No one organization has the expertise and other resources to develop a
microbicide as rapidly as possible Experience with the 1993-97 Population
Council project demonstrated the weakness of that approach Managed
competition between a number of organizations, each stnving to find the answer
before others do, 1s more likely to result 1n an appropriate product, or products, 1n
the shortest period of time Since the CDC estimates that 7000 persons per day
are now being infected with HIV worldwide, the duplication of effort that may
occur would surely be over weighed by the lives saved if a microbicide can be
made available soon Microbicide development needs effective collaboration to
develop a product as rapidly as possible, including appropriate testing and
introduction that acknowledges user and community perspectives

“Managed” competition means that guidance and coordination will be provided to
ensure that each organization’s efforts should not only be up-to-date, objective-
oriented, realistic, sensible, and efficient, but also pulling together 1n the right
direction at the right speed to achieve the common objective Expertise in
pharmaceutical product development 1s key to this process, as 1s maintaining the
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confidence of the commuttees, scientists, and clinicians concerned To ensure that
the multiple efforts of such collaboration are coordinated and mutually
reinforcing, a central coordinating point must exist The International Working
Group on Microbicides TWGM) provides some coordmation at present, but 1t
lacks authority and stature Stronger coordination could be provided by a
Technical Advisory Commuttee (TAG) and a centrally placed individual —a
‘microbicides czar’ if you will The functions of this central direction, 1deally
having a high political profile, would be to coordinate the work of major research
efforts, to advocate for funding and other support, and to disseminate new
findings

As USAID has learned during the development of numerous contraceptive
products, collaboration with pharmaceutical companies 1s a critical element in the
product development process Product formulation for topical vaginal use 1s a
relatively new area for public sector agencies in which the drug companies have
most of the existing expertise Collaboration with those companies, perhaps using
the model of the CONRAD Program’s CICCR, will be important to accelerate the
microbicide development process

3 3 1 The International Working Group on Microbicides (TWGM)

International : | Working G Microbicid

nternational Working Group on Microbicides
collablc;ratéon on Members 1997
mIcrobiciges +  Centers for Disease Control and Prevention,
development 1s currently USA
coordinated primanly by +  Contraceptive Research and Development
the IWGM, for which (CON’;%?*USA
the UNAIDS . Famuly Health international, USA
representative serves as s Food and Drug Administration, USA
coordinator Among the « Institute of Tropical Medicine, Belgium
organization’s objectives +  Medical Research Council, United Kingdom

. NIAID (NIH}, USA
ar‘:ialf""cacy t°bplage +  NICHD (NIH), USA
and keep microviclaes +  Population Counctl, USA and Thailand
on the mternational *  Society for Women and AIDS in Afnica,
agenda, information Sierra
sharing, 1dentification LeanleAIDS Switzerland
. , Switzerlan

and discussion of *«  Women's Health Advocates on
research 1ssues and gaps, Microbicides,
development of USA
guidelines for testing *  World Health Orgamization, Switzertand
mlCIOblCldeS, |
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development and coordination of draft protocols and testing, and effective
communication and collaboration with the pharmaceutical industry One IWGM
product 1s a list of suggested 1 vitro tests for activity against HIV, other
pathogens, and vaginal organisms (page 5) Another 1s the formation of a
technical working group on colposcopy which will assess the usefulness of
colposcopy 1n 1dentifying vaginal and cervical lesions, develop recommendations
concerning the place of colposcopic observations n Phase I protocols for vaginal
microbicide testing, design a study comparing colposcopy with naked eye
observations, and explore ways to decide what 1s “significant ”

3 4 NEEDED ADVOCACY, POLITICAL WiLL, AND COMMITMENT

As noted above, there 1s surprisingly hittle awareness in the health community 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
remains grossly inadequate to the need Microbicides have no internationally
recognized spokesperson or agency to champion to their cause An internationally
recognized figure, someone with stature like former President Jimmy Carter or
former Surgeon General C Everett Koop, who could voice the urgency of the
need for microbicides would provide a much needed boost

Since increased awareness would seem a prerequisite to increased political will

and funding, efforts to increase general understanding of the concept of a
microbicide and to emphasize 1ts feasibility would be very helpful
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IV. CONSIDERATIONS AND RECOMMENDATIONS
FOR USAID

4 1 COMPARATIVE ADVANTAGES OF USAID

Internationally, as a partner in microbicide development, USAID 1s recognized for its
well-established connections between technical experts and agency support, 1ts focus on
the needs of the developing countnies, and as providing an established framework for
mmplementing and coordinating activities in numerous countries Its future role in
microbicides development should be more as facilitator than participant in
pharmaceutical research and development

Intemally, USAID views 1tself in much the same way, although 1t would emphasize as
well 1ts commitment to the welfare of women and children, a special concemn for
economic well-bemng, and a commitment to the principles of democracy and the
empowerment of individuals, particularly women The Office of Population 1s proud of
1ts expernience 1n contraceptive research and development, but this 1s an atypical role
the Agency as a whole Other efforts in research and development, such as the
development of a vaccme against malarnia, for example, have been notably less
successful Other agencies and organmizations may have greater expertise and resources
for microbicide discovery and product development What then are USAID’s special
strengths?

Advocacy Since any potential microbicide 1s most greatly needed 1n the developing
countries of the world where 90% of HIV positive individuals will be found by the year
2000, USAID has a key advocacy and leveraging role to play even before the product 1s
ready for testing and distnibution As the largest donor to international HIV/AIDS
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prevention programs, the Agency can use 1ts leverage to ensure that products be
affordable, at least in the long term, and stable 1n an environment that may lack
refrigeration or rapid access to pharmaceuticals The product must also be available in
formulations that accommodate local sexual practices and preferences, such as the use of
lubricants or drying products and frequent douching in some areas

Field testing USAID has a potential role to play in coordmating field testing 1n such a
way that local scientists and leaders, as well as the perspectives of women and women’s
health advocates, are mnvolved from the start Longtime USAID collaborators, FHI
among them, are experienced 1n Phase III testing and the transition to product
mtroduction Identifying and developing logistics and distribution systems to serve
dispersed and vaned populations 1s also an area familiar to USAID The Agency can
play an important international liaison function with other donors, bilateral and
multilateral

Product introduction and sustained availabithty USAID has invaluable expenience m
the introduction of health products 1n developing countries and 1 developing sustainable
systems to ensure wide access, resupply, and sustainability Training local personnel
and creating awareness will be early tasks Assisting local officials to take ‘ownership’
of microbicides, with integration into the standard public health package of efforts to
prevent STDs and assumption of the supervisor and trouble-shooter roles, 1s also a
function that USAID knows well Since false rumors can cause a microbicide to fail as
surely as lack of efficacy or unacceptable side effects, it 1s here too that USAID expertise
n social and behavioral research will be useful

Market guarantor As a potential purchaser/distributor of large quantities of a micro-
bicide, USAID must demonstrate a sustained commitment to the development process to
prevent 1t from flagging when problems appear and potential profitability looks dim
Given the impor-tance of attracting pharmaceutical industry collaboration to microbicide
product development, at least two recent efforts of USAID could be used to excellent
advantage One 1s the CICCR Project, already descnibed The other 1s a marketing
analysis financed by PHN/HIV-AIDS to demonstrate to industry the potential market for
STD diagnostic products

In addition to guaranteeing an early market, USAID expenence can guide mntroduction of
health products to local markets, creating long term sustamable markets, and can recruit
support from other donors as well as national ministnies of health Because of the
economic impact of AIDS on the development process, 1t should be possible to convince
funders of the importance of ensuring affordable access to an effective microbicide
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4 2 ROLES OF OTHER ORGANIZATIONS

Ground-breaking technical research can take place at many levels All organizations
with the potential to develop a microbicide, or to contribute to that development, must be
encouraged 1n their microbicide development efforts This includes academic and
govemment research mstitutions, major industry, and the limited scale “garage tech”
efforts that are often the most innovative Microbicide development must be receptive to
progress from all sides

The NIH agencies have a central role to play, as does the FDA, 1n the gwmidance and
supervision of the preclimcal and early clinical aspects of microbicide discovery and
development If the FIC were to take a strong leadership and coordmating position
within NIH, important parts of the collaborative role and advocacy for the international
perspective could be ensured

The current activities and nterests of non~-US microbicide researchers have already been
summanzed Since the assistance of local scientists and leaders will become
increasingly important as the process advances to the clinical and product dissemination
stages, expanding role and the numbers of this small group of mterested organizations
should be a prionty

The mtemational development banks can play a major role The World Bank, for
example, may be mterested in supporting clinical testing as part of its special projects
The other banks can be prepared to play a role as the the need for additional resources
accelerates

4 3 COORDINATION AND FOLLOW-UP

Coordination could be achieved 1n a vanety of ways, but 1t will depend heavily upon
political commitment by decision makers who supply the funding High profile support
1s needed, first to create awareness of a product, then to maintain interest until the
product can be developed and demonstrated to be effective A blue nbbon commaittee
headed by a respected figure with wide public recognition (discussed above) would be
helpful, at least within the United States

Because no effective microbicide 1s currently available and increasing numbers of
people are dying from AIDS, the biomedical identification and testing of candidate
microbicidal compounds should be accelerated as fast as good science will allow
Compound 1dentification and preclinical development would benefit from a clanfication
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of the cnitenia to be met (the testing algornithm) and from coordination of the laboratories
engaged 1n the pursuit For the US Government agencies mvolved, some sort of
technical coordmating board, having the expertise to monitor and gmide the process and
speaking with a single voice, could speed the process and coordinate the expeditious
follow-up of the most promising leads Although the board would be more appropnately
led by other agencies, USAID could contribute to 1t, particularly when products are
ready for international review and testing

4 4 MAJOR RECOMMENDATIONS

The need for a vaginal microbicide 1s clear, and 1t 1s increasing as the AIDS pandemic
spreads The evaluation team was impressed that all the knowledgeable scientists with
whom they spoke seem convinced that such a product 1s feasible To encourage USAID
to continue to support the development of microbicides, the evaluation team offers the
following recommenda-tions While addressed to USAID, 1t should be noted that many
of the actions suggested cannot be carried out by USAID alone The recommendations
are therefore presented to USAID m the understanding that the Agency would be
collaborating with other organizations in the pursuit and eventual introduction of an
effective vaginal microbicide

1 USAID should continue to support the microbicides development process This
support should include funding of selected activities, support for international
collaboration through UNAIDS, and participation 1n mteragency efforts to coordmate
microbicides development To the extent possible, USAID should use competitive
procurement to encourage new organizations and 1deas

2 USAID should identify institutions with which 1t can collaborate on microbicide
development It should then reassess its particular role(s) in hght of actual and
potential collaborators Technical collaboration with the US Public Health Service
agencies (NIH agencies, FDA, CDC, HHS) that are interested i microbicides 1s a first
priority  This collaboration should involve regular meetings, 1deally on a monthly basis
but not less often than once a quarter It should develop a regular agenda of 1ssues to
address It should prepare wnitten summanes of the state of microbicide development
and advertise opportunities for needed research by any interested organizations using a
mechamism such as the “sources sought” method of NIH

On the basis of the capabilities of the collaborating agencies and their different

comparative advantages, USAID should define 1ts own special role This can be
expected to include expanding 1ts current CICCR efforts to promote pharmaceutical
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mdustry collaboration and addressing the questions of price guarantees for the
mtemational market for microbicides and issues of potential iability and patent nghts

The group, and USAID 1 particular, should collaborate regularly with international
funding 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 mtemational development banks to support microbicides development

3 USAID should orgamze itself internally in order to pursue microbicide
development 1n a manner that coordinates its various strengths USAID should
establish an mtra-USAID working group on microbicides, with representation from HIV-
AIDS, the Office of Population, and WID as a mimimum A major function of the
working group should be to assure ongomng communication between Health and
Nutrrtion, Population, and any other groups mvolved in microbicides development or
promotion Another function should be to hase with outside agencies and orgamizations
1n a coordnated fashion, providing a voice to represent USAID on the hill, in
mternational conferences, and with other donors A third function 1s to build awareness
and mvite participation from Missions and other groups within the Agency

If the role USAID identifies for itself includes continued support for basic and
prechmical research, the Agency should 1dentify technical experts who have the
necessary range of knowledge and skills and establish mechanisms by which they can
provide real monitoring and gmdance It should consider inng a TAACS or AAAS
Fellow with a microbicides background and give him or her specific direction and
authonzation to coordinate the microbicides portfolio and to carry out USAID’s
substantial involvement rights and responsibilities

For activities funded by USAID, competitive procurement should be employed, with the
expectations and responsibilities of both USAID and the funded agencies clearly

defined This includes activities to be carried out, steps to be followed, interactions to be
developed, and a periodic “formative” review process

USAID should increase investment 1n the gender 1ssues working group to ensure
consideration of women’s health perspectives 1n microbicides development and all other
reproductive health programs These perspectives can be expected to include, but are not
limited to, increasing investment 1n sexuality education, partner communication
strategies, and women’s empower-ment The working group should build on the lessons
learned from the Population Council/ WHAM expenence and seek to develop more
systematic and transparent processes for prionty setting and decision-making regarding
health resources and the design, implementation, and evaluation of programs in the field
The following mechanisms should be considered
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¢  An advisory commuittee, with at least half of the membership being health
advocates not affiliated with contracting or cooperating agencies

»  An external prionity-setting review and comment process for RFPs/RFAs before
they are released for bids

* A clearly articulated process for circulating, reviewing, and recerving comments
on strategic plans

s Altemnative strategies for incorporating the views and concems of local

constrtuencies 1n the design, implementation, and evaluation of programs m the
field

USAID should develop mechanisms to ensure early and meaningful consultation with
community members and leaders for any USAID-funded effort concerning women and
AIDS The mclusion of community inputs should be mandated in the RFA/RFPs
to ensure that this 1s an mtegral part of all acivities Women in the community where
clhimcal tnials are conducted should be included n the planning of the trial and analysis
of the results A community advisory board 1s one of several mechanisms to ensure that
¢ the community has a role 1n identifying and defining problems and nisks,
*  the community 1s included in the dialogue shaping research approaches to the
problem,
+ the commumnity participates actively with researchers and health care providers in
developing responses and setting priorities for intervention strategies (NIEHS
1994)
Wherever confidential information 1s not involved, diffusion of information, questions
and concermns should be disseminated through women's health networks, such as, for
example, the Latin American & Caribbean Women's Health Network

4 USAID should work with other orgamizations to develop a study to answer the
question of whether nonoxynol-9 1s an effective microbicide  The question of the
real utility of N-9 as a microbicide has not been fully resolved Considering that N-9 1s
the only product even close to market availability, the questions concerning 1ts
formulation should to be resolved as soon as possible If uncertamty persists following
meta-analysis of the findings from the two current N-9 studies (of HIVNET and
UNAIDS) and previous studies, USAID should identify a way to design and carry out a
study that avoids the weaknesses of past studies and has adequate statistical power

Who should manage 1t and who should fund 1t should be resolved 1n consultation with
the UNAIDS and the group of collaborating agencies recommended above Unless
another method can be 1dentified, USAID should consider supporting FHI, CONRAD, or
the MRC for the express purpose of contmung N-9 research tnals
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5 USAID should seek opportumties to increase awareness of microbicide
development among decision makers m all collaborating agencies that could
contribute to the process This outreach should include private as well as public sector
organizations, mtermnational as well as domestic

USAID should take as its special responsibility the promotion of the concept, and its
eventual implementation, in the international health commumty Other organizations
with more recognzable scientific credentials should take responsibility for promoting
awareness among the community of scientists involved n basic sciences USAID should
build particularly on 1ts 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 m the South and ensure the participation of women’s
representatives 1 technical advisory group meetings

Among methods from which USAID could choose to foster awareness are (a) searching
for a better term than microbicide, (b) disseminating a periodic 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 (¢)
identifying a well known public figure as advocate and spokesperson for microbicide
research and development

Transparency, wherever possible, 1s fundamental 1n the ultimate success of product use
and dissemination Transparency of any USAID-funded effort 1s the best way to combat
past perceptions of USAID as treating women from the South as guinea pigs on which to
experiment Whenever there 1s a controversial product under development mvolving
previously underserved groups, the process of product development and dissemination 1s
advanced by early involvement of the consumers

6 USAID should find a new mechamsm by which to provide technical oversight
and guidance for preclinical research on microbicides  This function can be
accomplished under a “Microbicides Czar,” a Technical Advisory Group (TAG), or both
Other options include mnovative arrangements with pharmaceutical firms with expertise
1n topical vagimal products and collaborative agreements with other agencies that have
such expertise One possibility 1s an umbrella organization that would provide strong
management to the process and expedite the research through numerous subcontracts, or
alternatively a senies of contracts to the various orgamizations needed to do the research
The evaluation team favors a TAG, certamnly for USAID and possibly for all US
Government agencies working on microbicides, and 1t suggests that the Agency consider
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a microbicides czar who could combine high profile advocacy with access to expertise i
pharmaceutical product development

Set up a Techmcal Advisory Group on Microbicides with participation from FDA,
NCI, NIAID, NICHD, CDC, the Center for Population Research, a women’s health
advocacy specialist, and other USAID-funded projects (CONRAD, FHI, the Population
Council)

Liaison with FDA should be a special concem of the TAG so as to come to general
agreement on an algorithm for microbicide testing and to expedite testing

This TAG should comment on methodology and affect changes 1n study design TAG
members should review in-country efforts, including the involvement of national and

local women's health advocates Women's health advocates and researchers from the

South should be represented TAG members could include HIV/AIDS activists, those
with direct patient contact, and scientific researchers

7 USAID should prepare to play a more central role in chmical trials and eventual
product implementation Because of its local connections with officials and scientists
throughout the developing world, USAID 1s well placed to coordinate much of the Phase
III clinical tnal activities and to build m local participation  Several organizations with
long USAID experience (FHI, Population Council, others) should be available to
contribute to this task

The site being developed by the Population Council 1n Chiang Rau 1s very likely to prove
unacceptable Attention should therefore be directed to potential sites in sub-Saharan
Africa This includes developing collaborative arrangements with local leaders,
scientists, community groups, and women In addition, USAID should plan to fund
social science research relating to microbicides and reproductive health

8 USAID should determine whether 1t can help to ensure a market and profits for
the the orgamization(s) that make(s) and distribute(s) a microbicide By
emphasizing its intention to purchase large quantities of microbicides for introduction
and distribution, USAID can play an important role mm moving the process along,
keeping 1t on track, and removing obstacles USAID should not delegate this role, 1t has
the clout because 1t 1s a major funder of microbicide research and 1s likely to be the
major purchaser of the ultimate product

Because of USAID’s funding for research and development, 1t can also 1nsist on public-
sector pricing and an affordable product
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USAID should seek clanification of product nghts and pncing mechanisms This 1s
especially important with a microbicide because a relatively meffective compound may
have a very limited market in the developed countries
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List of Evaluation Team ¥embers

James Sonnemann, M D, M P H, served as Team Leader A medical epidemiologist who has
practiced medicine 1n Africa and managed a variety of pnmary health care and MCH projects for
USAID, he brings a field perspective to program planning, behavioral research, epidemuclogy, and
disease control Most recently, he participated in the design of the Health Sector strategic
objective results packages for the Guinea USAID Mission Thus, he 1s well versed in USAID’s
results onentation and curreat prionities in the health sector

Jill Gay has wntten extensively on women’s advocacy issues 1n the health field, and served asa
consultant at the Pan American Health Organtzation on ensuning that STD detection and
treatment 1s 1ntegrated mto maternal health and famuly planng services She has written a
background paper on “Women’s Access to Quality Health Services” for the World Bank, and has
worked with NCIH in co-editing a book on The Health of Women A Global Perspective

Sherry Lard, Ph D, 1s a microbiologist on loan from the Food and Drug Admumstration. Asa
staff member of the FDA’s Division of Antiviral Drug Products at the Center for Drug Evaluation
and Research Dr Lard 1s uuquely qualified to examune the regulatory issues surrounding
bringing a new product to the market Her academuc background as a muicrobiologist brings an
understanding of the biomedical 1ssues related to preclimcal and chinical trial designs as well

Gabe Bialy who holds a Ph D 1n Pharmacology, 1s on loan from the Center for Population
Research at the National Institutes of Health With hus extensive experience m new product
development n the population field, he brings expertise 1n how behavioral research links to new
product development, as well as specific knowledge on pharmaceuticals

Cheryl Walker, M D, 1s lughly knowledgeable about chinical research and has followed the
development of microbicides over the past several years Currently on the faculty of the Medical
School at the University of Califormua at Irvine, she brings knowledge as an
Obstetrician/Gynecologist i private practice as well

Jos Perriens, M D, 1s Chuef of the Clirucal Research and Product Development Division for the
Department of Policy Strategv and Research at the Joint Uruted Nations Programme on
HIV/AIDS (UNAIDS) He thus brings techrucal knowledge of the disease, the clinucal research

1ssues and the international perspective He 1s knowledgeable about the contnbutions not only of
UNAIDS but the priorities and activities of other donors as well

Cynthia Green, Ph D, has done extensive work 1n research wrnting and ediung publications
and broadcast matenals on population health, nutriion and drug abuse preventton  With training

in soctologv and demography she s also knowledgeable about behavioral research and health
SEeCtor Issues



USAID Microbicide Program  Strategic Evaluation and Development

Purpo f the Evaluation

This scape of work outlines three Phases for the evaluation and enhancement of
USAID’s Microbicide Development Strategy  The goal of USAID’'s Microbicide
Development Strategy 1s to develop, test, introduce, and provide a safe, effective and
affordable means which women can use to reduce the nisk of sexually transmutted
infections, including HIV USAID has been funding microbicide development activities
since 1893 The end of the current A0S Technical Suppart Project within the Global
Bureau marks the first oppartunity since 1990 to review, reflect and strategically plan to
meet future needs in HIV pravention glcbally An evaluation of existing activities in

microbicide development and the enhancement of the current strategy 1s an essential
part of this strategic planning

Phase | of this evaluation consists of an external and final evaluation of The Population
project initiated in September, 1893 and entitled The Development and Evaluation of

Microbicidal Compounds for Intravaginal Use 1in Preventing the Sexual Transmussion of
HIV

Tne goal of phase | is to assess adequacy of the Population Council's project on
Microbicide Research, Development and Introduction project in addressing it's pnimary
purposes
a The dentification and evaluaticn of a wide range of vaginal microbicidal
procducts including thaose that would allow canception 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
¢ Tne incarparation of a range of womens' perspectives in all steps of the
technology development process from the laboratory to the pharmacy shelf

Tne results of the evaluation of this cooperative agreement will oe used in concert with
Phase !l of USAID's Microbicide Strategy Development Tne goal of phase Il 1s three
fold
1 Strategic analysis of current USAID Cooperating Agency (CA) projects in
Microbicide Develepment and CA capacity to expand or enhance therwr efforts,
2 Strategic analysis of national efiorts 1n microbicide develcoment being
funded tnrough other US Government agenc'es and the private sector,
Investigation of cpportunites to shars experuse and parnershios with other
national entities
3 Analys's of intarna‘ional strategies being corducted by other donors and
multlateral organiza‘ions (e g UNAIDS) Tne purpose cr this phase s to

1
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identify overall global strategies in microbicide develcpment and to identify
possible parinerships for USAID for the future

Tne goal of Phase il is to synthesize the analysis and results of Phases 1 and 11,
identify gaps and provide recommendations to USAID far its future involvement in
microbicide development Tne analysis will address areas of USAID's comparative
advantage in the introduction and use of microbicides in the developing warld
Recommendations will address the role of USAID in the next five to ten years

I Backarcund and Qverview

In early 1693, the Population Ccuncil sukmutted a five-year workplan to USAID for a
microbicide research, develooment, and introducticn intiative which was imitially
envisioned as a cooperatively funded deonor effert budgeted at approximately
$8,000,000 At that time mirumal research on the effectiveness of existing spermicides
agents and novel agents to reduce vaginal transmussion of HIV and other RTls was
being corducted In September 1993, USAID contracted with the Population Council
through a cocoperative agreement (No HRN-5872-A-00-3022-00) under the AIDS
Technical Support Project (ATSP) to suppert this microbicide nitiative centributing
$199,431 for the first year During 1894, USAID renewed the contract with the
Populaticn Council te continue development of this initiative with an estimated two year
award of $800,0C0 In 18¢6, concomitant with the redesign of the ATSP, USAID has
increased the celling of the cooperative agreement and added an additional $300,000
to the Pooulation Council's program for the next six months USAID 1s now initiating an
ex‘ernal evaluation of the progress made by the Population Council, including an
analysis of the need for female-controlled pravention technolegy and the current USAID

strategy in micrabicide develcpment in the context of reiated projects spensored by
other donors and parners

Recommendations for the caontinued funding and strategic develcpment of the

Pooulation Council pregram and mucrobicide develooment as a whole will be
addressad

In the secend cdecade cf the HIV/AIDS pandemic female controlled pravention
technclogv which is efiective safe and available for use in tre deve'ccing world
remains elusive Women paricularly young wemen recresent the mest vulnerable and
fastest growing HIV-infected pcoulation in the warld  Racent studies cenducted in
seventasn sitas arourd the werld by the Internzational Center for Research on Women

concludad that women nead mea*nads to prevent HIV which can be usad vithout partner
k~owledge consant crinvcivement Inthese studies researchers fourd that

D

rcncersensual sex fear of domestic viclence or economic ahardenmert and

dificultes inimitiating or sustaiming discussicns concerning condem use greatly himit the
octions women mught use to praventinfecticn witn kIV or other STDs

2
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Physical Barriers

Gwen these findings what aptions are available for women to protect themselves
against repraductive tract infectians (RTis) in the developing world? The effectiveness
of physical barners (diaphragms cervical caps, sponges and the female condom) are
currently being evaluated for effectiveness in preventing transmission of RTis  Thus
far, the Reality Female Condem appears to be the first female-initiated barrier method
which may be used to prevent RTI (including HIV) transmission  Tne acceptability of

the product has also been analyzed in the developing cauntry context through a USAID
(Population Office) funded program

Non-Prescription Products

Several non-prescription spermicidal preducts which contain bicdetergent ingredients
are availanle in the US and in other countnies (1 &, products containing nenoxynol-9,
benzalkonium chlande and menfegol) Although in vitro evidence has shown that some
bicdetergents, including nanoxynol-9, effectively inactivate HIV, there is no conclusive
chnical data addressing protection against HIV infection Some studies, however,
suggest that biodetergents provide partial protection against cervical infections of
gcnaorrhea and chlamydia Several cantrolled clinical trials addressing the efficacy of
these preducts against RTl and HIV infections are underway in the develeping world
The NiH has funded Family Health International (FHI) and the Camerocon Ministry of
Health to evaluate the effectiveness of a film centaining nonoxynol-9  Additionally,
UNAIDS has cempleted an expanded safety study of a reformulated nonoxynol-8
prcduct, Col-1492 which may have bioadhesive characteristics which improve coating
of the reproductive tract and enhance duration of action  UNAIDS has recently
announced a new multi-center Phase Il efficacy trial of Col-1432 in Cote d'lvaire, South
Arrica and Tnailand, and NIH's HIVNET program 1s about to initiate an efficacy tnal of

Col-1432 1n Kenya Finally the recent evaluation of HIV-NET recommended that the
program should pe increase its micrabicide develocment focus

Necvel Microbicidal Campounds

Researcn to idantiry novel microbicidal compeunds is rapidly expanding The product
cevelcoment path for new products however, 1s leng in adcition te extensive chnical
evaluaticn expensive and time-consuming regrecuctive toxicalegy studies are required
for apcroval Censequently itis unlikely that any navel microbicidal preduct will be
reacdy fer irtrocduction or marksting before the erd of the decade Trus underscores the

naad to refine currant praventicn strateges and resalve questions cencerning the
microcicidal prefie of existing soermicides *
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New~ Procduct Concepts Kill/lnactivate the Virus

Tnere are a number of new preducts formulated to kill or inactivate HIV and/ar other
STO pathcgens which have shown varying degrees of promise  Tnese include

surfactants as well as ccmpounds such as C31G, a mixture of two amphoteric
surfactants in development by Biosyn Like other bicdetergents, the product disrupts

cell membranes and is both spermicidal and microbicidal  Preliminary chinical studies
are underwvay

Several investigators are pursuing the development cf acid-buffering agents as
rasearch indicatas that the survival of free and cell-associated HIV may be highly pH
cependent Tne narmal vagina has an acidic pH, and itis postulated that intravaginal
agents which keep the vagina acidic in the presence of semen may afford some
prctection against infecticn Phase | clinical evaluations will begin this year *

In the categary of natural products, Dr Sharon Hillier of the University of Pittsburgh is
intrating a chinical study using a twice-a-day vaginal suppasitery containing
Lactebacillus crispatus, gonerrhea and bacterial vaginosis will be the principal outcome
indicators in this Phase Il study Lactobacillis 1s not a chemical microoicide, but rather

relies on maintaining ncrmal vaginal ecolegy, characterized by a predecminance of

hydrcgen-perexide preducing lactobacil, to mamntain a low vaginal pH, thereby
increasing resistance to infection

A numter of natural antimicrebial peptides of the protegrnin class as well as magainins,
such as sguzlarmine, have shown potential for broad micrebicdat actvity in vitro  These
leads ars stul in praclinical development Additionally Gessype! and Praneem, (plant

extracts) are currently under investigaticn by the South to Scuth Cellzberation for
Reprcductive Health *

New Prcduct Concegts Inhibitars of Viral Entry

Anctner group of investigaticnal coampounds inhibit viral entry into mucaosal cells
Several campourd classes have shown pramuse In vitra but few have progressed to
clinical siudes Reacently a fermulation of n-decasancl was evaluatad in macaque
monkays whera it was shown to protact 5 out of & monkeys aftar vaginal expasure to

SIV N dccosanal a 22-caraen straight-chain alcohol s also bewrg evaluated as a
tcpical therapy for recurrert herpes simplex infecticrs *

Oniy tre s.'gnated pelymers have besan eva'uated for vaginal acclicat.or in humans
lrvestigzars in Lenden racently comcletad a vaginal safety siudy ¢ vanyirg
dax'nr-2 sulcnats deses in gal formulation as part of tne UK Medical Research

Councils v rucide rasearcn program [15]  Tne Pcoulation Council recently completed a
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Phase | evaluation of PC 213, anather sulphated polymer gel (preliminary data) In
both studies, the daily application of gel formulations of sulphated polymers was well
tolerated and without significant irntaticn  Several agencies are currently pursuing this

compound class and more chnical studies of sulphated polymers are expected in the
near future

New Product Concepts Inhubitars of Viral Replication

Vaginal applications of HIV replication inhibitors are also being explored  While all of
the compounds histed in Table 3 have been discussed, only two have been evaluated in
vive Recently a vagmnal gel centaining PMPA has been shown to have some
pretective action in the SlV/macague medel [18] Tne number of monkeys, however, is
small, and mere werk must e done befcre potential use in humans is explared

To date, the only campaund of this class which has been evaluated in women s
lovinide Janssan Pharmaceuticals conducted a Phase | toxicity trnial in Belgium using
levinide in a suppcsitory with chlochexidine (perscnal communication, Paul Stoffels, July
18€6) Tne preduct was well-tolerated by the study population in Phase | tnials but
further clinical trials are cn hold pending clanficatien of the path to markat *

Given the recent advances in the evaluation of possible preducts, as well as the
increased number of potential partners for USAID in future strategic development of
micrabicides, the overall evaluation of USAID's current funding 1s aporopnate The
purpose of this strategic evaluation of microbicide development efforts 1s (1) analysis of
the gaps in international effarts to develop this much needed preventian technology and

(2) identificaticn of USAID's comparative advantage will be in thus field for the next five
to ten years

*Note Much of the anave overview was taken fram Elias CJ, Ceggins C,
Female-Controlled Methods to Prevent Sexual Transmission of HIV, AIDS,
In prass -- this paper was dernved from the tex* of the plenary lec'ure Chris gave

at the X! Intarnational Conference on AlIDS 1n Vancouver July 1686 - Please see
raview for datails
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HASE |

oulation uncil End of Prai valuation - f War

| Activty to be Evaluated

Project Name The Development and Evaluation of Micrabicidal Compaounds for
Intravaginal Use in Preventing the Sexual Transmission of HIV

Contracter The Populaticn Council

Cocgerative Agreement Number HRN-5872-A-00-3022-00
Star* Date Septembter 1683

Expected Life of Preject (LOP) Cost $1,000,0C0
Obligatiens through 12/85 $38¢9,431

Exgenditures thru 6/S6 $793,156

Il__Statement of Werk The following list of questions regarding the project are meant to
be a guide for the evaluation team The team 1s welcome to add questions or areas for
further consideraticn Tne progress of the team toward achieving the designated

project goals will be determuned by its progress in answering the questions sat forward
at the inibiation of the evaluation

A STD Labceratery at the Pgpulation Council

Tne develcpmrent of new micrabicidal procducts which can be controlled by wamen

requires a state-cf-the-act laboratory and aporopnately trained staff Tne evaluation of
the laboratory at Tne Population Council should therefore address the following issues

1 s the design cf the In vitro screening precess appropriate for the develcpment of an
intravaginal preparation?

2 How efrectively has infarmaticn from other basic research addressing spermicide
anzlysis and HIV (1 e, vaccine development) been used in develoging screening
preteeals for develcoment of a microbicide in a developing country cantext?

3 have the in vitro assays beean used effectively to screen compound activity agamst
ctner S70s?

4 Does the in vive mecel measurning activity against Chlamydia and Herpes Simplex
viras adequataly evaluate formulation effectiveness”?
5 Hcw do amimal medels fitinto a strategic develepment plan?

€ How will amma' mede's be effectively managed within the laboratery for cptimal
res.lis?



7 Is the Courcl’s wark an bicengineered anti-microbials or naturally occurring
antrmucrctial peplices applicable to microbicide development?

8 Is the Courcil's investigation of the role of genital tract secretions on microbicide
efficacy useful?
8 What sigruficant advances has the Center for Biomedical Research STD laboratory

cantributed ta micrabicide develcpment and how are these activities viewed by their
peer scientists?

10 Haow ara pnonty areas of research determined?

11 How could the research agenda be improved to achieve the overall objectives of the
pragram?

B Formulaten at the Pop Council

1 Which formulations have been investigated, and was the investigation conducted
approprately”?

2 lIs the Center for Biomedical Research equipped to handle the farmulation of »
preducts in the future?

3 how will findings from the Pragrams Division behavioral research be used to affect
preduct formulation decisions?

4 How effectively are product farmulations tested in the STD laboratory?

5 How s the decision made to take a preduct from the laberatory to the clinical stage?

6 Is Tne Population Council the most appropnate institution to perform product
formulaticn research?

C Clinical Resaarch through the Pop Counclil

1 What clinical resesarch has been completed to date?

2 How are decisions to advance of a patential micraticide through development
made?

3 How ara decisians to terminate development of a potential microbicide made?
4 Are additenal Phase | studies planned?

5 Will The Council's existing network of clinical sites be adeguate for microbicide

rasearcn? Ir nat, what is needed, and at what cost? Is Tne Caouncil the most
apcropnate condutt to identiry and utiize clinical sites?

6 How ars potential sites for larger-scale effectiveness/efficacy trials being identified
and evelLated?

7 Howwil currant and planned behaviaral ressarch affect clinical trial design?
8 Is Tne Pecculation Council willirg to perform climical trials an formulations or
compeurds nct davelcoed witnin therr own lateratary?

¢ Urdar wha* crcumstances would Tne Pogulation Council be willing to test potential
rucrccicdes not develeced witnun thewr own lakoratenes”?



D Consultative Meetings and Collaboration

1 How has collaberation with women's health advccates influenced The Council's
micrabicide develapment effort?

2 Do Women's Health Advocates and the scientists view this effart as useful?
3 Haow could this collaboration be improved?

4 What are the major accamplishments forged by Women's Health Advacates and The
Population Council?

5 Has this collaboration influenced other efforts of The Population Council?

€ How has the Council's participation in the Interagency Working Group on Vaginal

Microbicides contributed to both Tne Council's scope of wark and to the intemational
microbicide effort?

7 Whats the relationship between Tne Population Council and other USAID funded
Ccoperating Agenc'es which address micrebicide development (CONRAD and FHY)?

8 Dces the collaboraticn allow for optimal progress toward the goals of the stated
pregram?

E Coordination and Communication

1 Have the Center for Biomedical Research and the Programs Divisicn within The
Population Ccunci callaberated effectively?

2 Has Tne Population Council micraticide effort effectively drawn upon expertise
within and outside Tne Population Council to meet its objectives?

Il Proiect Managemert and Funding

A Management within the Populaticn Council

1 Staff and Facilities

a Is the pragram adequately and appropriately staffed ta achieve the stated

cbjectives? Are any changes needed to achieve the objectives required?
2 Preject Management and Admunistration

a Is the management structure of the pregram appropriate to project goals?
b Hcw is infermation cencerning potential microbicides made pubhic?

B Dccumentatcn and Financial Reperung

1 Are raguirad documents and financial iInformaticn/reparts submitted to USAID on
tme?



® = Funding Levels

1 Which denars have contributed to this multidonar effart and at what level have they
cantinued?

® 2 Which daners are currently funding companents of The Council program, for what
purpose and at what level?

3 Are current funding levels adequate? What level of funding is needed to achieve the
pregram's purpase using the current design?

D USAID Management

1 Has USAID previded adequate and efficient technical and managenal oversight?
2 How has USAID been invalved in technucal management and planning?
@ 3 How could USAID's technical and management oversight be improved?

IV Metheds and Pracedures Mast of the data for the evaluation is expected to be
callected through interviews and from existing documents A list of existing data
sources and suggestions for procecures to be followed are histed below

A. Pcoulation Staff fer interviews

Chrstine Bunllo, Jr Research Technician, Center for Bicmedical Research

Chnistiana Ceggins, MPH, Staff Assaciate, Pregrams Division

Christopher J Elias, MD, MPH, Seniar Stafil Asscciate, Programs Division, Tne
Pcgpulaticn Council, Bangkak, Tnailand

Charloke Ellertsan, MPA, PhD, Pregram Asscaate, Pragrams Divisian
Qarrell Fortenct, Research lnvestigatar, Center for Biomedical Research

Barbara Friadlard Administrative Assistant/Secratary Pragrams Division

Elcf Jerarsscr, MD Vice Pras dent Certar for Bicmedical Research (as of
g/1/s8)

izazeth McGrery MPH Staf Asscaiz*e Pregrams Bivisen

vasra Mandoncz PRD Post-docteral fellev: Centar for B.amedical Resazren
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Davd Phullips, PhD, Senior Scientist, Center far Biomedical Research
7« Tan, Research Investigatar, Center for Biomedical Research

Beverly Winukoff, MD, MPH, Director, Reproductive Health

Vanaja Zacharopeulos, Research Investigator, Center for Biomedical Research

Articlés published, subrfitted dr presented
hristian n

Faunces A, Elhias CJ, Ccggins C "Spermucides and Barner Contraception ™
Current Opurion in Obstetncs and Gynecclogy 1994, 6 552-558

hrstcoher 1t

Peer-raviewed Articles

Elias CJ, Leanard A "Family Planning and Sexually Transmutted Diseases The

Need to Enhance Contraceptive Choice * Current Issues in Public Health, 1985,
1181-19¢

Heise LL, Elias CJ "Transforming AlDS Prevention to Meet Waomen's Needs A

Focus on Develcping Countries " Sacral Scrence and Medicine 1885,
4Q(7) €31-843

Elias CJ, Haise LL "Challenges for the Development of Female-Controlled
Vaginal Microbicdes " AIDS 1994, 8 1-8

Techrical Reperts and Woarking Papers

Elias CJ et al "Recommendatians for the development of vaginal microbicides”

frem Tne Intamaticnal Working Group on Vagmnal Microbicides AIDS 18S6, 10
(8) 1-6

GrantJ Elias CJ (2ds ) "Partnership fer Prevention A reoor of 2 Meeting
Be-waar Scentsts, Advccates, and Pregram Planners ™ Eberi Pragram for

Crit cal Issues in Reorocuctive Health and Peooulztion New York Tne
Pcculation Ceuncil 1884

Ehzs CJ "Saxual and Racreductve Healtn Advocacy for Actien ' International
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Roundtable on Women's Health Bellagio, italy Advocacy for Women's Health,
1694

Ehas CJ, Lecnard A, Thampson, J "A Puzzle of Will Responding to
Repraductiye Tract Infectians in the Context of Family Planning Pragrams ®

Conference Paper Afrnca Operations Research and Technical Assistance
Project Naircht, Kenya, 1993

Elias, CJ, Haise LL "The Development of Microbicides A New Method of HIV

Prevention far Wamen ™ Pragrams Division Working Paper No 6§ New York.
The Population Council, 1993

Elias, CJ "Enfermedades Transmitidas Sexualmente y la Salud Repreductiva

de las Mujeres en Paises en Vias de Desarrallo " Programs Division Working
Paper No 27 Mexico City The Populatien Counctl, 1883

Book Chapters

Elias CJ, Heise LL, and E Gollub  "Female Controlled Prevention Methads of
HIV" In AIDS in the World The Global AIDS Policy Coalition (forthcoming)

Elias CJ, Heise LL "Challenges for the Development of Female-Controlled

Vaginal Microbicides " In Women's Expenences with HIV/AIDS  Ankrah, EM
and Long L (eds ), Columbia University Press, 1986 (forthcoming)

Elias, CJ "AIDS An Agenda for Population Policy " In Beyond the Numbers A

Reader on Population, Consumpticn, and the Envircnment Mazur LA (ed )
Island Press, 1884

Elias CJ "Cntical Issues Cancerning the Accessibility of Essantial AIDS Related
Health Technologies for the Developing World " In AIDS, Heailth and Human

Richts MannJ, Dupuy C (eds) Lyon, France Fondaton Marcel Merneux,
1883

Elias CJ and LL Haise  "Ncnoxyncal-@ the need for palicy in the face of
urcertamnty " (Letter) AIDS 1985 3 311-312

Ehias CJ "Reaorcductive Tract Infacticns Gicbal impact ard Priartes for

Wemen's Racroductive Health by Adrenne Germain, et al (eds) (Boak
ravew) Reproductive Healtn Matters 1 111, 1663

Elzs CJ "Sexual Behavicr ard Nah.orking  Antnracclegical ard Scaia-Cultural
S.wcies on tne Transmiss on of HIV by Tim Dysan (ed ) (Beok review)
Poculation and Development Review 18(1) 204, 1983
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Selected Inwvited Presentations

"Female-Ccentroiled Methods to Prevent Sexual Transmission of HIV,” Plenary
lecture given at the X/ International Conference on AIDS, Vancouver, BC,
Canada, July, 1986 (to be published in the journal, AIDS)

"An Overview of Interventions to Address Repraductive Tract Infections *

Working Group on Reproductive Health Thne Populatian Council, Carrg, April,
1866

"Development of Vaginal Microbicides " Sympasium on Wemen and AIDS

Trurd International Conference an AIDS in Asia and the Pacific Chiang Mai,
Tnailand, September, 1885

"Barrer Preventian Methods of Preventing HIV Infection * Panel Discussion

Trurd Intermational Conference on AIDS 1n Asia and the Pacific Chiang Mai,
Thailand, Septembter, 1895

"Challenges for the Development of Vaginal Microbicides " Presenter and

Sessicn Co-Chair "Female Controlled Metheds of Prevention " Xth Intermational
Confersnce on AIDS Yaokohama, August, 1884

"Sexual and Reprcductive Health Advocacy for Action " Intemational
Roundtable on Women's Health, Organized by the Commanwealth Medical

Assoc.aticn on behalf of Advocacy for Women's Health, held at the Rockefeller
International Conference Center, Bellagio, ltaly February 1584

"STDs and the Reorcductive Health of Women " Warkshop INCLEN
Reproductive Health Working Group, Chiang Mai, Tnalland, January 1984

"Female-controlled Methods of Prevention " Session Chair  IXth Intermational
Confzrence on AIDS Berlin, June 183

Dayvd Phillios

Pearce-Prat R Phillips DM Studies on acherance of lymphcecytes to epithelia
Imolicaticns for sexual transmussicn of HFIV Biol Recrod 1683 48 431-443

Tan X Pezrce Pia" R, Phillips DM Productive infection cf a cervical epithelial
cel hire witn human immuncdaiciency vrus imphcations for sexJal

transmussion J Vrol 1883 67,8447-8452
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Pearce-Prat R Malamud D, Phillips DM Tne rale of the cytoskeleton 1n

cell-to-cell transmission of human immuncdeficiency virus J Virol
1564 68 2898-2805

Philips DM Tne role of cell-ta-cell transmussion in HIV infection AIDS
1854,8 718-731

Philips DM, Tan X, Pearce-Pratt R, Zacharapoulos V Towards developing a
vaginal formulation which will prevent infection by human immuncdeficiency
virus In Gillet J-Y, Bangain A, eds 2nd Intemational Symposium on AIDS and
Reproduction Montpellier, France Sauramps Medical Pub, 1994 229-238

Philips DM, Zacharopculos V, Tan X, Pearce-Pratt R Mechanisms of sexual

and transplacental transmission of human immunadefic.ency virus Trends in
Microbiology 1994,2 454-458

Philips DM, Tan X, Pearce-Pratt R, Zacharopoulos V' An assay for HIV infection
of cultured human cervix-denved cells J Virol Methods 1995,52 1-13

Zaretzky FR, Pearce-Pratt R, Phullips DM Sulfated Polyanions Blcck Chlamydia

trachomalis Infection of Cervix-Denved Human Epithelia Infect Immun
1985,63 3520-3528

Pearce-Pratt R, Philips DM Sulphated pclysacchandes inhibit
lymphocyte-to-epithelial transmussion of HIV  Biol Reprod 1996,54 173-182

Phillps DM Intravaginal formulations to prevent HIV infection Perspectives in
Drug Discovery and Design Vol 5§ Ed J Fantimand J -M Sabatier pp 213-223

Percti M-E Tan X, Philips DM, Pclar secretion of HIV from primary monocytes
J Virology In Press

Tan X, Philips DM Mcnaocyte-mediated infection of a cervical epithelial cell line
with primary isolates of human immunodeficiency virus Arch viral In press

Burllo CA, Fontenat JO, Phullips DM Mouse madel far sexual transmussion of
Crlzmycia trachomalis Infect Immun Submitted

Fortenct JD Zacharocculos V Philipgs DM Proline-R ch Tandem Repeats of
Antccdy CORs Bind and Neutralize HIV-1 Paricles J Virology (In Press)

Patlgs DM Tan X Early Events in HIV Induced Syncy*a Formation Viralogy
(Stbmutiad)



D Financial Records

Please refer to the following reports

First Quarter 1996, submutted by J Tuite, Comptroller (6/20/96)

Fourth Quarter 1995, submitted by J Tuite, Comptroller (6/13/396)

Second & Third Quarters of 1995, submutted by J Tutte (1/29/96)

Furst Quarter of 1995, submitted by J Tuite (1/29/35)

Fourth Quarter 1994, submutted by J Tuite (6/22/85)

Fiscal Report No 4, submitted by J Tuite (2/1/35)

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

Estimated Fiscal Report No 2, submitted by Richard Balzano, Comptraller

(5/25/94)

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

E
Microbicides

MEMBER

Maria Betania Avila

SOS Corpo

Rua Major Codecerra, 37 Santo Amaro
5010Q0-070 Recife, PB, Brazil

Tel (55) 81-423-3044

Fax (55)81-423-3180

ALTERNATE

Simecne Grllo Diniz

Coletwo Fermirista Sexualidade e Saude
Rua Bariolomeu Zunega, 4+
Pirherros

03425-020 Sac Paulo, SP, Brazid
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Tel (55) 11-212-8681
Fax (55) 11-813-8578
Email cfssaude@ax apc org

Dr Rani Bang

SEARCH (Scc.ety for Education, Action and
Research in Community Health)

Nagpur Business Centre

8 Wardha Road, Near Lokmat Square
Nagpur, India 440012

Tel (91) 7132-22403 (Home tel/fax)

Tel (91) 7132-44Q7/4408 (Office tel)

Mary Bassett, MD, MPH
Harlem Prevention Center
NNR-524

506 Lennox Avenue

New York, NY 10037

Tel 212-838-4150

Fax 212-83¢-4144

cr

Dwisicn of Epidemiciogy
Columbia Scheoal of Public Health
Neaw York, NY 10032

Tel 212-305-7886

Fax 212-305-8413

Email mio22@columbia edu

MEMBER

Amparo Claro

Latin American and Canbbean Women's Health Network-RSMLAC

General Jofre #0137, Depto 201
Providencia

Casilla Pcstal 30610

Sa~tiago 1 CHILE

Te' (3¢) 2 £34-€826/7 (Oriice)
Fax (38) 2-€34-7101

Tzl (3€)2 228-7189 (Home)
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ALTERNATE

Adrnana Gemez

Latin American and Carnbbean Women's Health Network-RSMLAC
General Jofre #0137

Depto 201

Providencia

Casilla Pgstal 50610

Santiago 1, Chile

Tel (58) 2-834-8828/7

Fax (58)2-834-7101

Sylvia Estrada-Claudic, MD
Ortfice 1118 Sct Lozano Street
Quezaon City Philippines

Home Parkplace Townhomes

N Reyes Street, Xavierville
Quezon City Philippines

Tel & Fax (€3) 2-984-803 (Office)
Tel & Fax (83) 2-9$8-665 (Home)
Emal sclaudic@phit Gn Apc Org

Marlyn Ruara-David

Oriice Room 20¢€ Medico Building

San Mugue! Avenue, carner Lourdes Raoad
Pasig 16C0, Phiippines

Tel §32-631-3874

Fax 632-831-3877

Home 24 Macoga Sirset,

Valle Varde |

Pas.g 160Q Philipcines

Tal and Fax (83) 2-671-2404

Lon L Haise

heal’'n arcd Devealcoment Palicy Project
6330 Carroll Avenue Suita 430
Takcma Park MD 20812

T2' 301270-1182

Fax 301-27C-2052

Ema!l IFraise@igc ape arg

G
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Vicki Legion

San Francisco State University
Dept of Health Education
Community Health Warker Training
1600 Holloway Avenue

San Francisco, CA 84132-1722
Tel 415-338-3034
Fax 415-338-057Q

MEMEBER

Florence Manguyu, MD

Medical Women's International Association
P O Box 41307

Natrctl, Kenya

Tel (254) 2-741-6888/5

Fax (254) 2-441-753 (Alt fax 711177)
Tel (254) 2-442-851 (Home)

Email fmanguyu@ken healthnet org

Mailing address for packages
Doctor's Plaza

Aga Knan Hospital
Narcty, Kenya
Tel (2354) 2/741-665/6

ALTERNATE

Dr Jare Muta

Dect of Apclied Nutntign
University of Nairobt

P O Bex 41307
Nairetr Kanya

Wemen's Health Action Foundation (WHAF)
P O Ecx©4283

1C2CS AG Amstardam
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viailing address for packages/delivenes
Dcomselaer St #52

10€3 MA Amsterdam

Tne Netherlands

Tel (31) 20-663-2002

Fax (31) 20-6835-3002

Email 101525 250@compuserve com

Anita Harden, Ph D

Medical Anthrcpalegy Unit

University of Amsterdam

O Z Achterburgwal 185

1012 DK Amstardam, The Netherlands
Tel (31) 20-525-2621/2670

Fax (31)20-525-3010

Email a71506ah@horus sara nl

Suszan Weed

Internaticnal Wemen's Health Coalition
24 East 21s! Street

New York, NY 10010

Tel 212-878-8500

Fax 212-879-8CQ%

Email whe@ige ape org

Adrienne Germain

Internaticnal Wemen's Health Coalition
24 East 21st Street

New York, NY 10010

Tel 212 §7¢-8300

Fax 212-€75-SQ0S

Email whc@ige apc org

MEMBER

k2 Esu-Wiliams

C
cciet / fcr Wemen and AIDS in Africa
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Tel (234) 87-224838
Fax (234) 87-220143

Alt EW
President, SWAA
U of Calabar
Calabar, Nigena

ALTERNATE

Muneld Harns®
1230 Pendleton, #5
Columbia, SC 29201
Tel 803-748-1043
Fax 803-777-62S0

emal munelh@univscvm ¢sd scarolina edu

USAID data sources and contacts

1 Ccoperative agreement

2 Yearly PIOfTs for this Cocperative agreement
3 Reports submutted by the Pop Cauncil
4 Indviduals to contact

Dr Helene Gayle, former chief HIV/AIDS Division, USAID

Dr loanna Tnhivas, former technical Advisar to Population Council, HNOffice
Dr Jacob Gayle, former chief HIV/AIDS Division, USAID

Mr Victor Barnes, Deputy Director HIV/AIDS Dvision

Dr Jeanine Buzy former technical advisor to the Papulation Council, HN Office
Dr Paul Delay chief, HIV/AIDS Diwvision, USAID

Dr Jeff Spieler, Chief, Research Divisian, Office of Population, USAID

Dr Felice Apter, technical advisor to the Population Council, Population Office
Dr Barbara de Zalduondoe, technical advisor, HIV/AIDS Division, USALD

T O OO0 ON

I/ _Evzluaticn Team Compaosition

Tne avaluaticn team should be compaosad of individuals with the following skills

1 Ccmprenengve kncwladge of microbiology virolagy and amimal madel tasting as
we !l as soeafic knawledge regarding sexual transmussion of HIV and other STDs
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2 Knowledge of reproductive biolcgy paricularly related to fertihization and
immunolagy

3 Biomedical research skills and proegrammatic experience
4 Knewledge of praclinical and clinical tnal design and develcpment

§ Familianty with new preduct development process vis-a-vis FDA requirements and
ndustry

6 Experence in developing patential clinical tnal sites
7 Understanding of the rcle of women's health advecates or experience as an
advecate

8 Knowledge cf the role of behavicral research in product development

BHASE 1

The goal of Phase 1l in the evaluation and enhancement of USAID's Microbicide
Development Strategy, are the identificaticn of prejects in microbicide development
currently supported by USAID pariners, partner capacity and plans fer the future, and
potential partnerships for the enhancement of USAID's current strategy

Phase Il consists of three levels of analysis

Level 1 (USAID ard parners) ldentification of strategies being employed by
USAID Caocerating Agencies (cther than the Population Ceuncil) which are
funded by the Population Health ard Nutntion Center (including FH! and
CONRAD) examination of the capacity of these CAs for future strategic
development

Level 2 (Natcnal governmental agencies) Analysis of curreat and planned
naticnal strategies and activities ¢f other U S Government Agencies and prvate
sector crganizations Examunation of these strategies will fecus cn the ways in
which these external strategies can ke usad to shage USAID's strategy, and
identfy arsas where USAID can work in partnership with these organizatians
Level 3 (Internaticnal organizaticns) Muttilateral organizaticns including
UNAIDS and other donors have developed strategies for microbicide
develcpment Tnerr current and future plans will efract the prenties USAID will

cncasa for the future ard will belp shace potential parinerships between these
organizations and USAID

Ovarza!l tre gurpese of the aralyss a~d synthes.s of the s'rategies and actvities of
ctie- doners mrultlatarals US Gevarnment ard USAID Ccceeratrg Agencies isto
inform USAID abcut petential gacs as well as cecerunities for pa~nerships which may
enrz~c2 USA'D s micreticide develcemert straregy cvear the nex* five to len years
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[_Sccoe of Wark
A Level1 USAID Cooperating Agenctes (CA)

a What corporate commitments exist within USAID's Coaperating Agencies for
microbicide development and introduction?

b What strategies are being used by CAs to develop and intraduce microbicides in the
develocping werld?

c What activities are currently being funded by USAID? To what extent are they
funded by other donaors?

d Whatis this CA capatie of achieving in microbicide development and introduction
given adeguate funding?

e What cauld this CA achieve with little to no extra funds specifically earmarked for
microbicide development and intraduction?

f Whatweculd be financially required to fuifill the stated capability of this CAin
microbicide develcpment ard introduction?
¢ |s the CA caommitted to this project?

B Level2 National Strategies

a What are the currently existing and planned strategies within the NIH and CDC for
microbicide develepment which would be applicable to the developing world?
b Hcow much financial supoort have these agencies allocated to these goals?

c What new funding 1s being allocated to microbicide development which could
pctentially be available toc wemen in the developing world?

d Faorwhat time pericd have these strategies been develaoped?
e When will existing strategies be reviewed?

f What major gaps in allccation of rescurces and expertise have been identified by
these groups?

¢ What do these instiutions see as USAID's comparative advantage?
h How cauld USAID werk 1in partnership with these institutions efforts?

21
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C Level3 International Strategies

a What are the currently existing and planned strategies of bilateral and multiateral
dancrs for microbicide development which are applicable to the developing world?

b What are the existing resource levels which are allocated to these goals?

c What new funding has specifically been allocated to develep microbicides
aporopnate to women in the developing world?

d Whatis the time line for these projects?
e When will existing strategies be reviewed?

f What do these inshituticns view as the major gaps in allecation of resources and

exgeruse in achieving the availability of a microbicide?
¢ What do these institutions see as USAID's comparative advantage?
h What could USAID provide in partnership with these institutions efforts?

Methaod of Analysis Mast of the data for the evaluation is expected to be collected
through interviews and from existing documents A list of existing data socurces and

suggestions for procedures to be fellowed are listed below

List all reviews and decuments which address the state of microbicide development

globally

1 CONRAD Pgp Tech Evaluation 1985

2 Naticnal Institute of Allergy and Infectious Diseases 1985 Update on Taopical

Micrabicides

Agencies and Individuals to contact

USAID Cocperating Agencies

CONRAD

Dr Henry Gabelnick
Diractor

CONRAD Pragram
tel 703-524-4744

Dr Les Clayoocl
CONRAD Program
te' 703-524-4744

/lO



Fii

Mr Ron Roddy
Senicr Epidemiclcgist
PO Box 13850

Rasearch Tniangle Park, NC 27709
te! 919-544-7040

fax 9139-544-7261

Naticnal Strategies

NiH
Dr Nancy Alexander

Chief, Contraceptive and Development Branch

National Institute of Child Health and Development
tel 301-486-1681

Dr Penelope Hitcheoek
Chief, Sexually Transmitted Diseases Branch

Nztional Institute of Allergy and Infectious Diseases
tel 301-403-0443

Dr Zeda Rasenberg

Senicr Scientist, Efficacy Trials Branch, Dwvision of AlIDS

Naticnal Institute of Allergy and Infectious Diseases
tel 301-486-6177

CDC
Dr Helene Gayle

Directar Center for HIV, STD, and T8 Preventian
ta!l (404)€38-80Q0

Dr Ka'y lrwin

Medical Eaidemiclegist Epidemiclogy Branch
Dw's cn ar HIV/AIDS Preventian
tsl 4C4 €3¢ 6148

Or A-n Deerr

IV Secticn Chief, Wamen's Healtn and Fertility Branch
Divis ¢n cf Raoreductive Health, COC
tsl 4C4 438-5250

N
[



Private Sector

Or Barbara Brummer

General Manager, Advance Care Praducts,
Johnsan and Jehnson

1001 US Route 202

Rarntan, NJ 08868

(908) 874-2450

Ms Anne Marne Comer
Presicent, Biegyn

3401 Market Street
Philadelphia, PA 18104
(215) 387-3332

QOther Doners
Dr Alan Stone

Medical Research Caouncil
20 Park Crescent

Laondcn W1N 4AL, United Kingdom
tel 44.171-838-5422
Dr Lieve Fransen, EU

UNAIDS

Dr Jos Pernens

Chief Chnical Research and Product Development

UNAIDS
tel 41-22-791-44586

Dr Lutvan Damme

Institute of Tropical Medicine
Nicrobiclegy Department
Nahcna'e stratt 155

2CC0 Anbhverpen, Belgium
(32 3) 247 63530



BHASE Hl,

The goal of Phase lll 1s to synthesize the analysis and results of Phasesland Ii, to
identify gaps and to provide recommendations to USAID for future involvement
addressing USAID's comparative advantage in relation to their partners in Microbicide
Development far introduction and use in the developing world Recommendations
should address the next five to ten years

April 30, 1997
U \ABLOOM\DOCS\MICROB\MICRQ437 EVA
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ANNEX B

List of Persons Contacted

USAID/Washington
SA-18, Washington, D C 20523

Amy Bloom, M D, Techmical Advisor, HIV-AIDS Dwsion, Office of Health and Nutntion
Paul Delay, M D, Chuef, HIV-AIDS Division, Office of Health and Nutntion

Felice Apter, Ph D, Research Adwvisor, Research Division, Office of Population

Jaynell Smuth, Project Admurustrator, Office of Health and Nutniion

Jeffrey Spieler, M S, Chuef, Research Division, Office of Population

Former USAID Staff

Dr Jeaine Buzy, former Techmcal Adwisor to Population Council Microbicides Project,
P O Box 1404, Bathurst, NSW, Australia. Tel. 063-376-649, E-mail jbuzy@xx net au

Population Council
One Dag Hammarskjold Plaza, New York, NY 10017
Tel 212-339-0500, Fax 212-755-6052, E-mail pubmnfo@popcouncil org

Margaret Catley-Carlson, President
Sandra Arnold, Vice President, Corporate Affairs

Center for Biomedical Research
Weiss Research Building, 1230 York Ave , New York, NY 10021
Tel 212-327-8731, Fax 212-327-7678

David M Phullips, Ph D, Seuor Scieatist
Chnistine Bunllo, Research Technician

Kuim Chesbrough, Juruor Research Technician
Robin Maguire, Research Techmcian

Vanaja Zacharopoulos, Research Investigator

International Programs Division
One Dag Hammarshjold Plaza, New York, NY 10017
Tel 212-339-0500, Fax 212-755-6052

Charlotte Elletson M P A Ph D, Program Associate
Chrnstuana Cogains, M P H, Saaff Program Associate

C Elizabeth McGrory M P H Staff Program Associate
Barbara Friedland, Admurnustrative Assistant/Secretary



Thailand Office of Population Council

P O Box 11-1213, Nana Post Office, Bangkok 10112, Thaland
Tel 66-2-2514766/2517066, Fax 66-2-2555513

Chnstopher J Elias, M D , M P H, Semuor Staff Associate

Contraceptive Research and Development Program (CONRAD)
Henry L Gabelmck, Ph D, Director
1611 North Kent St, Surte 806
Arlington, VA 22209

Tel 703-524-4744, Fax 703-524-4770, e-mal hgabelmck@conrad org

Women’s Advocacy

Harvard Medical School
Seeley Mudd Building
250 Longwood Avenue, Room 204
Boston, Mass 02115
(617) 432-0359
Deborah Anderson, M D,
Associate Professor of Obstetrics, Gynecology and Reproductive Biology

Latin Amencan and Carnbean Women'’s Health Network - RSMLAC
General Jofte #0137, Dept 201

Providencia
Casilla Postal 50610
Santiago 1 CHILE
(56) 2-634-9826
Ms> Amparo Claro

International Center for Research on Women
1717 Massachusetts Ave, NW
Washingron, DC 20036
(202) 797-0007
Dr Gesta Rao Gupta
President



Health and Development Policy Project
6930 Carroll Avenue, Suite 430
Takoma Park, MD 20912
301) 270-2052
Ms Lono Heise
Co-Director and WHAM Member

Ms Jodi Jacobson

Women's Health Advocates on Microbicides (WHAM)

1230 Pendleton #5C
Columbia, South Carolina 29201
(803) 777-1807

Ms Murnel Harmis

Past President, Society for Women and AIDS m Affica (SWAA)

WHAM Member

Boston Women'’s Health Book Collective
240-A Elm Street
Somerville, Mass 02144
(617) 625-0277
Ms Judy Norsiglan

National Women’s Health Network
514 10th St, Suite 400, NW
Washungton, DC 20004
(202) 347-1140

Cindy Pearson

Director

Center for Disease Control
Dmvision of Reproductive Health
4770 Buford Highway, NE
Atlanta Georgia 30341
(770) 488-5250
Dr Rebecca Cabral
Research Psychologist

National [nstitute of Allergy and Infectious Diseases
Bethesda MD 20852
(301) 402-0443

Dr Penelope Hitchcock

Chief Sexually Transmutted Diseases Branch

Ceatar for Disease Control



Epidermuiology Branch
Dwvision of HIV/AIDS Prevention
(404) 639-6146

Dr Katy Irwin

Medical Epidemiologist

National Institute of Allergy and Infectious Disease
Bethesda, MD 20892

301) 496-6177
Dr Zeda Rosenberg
Seruor Scientist, Efficacy Trials Branch

International Women's Health Coalition
24 East 21st Street
New York, New York 10010
(212) 979-8500
Ms Susan Wood

Columbia School of Public Health
600 W 168th Street
New York, New York
(212) 305-3929
Allan Rosenfield, M D
Dean

Johnson and Johnson

1001 US Route 202

Rartan, NJ 08869

(508) 874-2481
Dr Barbara Brummer
General Manager
Advance Care Products

National Black Women’s Health Project
1211 Connecticut Avenue, NW
Suite 310
Washington, DC 20036
(202) 835-0117
Ms Julia Scott
Director



USAID’s Role 1n Microbicide Development
In addition to the above contact persons

Medical Research Council
Alan Stone

National Institute of Allergy and Infectious Diseases
Bethesda, MD 20892
(301) 496-6177

Dr Roberta Black

Dr Roger Miller

Dr Zeda Rosenburg

National Cancer Institute
Bethesda, MD 20892
(301) 456-4000

Dr Stringer Yang

Office of Women in Development, USAID
Arlington, VA
(703) 875-816-0291

Laune Kneger, Ph.D
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ANNEX C
List of References

USAID Documents

Cooperative Agreement No HRN-5972-A-00-3022-00, “Microbicide Research, Development
and Introduction,” September 29, 1993

Amendments to Cooperative Agreement No 1, dated November 15, 1993, No 2, dated August

4, 1994, No 3, dated Apnl 21, 1995, No 4, dated July 6, 1995, No 5, dated September 13,
1996, and No 6, dated June 13, 1997

US Agency for International Development, “USAID Microbicide Program Strategic Evaluation
and Development [Scope of Work for the Evaluation Team] ” Arlington, VA. USAID, 1997

Scope of Work and Budget for Year One, subrutted on April 16, 1993
Scope of Work and Budget for Years Two and Three, submitted on Apnl 21, 1994

Scope of Work and Budget for Year Four, submutted on May 1, 1996

Population Council Reports
Techmcal Report for First Year Activities, submtted on December 5, 1994
Technical Report for Second Year Activities, submutted on January 17, 1996

Techrucal Report for Third Year Activities, submtted on ?7? [CALLIE CAN YOU FIND THE
DATE"?7]

Funancial reports

First Quarter, 1996 submutted by J Tuite, Comptroller, June 20, 1996

Fourth Quarter, 1995, submutted by J Tuite, Comptroller, June 19, 1996

Second and Thurd Quarters of 1993, subautted by J Tuite, Jaouary 29, 1996

Furst Quarter, 1995, submutted by J Tuite, January 29, 1995

Fourth Quarter 1994 subrmutted by J Tuite, June 22, 1995

Fiscal Report No 4, subrutted by J Tuite, February 1, 1995

Fiscal Report No 3, subrutted by Richard Balzano, Comptroller, November 18, 1994
Estimated Fiscal Report No 2, subrrutted by Richard Balzano, Comptroller, May 25, 1994
Fiscal Report No 1, subrmutted by Richard Balzano, Comptroller, Aprl 27, 1994

Other Technical Documents (excluding Population Council Publications in Annex H)

Biswal Nilambar et al (eds) 1994 Procesdings of the First Workshop on Antiviral Claims for



Topical Anuiseptics, May 31-June 1, 1994 Wastungton, DC U S Food and Drug
Admumnstration

Bruce, Judith 1987 Users’ perspectives on contraceptive technology and delivery systems
Highlighting some fermunst 1ssues Technology in Society 9 359-383

Cohen, Myron S etal 1997 Reduction of conceatration of HIV-1 1n semen after treatment of

urethntis Implications for prevention of sexual transmussion of HIV-1 Lancet 349 (June 28,
1997) 1868-1873

Ellertson, Charlotte and Beverly Winkoff 1996 User perspectives 1n fertility regulation

technology and services A conceptual o.erview and market analysis New York Population
Council, November 23, 1996

Gollub, Erca L [no date] Protecting women from STD/HIV Research experience and lessons

learned with hierarchical counseling among women at high nisk in Phuladelphia Philadelphua
Department of Public Health

Hardon, Amta The role of social science research 1n the development of microbicides Umniversity
of Amsterdam, Apnl 1997

Harper, Michael TK et al Final Evaluation of the Population Council Programmatic Grant LTS
Corporation for the U S Agency for International Development Office of Population, April, 1954

Ijsselmuiden, Carel 1997 Some ethucal aspects of HIV/AIDS prevention tnals Protecting
subjects aganst research nisks and ensurnng a fair distnbution of potential research benefits
Presentation at the WHAM Meeting, Washington, D C Apnl 1997

International Working Group on Vagnal Microbicides 1996 Recommendations for the
development of vaginal microbicides AIDS 10/8 1-6

U S Departmeat of State, U S International Strategy on HIV/IAIDS Washington, DC U S
Department of State, Under Secretary of State for Global Affairs, July, 1995

L S Nauonal [nstitutes of Health 1994 Research on Topical Microbicides for Prevention of
STDs/HIV

Materials on Yvomen’s Health “eeds

Barroso Carmen and Somia Correa 19935 “Public Servants Professionals and Fermurusts the
Politics of Contraceptive Research in Brazil " In Concenving the New World Order The Global

Polirics of Rzoroduction, edited by Fave Ginsburg and Ravna Rapp Berheley Umversity of
Calitorrua Press




Bell, Susan 1992 “ Buirth control " [n The New Our Bodies. Ourselves Updated and Expanded
for the 90s Boston Women's Health Book Collective New York Simon & Schuster

Benderly Beryl Lieff 1957 In Her Own Right The Institute of Medicine’s Guide to Women's
Health [ssues Washington, DC National Academy Press

Bhave G etal 1995 “Impact of an intervention on HIV, STDs and condom use among
commercial sex workers in Bombay, India AIDS (9), Suppl | S21-S30

Brawley, Ous 1997 “Defiung Race and Ethmcity and Studies of Inclusion n NCI Climeal
Tnals ” Presentation at Pre-symposium Workshop Achieving Ethmcally Balanced Chincal Trals,

6™ Bienrual Symposium on Minonties, the Medically Underserved & Cancer Washington, DC
Apnal 23

Bruce, Judith 1989 “Fundamental Elements of the Quality of Care A Simple Framework ™ New
York The Population Council

Bruce, Judith 1987 “User’s perspectives on contraceptive technology and delivery systems
Highlighting some femimst issues ” Technologv 1n Soctety 9 (3/4) 359-383

Caplan, Arthur 1995 Moral Matters Ethical Issues in Medicine and the Life Sciences New
York John Wiley & Sons, Inc

Catley-Carlson, Margaret 1996 Letter to WHAM members November 27

Celentano, Dawnd, et al 1995 “Willingness to participate in AIDS vaccne tnals among high-nisk
populations 1n nocthern Thailand ™ AIDS, 9 1079-1083

Correa, Soma 1994 Population and Reproductive Rights Fermirust Perspectives from the South
London Zed Press

Dixon~Mueller, Ruth 1995 Population Policv and Women’s Richts Transforring Reoroductive
Choice Westport, Connecticut Praeger Press

Farmer, Paul 1996 “Women, Poverty and AIDS,” in Women, Povertv, and ATDS Sex, Drugs

and Structural Violence, edited by Paul Farmer, Margaret Coanors, and Janue Simmons Moaroe,
Maine Common Courage Press

Farr G, Gabelmuc\, H Sturgen K Dorflinger, L 1994 “Contraceptive efficacy and acceptability
of the female condom American Journal of Public Health Dec 84 (12) 1, 960-4

Gollub EL Ste'nZ el Sadr W 1993 “Short-term acceptability of the female condom among

staff and patients at a New Yor\ City hospital  Famuly Plannung Perspectives July-Aug
27(4) 153-8



Harns, Munel 1995 “Charactenistics of the Ideal Method What Do Women Need?”
Presentation to CDC Apnl 13

Harnson Polly and Allan Rosenfield, (eds) 1996 Contracepuve Research and Development
Looking to the Future Washuington, DC National Academy Press

Heise, Lont 1996 “Testimony before the Presidential Advisory Council on HIV/AIDS ” Sept 9
Heise, Lon 1995 “Testimony before the Presidental Advisory Council on HIV/AIDS " Dec 7

Heise, Lon and Chnistopher Ehias 1995 “Transformung AIDS Prevention to Meet Women’s

Needs A Focus on Developing Countries ” Social Science and Medicine Vol 40, No 7, pp
931-943

Heise, Lor, Knsten VMoore and Nahid Toubia 1995 “Sexual Coercion and Reproductive Health
A Focus on Research ” New York Population Council

Heise, Lort 1994 “Furthering the Partnershup ™ In Partnershups for Prevention A Report of a

Meeting between Women's Health Advocates, Program Planners, and Scientists New York
Population Council

Heise, Lot nd “Memorandum to protocol team for microbicide testing at international sites ”

Knudson, Paula 1997 “Institutional Review Board Perspective ” Presentation at Pre-symposium
Workshop Achieving Ethnically Balanced Clinical Trals, 6* Bienmal Symposum on Minorites,
the Viedically Underserved & Cancer Wastungton, DC, Aprl 23

Jacobson, Jodi 1997 Letter to Ambassador Sally Shelton, USAID Jupe 17

Mann, Jonathan and Dantel Tarantola 1996 “Global overview a powerful HIV / AIDS
pandemuc,” In AIDS in the World IT Global Dimenstons, Social Roots, and Responses The

Global ATDS Policv Coalition, edited by Jonathan M Mann and Damiel J M Tarantola New
York, New York Oxford Unuversity Press

Marentes, Carlos 1996 “Farmworkers and Eavironmental Justice An Update on Research,

Educaton and Health Policy Needs * Presentation to the Institute of Medicine Commuttee on
Environmental Justice December 6

Mastroianny, Anna, Ruth Faden and Daniel Federman, eds 1994 Women and Health Research

Ethucal and Leeal Issues of Including Women tn cliucal Trials Volume 1 Report of a Study
Washington DC National Academy Press

National Institute of Environmental Health Sciences 1994 ‘Environmental Justice Partnerships

for Commurucation RFA ES-93-002  Available from Dr Allen Dearry NIEHS, PO Box
12235 RTP NC 27709 Phone (519) 541-4943, email dearnv@miehs ruh gov



Pacific Instutute for Women's Health 1997 “Final Report Mac Arthur Grant #94-29624
Meeting with WHAM

Pfannenschrmudt, Susan and Arlene McKay 1997 “Through a Gender Lens Resources for

Population, Health and “utntion Projects ” Gender Working Group, PHN Center, USAID Draft
June

Rhatigan, Joe and Johanna Daly eds 1996 “Rereading the Clhinical Literature,” In Women,

Povertv, and AIDS Sex, Drugs, and Structural Violence, edited by Paul Farmer, Margaret

Coanors, and Janie Simmoas Monroe, Maine Common Courage Press

Rosser, Sue 1994 Women's Health - Missing from U S Medicine Bloomungton, Indiana
Indiana Uruversity Press

Simmons, Ruth, et al 1997 “Tne Strategic Approach to Contraceptive Introduction.” Studies in
Famly Planmung, Vol 28, No 2, June

Simmons, Ruth and Chnstopher Ehas 1994 “The Study of Chent-Prowider Interactions A
Review of Methodological Issues ” Studies in Farmuly Planmng, 25 1,(Jan /Feb ), 1-17

Ulin, Priscilla, Michel Cayemuttes and Elisabeth Metellus 1995 “Haitian Women’s Role i Sexual

Decision-Making The Gap between AIDS Knowledge and Behavior Change ” Research Triangle
Park, NC Famuly Health International

UNAIDS, Famuly Health International [FHI] AIDS Control and Prevention Project [AIDSCAP],
Harvard Urnuversity School of Public Health 1996 “Vancouver AIDS conference special report

The epidemuc now current status and latest trends of HIV / AIDS in Affica -- a consensus
update "AIDS Aug-Sep,6(4) 14-5

UNFPA 1994 “International Conference on Population and Development Programme of
Action” New York United Nations

Uruted States Agency for International Development 1995 “Proceedings from the Thurd USAID
HIV/AIDS Prevention Conference Washington, DC August 7-9

Van der Straten Anane etal ‘Couple Communication, Sexual Coercion and HIV Rusk
Raduction in Kigali, Rwanda AIDS 1995, 9 $55-944

Vuvlstelz Bea, Rose Sunkutu and Marie Laga 1996 “Epidermuology of HIV and Sexually
Transmutted Infections in Women ™ In AIDS in the World [T Global Dimensions. Social Roots
and Resconses The Global ATDS Pohicv Coalition, educed by Jonathan M Mann and Danuet J M
Tarantola DNew York New Yorh Oxford Urnuversity Press

Weaiss Ellen Dantel Wnelan and Geeta Rao Gupta 1996 “ Vulnerability and Opporturuty
Adolescents and HIV ‘AIDS n the Developing World Findings from the Women and AIDS



Research Program Washington, DC Iaternational Center for Research on Women

Wingood, Gina and Ralph DiClemente 1997 “The Effects of an Abustve Pnmary Partoer on

Condom Use and Sexual Negotiation Practices of Affican-American Women ” Amencan Journal
of Public Health, 87 6, (June) 1016-1018

Women’s Health Advocates on Microbicides (WHAM) 1994 “Minutes of acceptability
discussions - Oct 30-31, 1994 ™

World Health Orgamuzation 1997 “Final Report The Status and Trends of the Global HIV/AIDS
Pandermuc ™ Geneva

World Health Orgaruzation 1994 “Creating Common Ground 1n Asia ” Geneva

World Health Orgamzation 1991 “Creating Common Ground Women's Perspectives on the
Selection of Fertility Regulation Technologies Report of a meeting between women’s health

advocates and scientists orgamzed by WHO and the International Women’s Health Coalition.”
Geneva

de Zoysa, Isabelle, Chnstopher Elias and Margaret Bentley 1997 “Efficacy Tnals of Vaginal
Microbicides What HIV Prevention Services Should Be Provided to Trial Participants?”

Background Paper for the Sympostum on Practical and Ethical Dilemmas 1n the Climical Testing
of Microbicides, Wastungton, DC Apnl 27-30

de Zoysa, Isabelle, Michael Sweat, and Julie Deruson 1996 “Fearful but farthful reducing HIV
transoussion 1n stable relationships ” AIDS (Suppl A) S197-S203

Materials on USAID’s Role 1n Microbicide Development

Hardon, A “The Role of Social Science Research in the Development of Microbicides ”
Lapublished paper, 1997

Hewse, L “Topical Microbicides A Status Report on Product Leads ” Presentation for WHAM
meeting, Aurlie House, 1997

Mauck, C, et al eds “Barner Contraceptives Current Status and Future Prospects ™ Wiley-
Liss, 1994

Worth, D “Sexual Dectsion Making and AIDS Why Condom Promotion Among Vulnerable
Women 1> Likehy to Fail * Studies tn Farmily Planning 1990 297-307

NIAID “Topical Vucrobicides Program Update, 1997" NIH, 1997

Voelher R The World in Medicrne AIDS and the World Econemy " J4VW4 1997 78



Biswal, N et al eds “Proceedings of the First Workshop on Antiviral Claums for Topical
Antiseptics”, May 31 - June 1, 1994 FDA, 1995

Reproductive Health Technologies Project “Women-controlled Methods for Preventng STDs
Bnefing matenals, 1997

Briefing attended.

Borefing on Women and HIV/AIDS with a special focus on microbicide research, Congressiopal Task
Force oa International HIV/AIDS Rayburn House Office Building, July 22, 1997



ANNEX D: FDA CONSIDERATIONS FOR MICROBICIDE
DEVELOPMENT

53

? HE ALTH TECHNICAL SERVICES
i



Points to Consider in the Nonclinical Pharmacologv/Toxicologv Development of Topical

Drugs Intended to Prevent the Transmission of Sexually Transmitted Diseases (STD)
and/or for the Development of Drugs Intended to Act as Vaginal Contraceptives?

Drvision of Reproductive and Urologic Drug Products
Office of Drug Evaluation Il

Division of Antiinfective Drug Products
and
Drvision of Antiviral Drug Products
Office of Drug Evaluation IV

1 Trus document 1s an informal commurucation under 21 CFR 10 90 (®) (9) that represents the

best judgement of the Divisions of Reproductive and Uroiogic Drug Products, the Division of
stuafective Drug Products and the Division of Aatviral Drug Products at thus ume  Thus

docament does not necessanly represent the formal position of the Center for Drug Evaluation
ad Rasearch o the Food and Drug Admin stration, and 1t does not bird of otherwise cbligate the

Ceater or Agency to tne views expressad
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Iatroduction

Trus documer

Y

« discusses seve-al nonclinical pnarnacoicg /toxicology issues tha are inherent with
tie de eloprent of topical drugs thar are intended to preven. sexually transautied diseases (STD)
or w1 1 the development of drugs proposed to ac” as vagnal conraceptives Itis not meant to
replace ex.s'ing guicance conce—ung the noncliucal ptarmacolegy/tox.cology safery data
required to suppor the subrussion of Invesugauonal New Drug (IND) applications  Rather, 1t
oe"s insignt 1nto some aspects of these classes of drugs that make tnem unique fom systemically
adrunustersd drugs, namely, the topical sites of the'r adrunistration and action and the
prophylacuc nature of the indicauons  The publication of Jus document 1s 2 jount eSort of three

independent review dvisions 1n the Center for Drug Evaluation and Research of the FDA, and
represents ther best harmornuzed view of the issues at thus ime  However, all the

recommendations contained here n may be subject to modification and sponsors are encouraged

to discuss the content of ther nonclirucal sabrussions wath the review division aporopniate to each
individual 2pplication

Toxicoloes Studies

To support the safzv of the individual phases of clinical development, studies 1n at least two
arumal species (one be'ng 2 non-rodent) should be used 0 assess acute, sabchronic and chronic
toxic.ty at the proposed site of exposure Potential sites of exposure to topical microbic des for
the preveation of STDs include vag nal, ce~ical, pe-ule, oral and rec.al mucosa' areas For the
purpese of thus document, contraceptives are considered .0 expose vaginal and peuls issue All
toxicology studres should use at least three dose leve's of the drug 2ad an aporoona = control,
wita tne lugh dose showag frark toxaity (it 1s understood that there may be liruts to the ability to
achieve a tox.c dose), and the low dose showing litle or no toxarty  With “ne excesuon of the
varying conceatratiens of une active product, the drug to be apolied shoule be .nits final
formulauen ard the study dura -on snould be equal to, or longer than, the proposed duration of
traa.men i te chrucal tnal However, 1f 1o an early tral, the duration of wreaimeat s for less
tnan two weeks, a nenchimucal stady durat cn of two weels should gene-ally be used  All
nonchirucal studies carmed

s b e

out to assess safet; of a drug srould be pe~ormed aczorc ng to Good
Laberatory Pracuices as outhned in 21 CFR. 58 Soonsors should corsalt wi 1 t1e FD A reviewing

ra=macoleg's. concemung aporoaches and prowocols regarding these issees
rd &

Because the topical muic-obicides are iriended for intz—uttent use du=ng pe1ods 1 w-uca the
individuzl will be ac nsk of cor -acting 2 STD and contracsptives arz ir-2nded for irie-mutient use
ove- lorg penods of reproduc e comrperence, they are, for regulz ory pu—peses, considered to be
chroriczly admin s 2-2d drugs Tous, 1n tae la te- stages of climical develoomen,, six menth

stadizsinz rodenr a~d ore yeastex ety s adies in 2 noa-rocent w il be nesessa~y to suroort phase
2

23 huranc-2's Cascaoge~e oy swwdies 'nrza s 28 muce saould pe pericr—ez dur~g (helate
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Pharmacokinetic/Toxicohinetic Studies

Dunrg the conduct of subchromc and caroruc toxre.ty studies, concurrent
phmacohne'.c’toxcohnc:xc aralyses should be perforned to evaluate the drug's ADME
(absorpuon, dispositice, metabolism and excretion) profile and to deremrune if the drug 1s
syste~ucaily absorbed Appropnate analytical methodology should be established as early as
possible to provide for prec.se, consistent and reliable pharmacokinetic data Major
pharmnacoicnetc endpounts such as maximum plasma conceatration, time to maximum plasma
concentrauon, area under the concentrauon tune curve, volume of distribution, bioavailability and
clearance should be determined To better assess margins of safety, the animal pharmacokinetic
data should be compared wath data in humans For instance, a drug might be absorbed in humans
and the vaginal route of de'ivery 1n aumals cannot achueve much higher systemic drug levels than
those see1 in humans In that case, a one to three-month toxcology study in one spectes, with
parenteral or oral adminustration of the drug, may be requested to produce suffciently tugh blood

leve's to 1dent.fy all potenral toxc.ties If the drug s abscroed, hustopathology sheuld be carried
ott oa the full specirum of organs ard tissces

t
Irmtation

Thne hikslinood of drug-induced nitation (adverse reacuons such as inflammatory r°spons=s) to
rug expcsed tissues should be evaluated 1n amimals at both the macroscopic and mucroscopic
levels Vagrnal imitation tests should be carmed out in rabouts with daily applications for tea days

£ rabbits are adequarely tested by the vaginal route for adve-se effects in toxicology studies, no
separate vagmal imtauen study 1s required

If the drug 1s found tc be wrntating to mucosal tissues ard the sponser decides to pursue further
development, additional pharmacokinetics should be carmed out to compare the extent of

penetration of the drug across the inflamed ussue with thar occurmnng n intact tissee  Tnese data

il ne'p to determune wrethe- the 2bsorption kinetres of the drug 1s facilitated wnen the mucosza is
comororusad

Hyvopersensitivity and Photosensitivity

If aporopnae, the pote~tia! to produce hypersensiivity and pactosersiivity of vhe drug should be

eva'tared Examples of amimal mede's ard protocols for tes s related to these tox.c.ties can be

found 1n refe-znices sech as Marzull and Maibach's "De-ra.otox coleg” or Burleson, Dean and
{fursons "Me hods in Imru~owox cology 7

Genotox gty

A s.andard ba rey of tes s should oe ca—ied out to eva'uz 2 &'l ne s melecula- eqt ves {or the
pote- .al (o induce gamowuxceTez s A dr.gshould pee.zliz 2d pc;e t al gznerc tox cty
precw the schmuss o ol IND . Tae saaadand b= e~ cors 5.5 o tae tora2 follew'rg tests

(™Y ]
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1) A generutzaon tastir bacee-z,

2) Annwviro mouse lymprema tk 2ss2y or 2 mammahiaa c2'l 10 v'ird €yiogene ic test for
chromoscmal abe—ariors,

3) Anin vivo test for caromosomal damage to rodent bone mar-ow ce'ls or 2 mouse
rmuc-onucle_s test

I{ the three tests chosen indicate that the drug is devoud of genetic tox:city, no additional studies
ne=d to be carned out Ifone or more of the batiery is positive, the sponsar wall be expected to
carry out additional genotoxicity tests wn consultation with the aporopnate review division For
detailed information regarding genotoxcity, sponsars should refer to the document entitled
"Guidance con Spec.fic Aspects of Regulatory Genotoxucity Tests for Pharmaceuticals * Copies of

the Guideline are available fom the CDER Consumer ASairs Branch, HFD-210, Center for Drug
Evaluation and Rasearch, 5600 Fishers Lane, Rockwille, MD 20857

Renroductive Toxicoloss

eproductve toxxcology studies should be cared out to explors the possiole effects of the drug
on ferthity and reproducuve performance  Addiuonal studies should be performed to examine
wnerher the drug 1s teratogeuc or has an affect on pennatal/postnatal development Studies
designed to assess the terawogeruc potential should be carmed out in two spec.es, usually in rats
and raboits It 1s expected tnat reproductive toxicology studies will be complered prior to Phase
2/5 wnals For detailed informaton regarding reproductive toxicology, sponsors should refer to
the document equtled, "Guideline for Industry, Detection of Toxicity to Reproduction for
Medicinal Products ® Contes of the Guideline are availaole from the CDER Consumer Affaws

Branch, EXD-210, Ce-te- for Drug Evaluation and Researcn, 5600 Fishers Lane, Rockwlle, MD
20857

Carcinoesnicity

Carcinogeucty informa cn s useally obtained dunng the Snal prase of the clirucal development
prog-am Fora vagmnal cenwraceptive, carcinogenic ty tes.s 1n rats and ruce shoule be subnutted
wtn he ND AL For a muc-oticide, carcinoge-ucity studies are also required, but the expected date
of completion of the studizs in refa*1on to the filing of the ND A may vary Thne drug should be
adTirustered for two yea-s and the doses usad should be chesen acsoraing to tae principles
outlired n the documert e~riled, "Guideline for Industry Dose Se'ection for Carcinogenucity
Studies of Pharmacewtecls * Coptes of the Guideline are ava laole Som the CDER Consamer
AFa-s Brarcn, HFD-210, Center for Drug Evalua ton and Research, 5600 Fisners Lane,
Rockille, MD 20837 Spensors snould corscl® wi ntae 2opropna 2 revizwng avision for tne

w2m poss of and sz 2grc approaches to these issees Curendy 1tis recormended tnat
spcrsens mectas. Wha tnz Execurtnve Commi w22 0° the Carcinogemicuy Assessment Commuaes of
tie Ce- 2-{orDugEvz

2 .1.0n a~¢ Researcn revies 2 prowocals for rae camt ~ozeucity studies
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pror to tnefimna won ard ezacar on the r conte~t

Alreads VYarheted Druss

Or 2/3/935, a nct ce of propesed ruleTakerg from the Foed and Drug Adrurust-a 1on enttled,
"V agnal Conwaceptive Drug Products for O» e--the-Counte- Human Use™ appeared in the

Fede-al Regster (Vol 60, Mo 23, pp, 68352-6503) Thne proposed rule stated that manufacturers
of over-the-counter (OTC) vaginal cortracepuve drug products welld be required to obtain
aoproved apolice’ ons for marketing of the r products Thae agency took thus action because the
efectiveness of these products 1s dependent upon the final formulation Therefore, each product
must be tested in approprae chinical tnals unde- actual conditions of use Tne proposed
rulemak.ng does act affect the curreat markening status of OTC vaginal contraceptives

Howeve-, onthe eecuve dare of a final regulauon, an OTC vagnal contracepuve drug product
that is not the subject of an approved apolicaron would be regarded as a new drug and be

sabjected to regulatory action regardless cf its status pror to the publ'shung of the final regulation.

Thne agency has dete

==

rmuned tnat nenoxymol 9 ard octoxymel § would oe approprate ingradieats
for an approvc" apclication ard has concluded that althougn noncxynol 9 and octoxymol 9 iall
spe~m 1 Vitro and 1n vivo, the spe—tucidal acuvity and resulting effectiveness of these

contracept.ve active ingradients cannot be consideed separate'y ffom a product's vetucle These
acuve ingrecients lose some cf the r effeciveness in humans wnen the spermic de in final
formulation is duured by vancus amcunts of gerutal secretons dunng cottus  Taus, chical
siudies ara necessasy to estacush effectiveness of the speTicde’s final formulation wheq used m
hurmans Fowsver a=-oiicanons for carrentlv markered OTC oroduc's cortainirg these
irgregients re~wire no additicnal nonchiniczl data, but, instead, may refe- to (1) the
recomumrendatens of the Advisory Review Pane! on OTC Contraceptrves and Other Vaginal Drug
Produc:s the: accearsd in an advanced not.ce of proposed rulemaking in the Federal Register
(1271271980, Vol 43, No 241, pp 82014-82049), entitled, "vagina' Contracestive Drug Products
for Over-the- Con.'u-' Fuma .Lse, Establishment of 2 Menog-2ph, Propesed Rulemak.ng,” and
2) tne hrstery of use of azcroved drug products conarang acnoxynol §

Tne ques. toiden & sz z~c eFec ve produc's “or tre prevestion of FEIV ard otie- STDs is 2
hugh prony pubuc hea' 1 cercen Spensors a-2 sirergly encouraged o evaliae OTC
cort-acepuve procuc s owards this use Hcaever it shoulc oe r-:ccczm:e:’. tras SuUdICS designed
to assess tne safz vy ard e™ecuveness of a forrila.ad drug to praven. pragnancy and to prevent
r2 trz-s~ussicn or 2~ STD may be diTe-ent Marufacrurers w snirg to d we'or a fornulation
tc ~2-ds one or tie ot-2- arz e~courzgad 13 e~2-ir Q 2 dizleg with the zzorozrare revieamng
C - scnscorce—.~g.~eco- 2nr of treracolicz ons
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