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The state of prevention




25 years into the epidemic...

Fear/crisis fatigue Sex ed/or the lack

Navel to knee thereof
syndrome Power dynamics

Condom fatigue Social vulnerability
Different frames Desire for natural sex,
Complacency aka “raw”/"bareback”
Not me

I’'m negative

| don’t know

HAART optimism




Our prevention work has not
adequately addressed...

Intimacy Substance

Our relationships ab/use( “tina’,
Value of fluid Viagra, alcohol)
exchange Internet
Sero-sorting, Depression
nuanced sexual Mental health
communications, ISSUEesS

e.g. "strategic Partner violence
positioning’ Childhood sexual

Risk equations abuse



"A strategy driven by fear of

o0 . .
Infection cannot succeed...

...long term success can only come through an
approach based on values — the values of
human rights and human dignity. Let us not
forget that the Universal Declaration of Human

Rights starts by placing dignity first."

Irene Khan

Secretary General
Amnesty International
Bangkok 2004




e e o [ HIV/AIDS today

4.1 million infections in 2005 worldwide

About 2.8 million deaths worldwide-8,000/day

38.6 million living with, 24 million in Africa

9% of MSM 2006 received any type of prev (global)

Less than 20% IDU 2006 received any type of prev (global)
9% of pregnant women covered with services to prevent MTC

Less than 50% of young people worldwide have any significant
level of knowledge about HIV/AIDS

Over a million living with HIV in United States

40-60,000 new U.S. infections

6 out of 10 new infections globally are women, 27% — U.S.
45% MSM — U.S.

(UNAIDS Global Report, 2006)



#1 Risk Factor for Women?



Why are we satisfied with this?



What if we had a complete HIV
prevention toolkit?
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Quoted from 2006 International AIDS
Conference

Graca Machel, President, Foundation for Community
Development in Mozambique and

Hilde F. Johnson, former Norwegian Minister of
International Development




Okay... so what are microbicides?

Something NEW for our
prevention toolbox



® o o | A microbicide Is

A substance that can reduce the transmission of HIV  and
other STI pathogens when applied vaginally and/or
rectally.

They are not yet available.

Right now:

Gels, lubes, creams
In the future:

Sponges, vaginal rings
Gels with barrier devices
Douche, enema, suppository?




o0 How will microbicides work?
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Kill/inactivate/immobilize the virus
Boost the body’s natural defenses

Create a physical barrier between pathogen
and vulnerable tissue

Interfere with entry of virus into target cell

Inhibit viral replication once virus has entered
the cell

o Or some combination of these approaches
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oo o | Microbicides MUST BE

. EFFECTIVE

. CHEAP
.EASY TO USE
5. DESIRABLE
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How would they benefit
HIV+ people?

Reduce risk of re-infection with other HIV
strains

Help protect both partners — bi-directional

Reduce risk of other STls, yeast and
bladder infections

Allow conception while protecting partner



. Quoted at 2006 International
AIDS Conference

“A microbicide would be extraordinarily
Important in the fight against HIV/AIDS.
Empowering women on the prevention
front iIs an incredibly important effort.”




o0 5 Products Furthest Along

FHI

Preliminary
Product # women to be results
Trial sponsor enrolled Location expected in
Buffer Gel 3,220 women South Africa, Malawi, Tanzania, | April 2009
HPTNO35-NIH Zambia, and Philadelphia
Carraguard 6,299 women South Africa — 3 locations December 2007
Population Council
Cellulose Sulphate 2,160 women Nigeria May 2008

Cellulose Sulphate

2,574 women

Benin, India, Kenya,

December 2009

NIH, Gilead Science,
CAPRISA 004

CONRAD South Africa, Uganda

PRO2000 (.5%) 3220 women South Africa, Malawi, Tanzania, | April 2009
HPTNO35-NIH Zambia, and Philadelphia

PRO2000 9,763 women South Africa, Uganda, Zambia, | December 2009
(.5 and 2%) Tanzania

DFID, MRC

Tenofovir/PMPA gel Planning stage South Africa TBD




*Savvy closed



Alliance for Microbicide Development

o WWW.microbicide.org

Microbicides in ongoing and planned clinical trials

Vaginal defense enhancers Replication inhibitors
ACIDFORM™/Amphora™ UC-781 (Phase 1)

(Phase 1) TMC120 (Phase 1/2)

BufferGel® (Phase 2/2B) Tenofovir/lPMPA gel (Phase 2)
Entry/fusion inhibitors Uncharacterized mechanisms
VivaGel™/SPL7013 (Phase 1) Praneem polyherbal vaginal tablet
Invisible Condom™ (Phase 1/2) (Phase 2)

Carraguard® (Phase 3) o

Cellulose sulfate/CS (Ushercell) Combinations

(Phase 3) PC 815 (Carraguard and MIV-150)
PRO 2000 (Phase 3) (Phase 1)© A

Alliance for Microbicide Development

Some candidates are in more than one phase of clinical testing. The phase listed in
this table represents the most advanced clinical trial currently planned or underway
for each candidate. This table does not include trials of contraceptive efficacy.



Clini¢al Trial Sites in 2006
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When can we expect a
microbicide?

Earliest results from current Phase 3 trials in 2008-
2009

If shown to be effective, a microbicide may be
available in a few countries via introductory studies
In the next 5 years

$$ #



Quoted at 2006 International
AIDS Conference




Alright... what about the
BOOTY?

Rectal microbicides anyone?



Why a rectal microbicide?

Gay men/MSM

HIVNET vaccine
preparedness trial — 3,257
gay men — 98% Al in last
Six mo., 75% reporting

receptive

U.K.: 48.8% UAI (Gay
Men’s Sex Survey 2002)

U.S.: 48-54% UAI among
4,295 men (EXPLORE
Study 2003)

STD rates confirm high

prevalence of UAI

9% of MSM in 2006
received any type of prev
(global)




Why a rectal microbicide?

Women/heterosexual

Prevalence, incidence of Al not well
defined, varies regionally, by population,
by age, by co-risk factors

Up to 30% of women globally engage in Al
7,794 HIV testing clients in Brazil — 40% Al

CSW between Durban and Jo’burg — 43%
Al for clients

Pop.-based study of 2,547 N. CA women
age 19t0 29 -21.7%

South African het men — 2x as likely as
male counterparts reporting only vaginal
sex to be HIV+

Volume UAI 7x higher in het compared to
gay/MSM




e o o | Wy arectal microbicide?

Women/heterosexuals

Chicago data — coir

Mary Ellen Mackesy-Amiti, Ph.D. & Lawrence Ouellet,  Ph.D.
CIDUSIII — study of young IDU, 15 — 30, recruited fro m 2000 — 04, n = 796
Analysis restricted to female, at least one sex par  tner in past 3 mo.
N= 233, 90% of females in sample
31% reported Al in 3 mos prior to interview
» 86% w/closest male partner
» 35% wi/casual, including trade
« Condoms
* 60% w/casual never used condom
* 85% w/main partner never used condom

* Proportion engaging in Al did not vary by race/ethn icity, age,
educational level



Why a rectal microbicide?
- /[ + 0
Figure 1. Anal sex among female IDU

Conclusion of authors based
on this and another
Chicago study: Anal sex is
common among women

0% who are at elevated risk  for

- ’ sexual contact with HIV+

69% men due to their own drug

use, association with high-

risk drug users , or
residence In
neighborhoods with high

levels of HIV Iinfection .

Interventions to reduce the

7%

[0 Steady Partner @ Both B Casual/Trade Partner heterosexual transmission

%
$II

of HIV should place a major
4§ emphasis on anal sex.
8 ()
(



®@e®o| Anatomy 101




Physiological differences =

® 0
R&D challenges
Vagina Rectum
Most of the epithelium is Very fragile epithelium,
40 cell IayerS thick 1 cell |ayer thick.
Fewer CD4 cells than More inflammatory cells under
rectum surface
(CD4 receptors)
Acidic pH Alkaline, rather than acidic pH
Enclosed pouch Open-ended tube




®o Challenges, cont...

There are significant socio-cultural and
political challenges to developing a safe
and effective rectal microbicide for the
men and women who need them.

Homophobia, stigma, taboo, denial...
civil society and policy makers have
unwillingness to acknowledge Al,
Incomplete data around prevalence,
mechanics, where infection occurs,
researchers scrub their abstracts



®e o | "At any given moment,

more heterosexual women than gay
men are engaging in anal intercourse.

A receptive sex partner is a receptive sex

ust as we need vaginal microbicio

nartner. We need rectal microbicides,

es, to

help receptive sex partners save t
own lives.”

— Anna Forbes
Global North Programs Coordinator
Global Campaign for Microbicides

nelr



Rectal research guestions

Infection — more to learn about anal
Intercourse and HIV infection

Testing - what assays (tests) to
measure iImpact?

Distribution — how would it spread?
Application methods?

Dosing — how much, what is
acceptable?

How does rectal shedding of HIV impact
risk?



® o In the laboratory

To learn more about:

How HIV infection occurs In the rectum —
what cells are most vulnerable

The impact of intercourse on rectal tissue
(trauma, inflammation, speed of healing)

What markers can we look at to
determine impact of a product on the
rectum?



What's up with rectal
microbicide research?

Phase 0 trials, or baseline studies measure the baseline levels
of injury and inflammation that occur in the rectum during
typical Al.

Distribution studies look at how a microbicide might travel and
be distributed during and after sex.

A Phase 1 clinical trial tests the safety and applicability of UC-
781 for rectal use, using the vaginal microbicide gel formulation.

Set to begin in fall 2006 at UCLA!

"Male Tolerance" trials are studying whether potential
microbicides may cause irritation to the penis or within the male
urethra.

Acceptability or behavioral studies to learn what kinds of
products people might be willing and able to use.

How much is too much? Study Al/sexual behaviors, associated
behaviors such as enema use...




We won’t know if the first vaginal microbicides are
effective for rectal use. Likely they won't be...

But we MUST know If they are safe__ to put in
the rectum or not.

People will try to use them rectally. “In about 10
minutes...”

If deemed harmful for the rectum, labels warning
against rectal use are imperative . We will have
our work cut out for us... who reads the labels?




Lube safety

Tested 5 OTC lubes in mice to see if they caused
damage to rectal cells.

KY-Plus (no longer on market) and DelLube caused
the most damage.

Viamore, Vagisil and Astroglide caused some
damage.

More research is underway, with findings expected
soon. Preliminary findings in poster at M2006.

Need more/ongoing research to see if these
products cause damage to human rectal cells.

Drs. Sudol & Phillips at Population Council, New York



® Significant funds are needed

Why aren’t the big pharmaceutical companies investing?

Perceived low profitability
Liability concerns
Lack of in-house expertise
Uncertain regulatory environment

For the last 20 years, almost all funding for

contraceptive development and related
research has come from governments and
foundations.

Microbicide Trials Network —







Quoted at 2006 International
AIDS Conference

“We should use socia
HIV prevention fund
at gravest risk for H

justice criteria to decide
Ing priorities. Populations
V infection should have

the highest priorities for HIV prevention and

sclentific resources.

Dr. Ron Stall, University of Pittsburgh




e ¢ » | Annual funding needs

$

\{Actual 2004 funding levels [ Additional annual funding needed

Policy and Advocacy tl$7M ‘ ‘ |
need $10M

n

Trial sites
need $20M

Clinical testing
need $120M $a8M

Basic Scientific Research -
need $130M He $65M

# $%&
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Millions of US Dollars (2004)

$20M




Rectal iInvestments

Total 2000 — 2006 = $34M

2000 = $2M
2006 = $7.2M (estimated)



.o Estimate of rectal needs

Conservatively, rectal field probably needs 5
candidates over 10 — 15 year period

Will require minimum $350M, or at least
$35M/year for 10 years

Annual rectal spending needs to increase 5-fold



How do we make safe, effective
® waginal and rectal microbicides a reality for the
men and women who need them?



0oo ADVOCACY







e ¢ o | Global Campaign for
Microbicides

A worldwide effort co-sponsored by groups working on
- HIV/IAIDS
- Reproductive health
- Gay health
- Women’s empowerment
- Prevention

Working to educate, raise awareness and generate
collective advocacy for increased political and public
Investment in microbicide development in the states and
the global north and south. Visit the website, endorse the
campaign, sign up for their newsletter, host a talk...get
Involved!

www.global-campaign.org




Formed June 2005

Over 330 advocates, scientists and policy makers from
35 countries, 5 continents

Global listserv
Conference calls featuring scientific presentations

Advocacy agenda supporting the research and
development of safe, effective rectal microbicides

Published “Rectal Microbicides: Investments and
Advocacy” in April 2006, M2006 in Cape Town.

www.lifelube.org — more info
Ipickett@alidschicago.org — sign up




Diverse citywide coalition of anti-violence, reproductive
health, and HIV prevention advocates mobilized
around microbicides

Train and foster leadership in microbicide advocacy
Present on microbicides at conferences and to

community groups

Hosting Giving Women Power Over AIDS exhibit
January 10, 2007




e o o |U.S. Microbicide Development Act

Wil authorize funding increases as needed.

« Will require the National Institutes of Health to:
» establish a branch dedicated to microbicide research:

« expand and coordinate the research efforts of all 3 federal
branches (NIH, CDC and USAID).

« Bipartisan group of 50 Reps and 20 Senators have signed on in
this Congress... Bill will be introduced in new Congress...



X The MDA needs YOU!

Please contact your legislators  to urge them to support
the new Microbicides Development Act by signing onto the
MDA. Give them a fact sheet from the GCM site.

E-mail your legislators automatically on this issue, by
visiting http://www.global-campaign.org/get_involved.htm
and clicking on “write your Congressperson”

Call your legislators and leave a message. It could be as
simple as: "l am calling to ask Representative/Senator

to cosponsor the Microbicide Development
Act. This bill can really make a difference in addressing
the global AIDS epidemic...”




® @ | Potential public health impact

If a 60% effective product
offered to 73 lower income countries
IS used by 20% people reached by health care

during 1/2 of unprotected sex acts

= 2.5 million HIV infections averted in

3 years including women, men and
children.



“We need to start addressing the drivers of this
epidemic and these drivers are general inequality,
the position of women, stigma, discrimination,
homophobia and so on.”




Quotes to close
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¢+ Thank you

David Munar
dmunar@aidschicaqo.orq

Global Campaign for
Microbicides
www.global-campaign.org

Intl Rectal Microbicide
Working Goup
www.lifelube.orqg




What do you plan to do with
this information?



