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The Alliance for Microbicide Development News Digest is an unedited compilation of: 
 

Media coverage of microbicides; 

Abstracts of published articles on microbicides and relevant science; 

Material on other reproductive health and HIV prevention technologies; and 

Matters of politics and policy with importance for microbicide research, development, and advocacy.  

 

Its purpose is to:
 

Raise awareness around the broadest possible range of opinions and information about

microbicides disseminated in scientific journals and the media; and 

Provide an objective basis for decision-making and evidence-informed advocacy.  

 

Articles included in the Digest do not necessarily reflect the views of the Alliance. No press releases are

included, however when information from a press release is picked up by the media, that coverage is

included. To suggest material for inclusion, please contact digest@microbicide.org. 
 

The Digest is produced in a web-based format. Readers can view complete issues of the Digest or search

by keyword for individual articles at http://www.microbicide.org/cs/weekly_news_digest. If you would like to

be removed from the Digest distribution list, please send an email to digest@microbicide.org. We welcome

comments, questions, and ideas about other microbicide-relevant topics we might cover, services we might

provide, and better ways of providing them! 
 

Areas covered in this News Digest:
 
1. ALLIANCE UPDATES AND COMMUNITY NEWS

  - Alliance for Microbicide Development to Provide Daily Coverage of Microbicides at AIDS 2008 in Mexico

City

  - August 2008 Pipeline Update and August Pipeline Tables

  - HIV Prevention and AVAC at the 17th International AIDS Conference, Mexico City

 
2. MEDIA COVERAGE OF MICROBICIDES

  - Microbicides: Looking back while moving forward

  - Rectal microbicides: We need less silence and more science

  - Zimbabwean researcher named Yale World Fellow
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  - A dangerous shift: The wrong way to fight AIDS

  - Microbicide vaginal gel prevents SHIV transmission in monkeys

  - Media coverage of the NEJM Cellulose sulfate publication

  - Science Publishes Online Collection About HIV/AIDS Funding

 
3. PUBLISHED RESEARCH: MICROBICIDE-SPECIFIC

  - Engineering of a human vaginal lactobacillus strain for surface expression of two-domain CD4 molecules

  - Lack of effectiveness of cellulose sulfate gel for the prevention of vaginal HIV transmission

  - Standard of care: an evolution in ethical thinking

  - HIV/AIDS: Money matters

  - Monkey see, monkey (no) do

  - The great funding surge

  - Virology: Modeling Microbicides

  - Scaling sexual behavior or "sexual risk propensity" among men at risk for HIV in Kisumu, Kenya

 
4. PUBLISHED RESEARCH: RELEVANT BASIC AND TRANSLATIONAL SCIENCE

  - Baseline colposcopic findings in women entering studies on female vaginal products

  - Preclinical evaluation of 1H-benzylindole derivatives as novel human immunodeficiency virus integrase

strand transfer inhibitors

  - Herpes simplex virus down-regulates secretory leukocyte protease inhibitor: A novel immune evasion

mechanism

  - Very strong synergy between modified RANTES and gp41 binding peptides leads to potent anti-HIV-1

activity

  - Anti-HIV activity of the small modified amino acid {alpha}-hydroxy glycineamide on in vitro and in vivo

HIV-1 capsid assembly and infectivity

 
5. PUBLISHED RESEARCH: RELEVANT BEHAVIORAL AND SOCIAL SCIENCE AND EPIDEMIOLOGY

  - Condoms in concentrated and generalised HIV epidemics

  - Risk of HIV transmission in discordant couples

  - Correlates of anal intercourse vary by partner type among substance-using women: baseline data from

the UNITY study

 
6. EPIDEMIOLOGY

  - South Africa still has biggest HIV epidemic, says UNAIDS

  - HIV/AIDS in Latin America

 
7. HIV/AIDS VACCINES

  - Italy launches clinical trial for HIV vaccine

  - HIV vaccine research: The way forward

 
8. POLITICS AND POLICY

  - A chorus of disapproval

  - Ban on travelers with HIV to U.S. partly lifted

  - President Bush Signs PEPFAR Reauthorization Bill

  - An AIDS victory up close



  - Efforts against AIDS among black Americans criticized

  - The President's Emergency Plan for AIDS Relief - Is the emergency over?

  - Statistical analysis of the National Institutes of Health peer review system

  - Sample size and precision in NIH peer review

 
9. ANNOUNCEMENTS

  - LIVE Webcasts from the International AIDS Conference

  - New Website for the Global Forum on MSM and HIV (MSMGF)

  - UNAIDS 2008 Report on the Global AIDS Epidemic

 

 
1. ALLIANCE UPDATES AND COMMUNITY NEWS

 
Alliance for Microbicide Development to Provide Daily Coverage of Microbicides at AIDS 2008 in

Mexico City

 

www.microbicide.org

 

The Alliance for Microbicide Development will be providing daily online coverage of microbicide-specific

research, presentations, and events held during the International AIDS Conference in Mexico City from 4-8

August. Coverage will be posted daily as News Alerts (www.microbicide.org/cs/news_alerts) on the Alliance

website (www.microbicide.org) and to various microbicide-related mailing lists.  
 

For those unable to attend the conference and those who are attending but are unable to cover all

microbicide events, this update is especially for you. It will provide a daily summary of microbicide-specific

events the day prior and outline what will be happening that day.  Coverage will emphasize poster

presentations–the "hidden gems"– which are infrequently covered, yet often present cutting-edge research

and new information. If you have a microbicide-related event that you would like us to cover in our daily

news report, please email Latifa Boyce at lboyce@microbicide.org prior to the event, or call +1-301-204-

7425.
 
 

 
August 2008 Pipeline Update and August Pipeline Tables

 

http://www.microbicide.org/cs/microbicide_pipeline

 

The August 2008 Pipeline Update is now available on the Alliance website. Updates include information

summarizing critical pipeline numbers, such as a tally of candidates and trials, along with a section on

“Pipeline Changes” that alerts readers to  what is going on in this critical area of microbicide research and

development. Pipeline Updates will also be posted regularly on our new website at

http://www.microbicide.org/cs/microbicide_pipeline. 
 

Additionally, the most recent summaries of Ongoing and Planned/Funded Clinical Trials, and Preclinical

Microbicide Candidates are now available on the Alliance website at

www.microbicide.org
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http://www.microbicide.org/cs/microbicide_pipeline. 
 

Currently, there are 12 candidate products in clinical development and over 50 in preclinical development.

As a continued effort to maintain the most up-to-date information, we urge you to visit the Alliance website

at www.microbicide.org or contact Stephanie Tillman, Alliance Writer/Research Associate, by email (

stillman@microbicide.org) or by phone (301-587-3302) with any updates, questions, or comments.
 
 

 
HIV Prevention and AVAC at the 17th International AIDS Conference, Mexico City

 

http://www.avac.org/IAC2008.htm

 

The 17th International AIDS Conference is upon us, and AVAC has been working energetically on a variety

of projects aimed at providing clear, useful and realistic information about the state of HIV prevention

research and its importance in the response to the global pandemic. This update summarizes the range of

events that AVAC has organized and will participate in during the week's meeting in Mexico City, kicking off

this Sunday, August 3 and closing on Friday, August 8. There are also links to resources for advocates who

are not going to Mexico City and want to stay informed of events and conversations as they unfold. 

   

AVAC has compiled a detailed HIV prevention research roadmap to help prevention advocates navigate

the extensive conference program. If you will be at the conference, please visit us at the AVAC exhibition

booth (number 408) and at the Partners in Prevention Research booth in the global village (number 263).
 
 

 
Return to Table of Contents

 
2. MEDIA COVERAGE OF MICROBICIDES

 
"Microbicides: Looking back while moving forward"

Date: 01 August 2008 

Source: Thrive (acria) 

Author(s): Katie West

 

http://www.acria.org/treatment/treatment_edu_thrivesummer2008_microb.html

 

Seventeen years ago, a Ugandan woman stood up at a conference and asked, “If they can put a man on

the moon, why can’t they make something we can use to protect ourselves from HIV?”  Since then,

researchers and advocates have tried to answer her call.  In a world where a young African girl is much

more likely to get HIV than an African boy, finding the answer has never been more urgent. 

  

One of the answers may be microbicides.  Microbicides are products that can prevent HIV infection, and

possibly other sexually transmitted infections. Some are designed for vaginal use and some for rectal use. 

They may take the form of gels, creams, suppositories, films, lubricants, or even a sponge or a vaginal
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ring.  
 

Over 1,200 people gathered in New Delhi, India, last February at the Microbicides 2008 Conference

(M2008) to discuss recent developments and next steps.  Researchers shared the results of the first

microbicide trials and presented updates on antiretroviral-based microbicides.  Advocates spoke about

ethical issues and the need to include more voices, especially those of women with HIV. 
 

The Challenges of Clinical Trials
 

Carraguard 

Although two microbicide trials ended prematurely during 2007, a large trial of a microbicide candidate

called Carraguard recently finished on schedule.  This was a milestone in itself because microbicide trials

are very difficult to conduct.  People in the trials may not use the product correctly, so researchers need a

large group.  In the Carraguard study, there were over 6,200 women who were followed for up to two years.

The trial found that Carraguard was safe and acceptable, but that it did not prevent HIV.  This was of

course disappointing to everyone who had been watching this microbicide for over ten years. 
 

These trials also provided information on how to adapt research so that it responds better to some of the

challenges that arise.  For example, people in the Carraguard trial had a hard time sharing information

about their sex lives and how they used microbicides during sex.  But without this information, studies

can’t tell if a microbicide fails because of a problem with the product itself or because it wasn’t used

consistently or correctly.
 

As every doctor knows, most people don’t tell the truth about sex.  They also have different ideas of what

sex is.  And most people tell researchers what they think they want to hear.  There are various ways to deal

with these problems.  Some trials use computers for the interviews, since people may be more honest with

a machine than with a person.  In addition to asking people whether they used the microbicide, one trial

tested the microbicide applicators to see if they had been used.  Another trial let people answer the

questions on a portable keypad device.
 

Community members and women’s groups can provide valuable insights into how various factors and

research decisions can affect adherence (consistent use of study products) and retention rates (the ability

to keep participants enrolled in trials).  By involving the community, researchers can ensure that their desire

to obtain accurate trial results does not unnecessarily burden or stigmatize the women volunteering for the

trial. 
 

ARV-Based Microbicides 

Microbicides that would prevent HIV infection by using some of the same antiretroviral drugs (ARVs) that

people with HIV use are also being studied.  The first trial of an ARV-based microbicide began in 2007 by

the Centre for the AIDS Programme of Research in South Africa (CAPRISA).  Almost 1,000 women are

testing a gel that is applied in the vagina before and after sex. Other ARV-based microbicides are also

being studied. 
 

While the potential of these new microbicides is exciting, concerns about the potential for drug resistance

are being raised.  What happens if a woman becomes infected while using an ARV-based microbicide,



either because the microbicide did not work or because it was not used every time she had sex?  What if

she knows she is HIV-positive but uses the microbicide to try to protect her partner?  The HIV in her body

could become resistant to the ARV in the microbicide, limiting her future treatment options.  The chance of

this happening depends on how much of the ARV in the microbicide is absorbed into the bloodstream. 

Researchers are now studying this.
 

Another important question about microbicide testing is whether or not the women in the trials will be able

to get treatment if they become HIV-positive during the study.  Much more discussion is needed around this

issue. 
 

Women with HIV at the M2008 conference raised concerns about resistance to ARV-based microbicides. 

Researcher Jeanne Marrazzo noted that resistance is on everyone’s mind and that researchers will do

everything possible to prevent it.  People will be given monthly HIV tests and receive only a month’s supply

of the microbicide, to reduce the chance they will use it for too long while HIV-positive.
 

HIV-positive women also expressed concern that microbicides were only being developed for HIV-

negative women. Louise Binder, a well-known Canadian activist, warned researchers not to “make the

same mistake that was made with treatment fifteen years ago – failing to take us up on our offer to get

involved with shaping trials.” She urged researchers to involve women with HIV when planning and running

studies. 
 

Ethics of Clinical Trial Research 

Another topic that received considerable attention at the M2008 Conference was the healthcare offered to

women who become HIV-positive during the study and the ethical obligations of researchers to provide

them with care.  
 

Women who became HIV-positive during the Carraguard trial and those who tested positive at the start

were referred to medical, psychological, and supportive services in their communities.  Some of the trial

sites offered additional services, such as CD4 T-cell counts, nutritional counseling, medical check-ups, and

support groups. They were also invited to come back to the study clinic after the trial was over for follow-up

visits.  At these visits, they were offered CD4 counts, Pap smears, testing and treatment for sexually

transmitted infections, counseling, and referrals to government HIV medication programs.  
 

But how do trials meet the needs of those who stay HIV-negative during the trial and their partners?  At

M2008, The Global Campaign for Microbicides presented findings from a 2006–2007 study of the

healthcare and prevention services provided in trials.   This survey looked at how healthcare decisions are

made at trial sites.  It also assessed how much progress is being made toward achieving the ethical goals

laid out in key guidance documents.  It offered recommendations to strengthen the ability to respond to

health care-related challenges in future trials. 
 

The Role of Civil Society 

Civil society includes people who are involved, often through nongovernmental organizations, in trying to

influence government policy or business practices.  At M2008, one thing was clear:  Civil society’s role in

microbicides research is expanding, and is increasingly important to donors, researchers, and research

institutions.  The impact of civil society was the topic of a day-long event at the conference attended by



almost 200 advocates.  The first-ever “Advocate’s Corner,” a collaboration between seven civil society

groups, offered advocates a way to share their work and materials, network with each other, and participate

in skills-building workshops, including question-and-answer sessions with researchers.  
 

Specific groups such as rectal microbicide advocates, sex workers, and women with HIV were also more

visible and vocal than ever before.  But more collaboration between civil society and researchers is still

needed.  We must ensure that these voices are not only heard, but are equal participants in the search for

an effective microbicide. 
 

For more information about the Global Campaign for Microbicides and how to get involved in microbicide

advocacy, visit www.global-campaign.org.
 
 

 
"Rectal microbicides: We need less silence and more science"

Date: 01 August 2008 

Source: Thrive (acria) 

Author(s): Jim Pickett

 

http://www.acria.org/treatment/treatment_edu_thrivesummer2008_rectal.html

 

At the opening session of the Microbicides 2008 Conference in New Delhi, India’s Minister of Health and

Family Welfare spoke about the importance of finding a safe and effective rectal microbicide (RM).  Just

hearing a public official talk about RMs was a significant victory for everyone fighting for them.
 

Rectal microbicides are products that could be available in the form of lubricants, creams, gels, douches,

or enemas, and could be used to protect against HIV transmission when used during anal intercourse (AI). 

They do not exist yet, but researchers and scientists are working on them.
 

Around the world, almost all AI is unprotected.  Compared to unprotected vaginal intercourse, unprotected

AI is 10 to 100 times more likely to transmit HIV.  Why? The lining of the rectum is more fragile than that of`

the vagina, and the cells that are open to infection are closer to the surface.  During AI, this lining may

rupture, allowing HIV to break through and infect these cells. .
 

Unfortunately, our knowledge of who is having anal sex, with whom, and in what context is not clear. W e

do know that significant numbers of heterosexuals, gay men, and men who have sex with men (MSM) in

developed and developing countries are acquiring HIV by engaging in this behavior. 
 

However, by focusing almost exclusively on gay men, MSM, and the Western world (the Americas, Europe,

and Australia) when thinking about the role of AI in the HIV epidemic, we fail to see that this is a behavior

that also happens between women and men and could be playing an important role in the heterosexual

epidemic. 
 

Meanwhile, our policies tend to ignore the very existence of gay men and other MSM in Asia, Africa, and

other parts of the developing world.  This neglect costs lives.  In its ground-breaking report Off the Map, the

International Gay and Lesbian Human Rights Commission decried the wall of silence that surrounds AIDS

http://www.global-campaign.org
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and same-sex practices in Africa.  The situation in developing countries outside of Africa is often much the

same, with denial of male homosexuality and anal sex between women and men.
 

Very little research has examined the role of AI in the epidemic in developing countries.  Studies in

Senegal, Ghana, Kenya and Sudan, however, indicate that HIV rates among MSM are significantly higher

than in the general population.  This has also been demonstrated in most countries of Latin America, and in

several countries and cities in Asia.
 

Many countries make anal sex a criminal act, and there is strong stigma, taboo, and homophobia

associated with it.  At the same time, there is a lack of clarity in the language we use to describe

populations and the behaviors that put them at risk, so we do not fully understand the role of AI in the

general epidemic.  We tend to use sex acts as a way to identify populations – equating gay men with anal

sex, for instance.  Phrases like “heterosexual transmission” assume we are talking about vaginal

intercourse, and actually hide the fact that women and men who identify as heterosexual engage in anal

sex.  This lack of clarity and honesty in discussing how HIV is transmitted between all types of human

beings is troubling.  It means that a significant portion of the pandemic often described as “driven by

heterosexual HIV infection” could actually be caused by unprotected AI.
 

Language matters.  Inaccurate, overgeneralized descriptions of the epidemic affect how we design

HIV/AIDS programs, whom we design them for, and the kind of research we do.  Ignoring populations and

behaviors means important voices are silenced, and it also means these vulnerable groups are not served

by prevention programs.
 

These dangerous silences – the denial of anal sex, and the denial of the existence of MSM – among

communities, funders, policymakers, and even key players in the microbicide community – help to create

the unfortunate circumstances we are in, namely, that the necessary resources have not been allocated to

the research and development of safe, effective, and acceptable rectal microbicides.  Funding for rectal

microbicide research is a trickle compared to that for vaginal microbicide research. 
 

So, when the top health official in India simply mentions the words “rectal microbicides,” it really is a big

deal.  Ending the silence is the first step to getting the amount of funding we need to push the science

forward.  In addition, we need to push for more research into human sexual behaviors so that we have a

better understanding of the epidemic, whom it affects, and how the virus is passed from person to person.
 

International Rectal Microbicide Advocates (IRMA), a network with over 600 members from 46 countries,

released Less Silence, More Science:  Advocacy to Make Rectal Microbicides a Reality at the

Microbicides 2008 conference in India.  This report, which can be found on IRMA’s website (www.rectal

microbicides.org) calls for a Global Rectal Microbicide Development Plan.  It describes the global

challenges to their development, lists key goals and strategies, and serves as a reference on rectal

microbicide science.
 

“Rectal microbicides are an essential technology that could allow men and women to protect themselves,

without fear, without shame, without taboo,” says Ghana’s Manju Chatani, Coordinator of the African

Microbicides Advocacy Group and a member of the IRMA Steering Committee.  IRMA calls for at least a

five-fold increase in funding for rectal microbicide research by 2010 – from $7 million a year to $35 million



– and states that governments and foundations from Europe, Canada, Australia, and the U.S. must invest

in this critical, desperately needed prevention technology.
 

“This work is so incredibly important.  Every day we don’t move forward, thousands more get infected,” said

Dr. Peter Anton from UCLA, principal investigator for the world’s first safety study of a rectal microbicide.

“There is an ethical obligation here to advance the research and development of rectal microbicides, with

good science and community awareness.” 
 

Anton presented several times at the Microbicides 2008 conference, sharing some interesting early data

from his study of a gel called UC-781, which contains a non-nucleoside reverse transcriptase inhibitor

(NNRTI.).  The study was small and was designed to look at the gel’s safety.  While all the data are still not

fully analyzed, Anton noted that there were possible signs of efficacy – meaning that the product is not only

safe, but actually may work to protect against HIV infection.  We should know more in the next several

months.  Anton’s slide presentations from the conference are all available on the IRMA site, and Gus

Cairns provides a nice, concise summary of this study at www.aidsmap.com (search for UC-781 to find it.) 
 

“It is imperative that morality not get in the way of protecting human beings and life;  people of every sexual

orientation have practiced anal sex since the beginning of time,” according to Rick Jones of Amsterdam,

representative from the Global Network of People Living with HIV/AIDS and a member of IRMA’s Steering

Committee.  “The time for bigotry is over.  We need to help those who are not infected stay that way.” 
 

Rectal microbicide advocacy includes you.  If you only have a few minutes, you can be part of the

solution.  Visit the IRMA site and read a fact sheet, peruse a news item, or flip through a presentation to

learn more.  Sign up for IRMA’s active email list to stay in the loop.  And share the love!  Pass along the

IRMA web address to another advocate, researcher, policy maker, or potential funder.  You too can help

end the silence!
 
 

 
"Zimbabwean researcher named Yale World Fellow"

Date: 31 July 2008 

Source: The Zimbabwean

 

http://www.thezimbabwean.co.uk/index.php?option=com_content&view=article&id=14482:zimbabwean-

researcher-named-yale-world-fellow-&catid=31:top%20zimbabwe%20stories&Itemid=66

 

Yale University has selected Precious Lunga, a Zimbabwean epidemiologist with the UK Medical Research

Council, as a 2008 Yale World Fellow.
 

Dr Lunga, who obtained her PhD in neuroscience from Cambridge University, has played an instrumental

role in managing the world's largest public-private clinical trial aimed at developing an HIV-prevention gel

for women.
 

She is a key member of a team that has expanded HIV research capacity in Uganda, Tanzania, Zambia,

Mozambique and South Africa. She has succeeded in bringing together diverse stakeholders, including
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government agencies, non-governmental organisations, universities, and trial participants, who included

approximately 10,000 African women in anti-HIV microbicide trials.
 

The Yale World Fellows Program aims to build a global network of emerging leaders and to broaden

international understanding. The Program conducts a worldwide competition each year to select 18 highly

accomplished men and women from diverse fields and countries for a four-month leadership course at

Yale.
 

The Program selection process is intense: the 18 World Fellows for 2008 were selected from a pool of

nearly 1,100 applicants from around the world. 
 
 

 
"A dangerous shift: The wrong way to fight AIDS"

Date: 30 July 2008 

Source: International Herald Tribune (Op-ed) 

Author(s): Laurie Garrett

 

http://www.iht.com/articles/2008/07/30/opinion/edgarrett.php

 

In a few days some 20,000 people who work in various capacities on the AIDS pandemic will gather in

Mexico City for the International AIDS Conference. I will not be there: This will mark the first AIDS

Conference I have deliberately missed since 1985, when a cluster of scientists convened the first such

gathering in Atlanta.
 

Many of the leading lights in the battle against AIDS from all over the world are similarly disinclined to

attend, saying they are not able to join in celebrating the creation of a vast, multibillion dollar AIDS

treatment industry, employing hundreds of thousands of individuals worldwide that serve as a vested lobby

on behalf of a prolonged medical approach to a virus that ought to be eliminated entirely from the pantheon

of threats to Humanity.
 

Do not misunderstand - there is genuine joy among us every day that millions of people are kept alive

because of the 1996 invention of combination drug treatment for HIV. All HIV-positive people the world over

should be able to share in the benefits of those treatments, and the U.S. Congress is to be congratulated

for recently passing a $48 billion reauthorization of the President's Emergency Plan for AIDS Relief, or

Pepfar.
 

But it is troubling that formerly militant activists, United Nations agency leaders, government health officials,

the American foreign policy establishment, religious leaders, scientists and physicians fail to see AIDS

treatment for what it is: A stop-gap measure to tide humanity over until we can collectively reach what

ought to be our real goal - stopping HIV's spread, entirely. On an individual basis living with AIDS is a

proper goal; on a population basis it is catastrophic.
 

The slogan of the first 15 years of the pandemic was, "Until there is a cure!" Today it seems the global

health leadership of the world is satisfied with, "Until there is lifelong drug therapy for everybody, and no

http://www.iht.com/articles/2008/07/30/opinion/edgarrett.php


prevention strategy!" A dangerous sentiment is sweeping over the AIDS establishment, calling for

elimination of all funding for HIV vaccine research and prevention programs, shifting those dollars, euros

and yen to expanding HIV treatment.
 

It is inconceivable that children coming of age in 2021 - 40 years after the recognized start of this epidemic

- will feel gratitude toward today's leaders for saddling them with a still widely circulating virus. If today's

HIV-treatment model is viewed as an interim step - keeping people alive until a cure and vaccine are

discovered - its funding and expansion make sense not only morally, but also as a practical matter of

economics and foreign policy - but only if a massive commitment to funding searches for both a vaccine

and cure for HIV are sustained for years to come. (Even the cancer lobby recognizes the needs for both

oncology treatment access and ongoing curative research.)
 

Yes, recent news from the HIV-research front is demoralizing. The best-funded HIV vaccine trials have all

failed over recent months, or been halted due to serious safety concerns. The vaginal microbicide trials

have fared even worse, with the compounds actually increasing the likelihood of women becoming infected.
 

As for "cures" - no leading figure in HIV research has publicly uttered the word cure since the early 1990s.

Most of the multibillion dollar HIV research enterprise focuses on improving the treatment model that is

already in place, finding new, consistently more expensive drugs to add to the existing cocktails. The global

price of this giant treatment exercise will inexorably increase.
 

The economist Mead Over of the Center for Global Development warns that with Pepfar, "the United States

has unwittingly created a new global "entitlement" to U.S.-funded AIDS treatment that currently costs about

$2 billion a year and could grow to as much as $12 billion a year by 2016- more than half of what the

United States spent on total overseas development assistance in 2006. And the AIDS treatment entitlement

would continue to grow, squeezing out spending on HIV prevention measures or on other critical

development needs, all of which would be considered "discretionary" by comparison."
 

By 2016, meanwhile, Americans may find themselves fed up with generosity. If we cannot find a way to

reform the U.S. health care system, we will likely by then have some 80 million citizens without health

insurance, including HIV-positive people, and medical costs will devour $1 out of every $4 of America's

GDP. We will be servicing a national debt in the trillions of dollars while struggling with everything from

global climate change to catastrophic disparities in access to food, energy and water. Our dreams require a

dose of realism.
 

At the Bill & Melinda Gates Foundation there is much talk of "aspirational goals" in health, such as

dreaming of eradicating malaria. What is the aspirational goal for AIDS?
 

Shout it loud in Mexico City: "Until there is a cure!"
 

Laurie Garrett is a senior fellow for global health at the Council on Foreign Relations.
 
 

 
"Microbicide vaginal gel prevents SHIV transmission in monkeys"



Date: 27 July 2008 

Source: DailyIndia.com/ANI

 

http://www.dailyindia.com/show/263394.php

 

Tulane University researchers claim to have successfully used vaginal gels containing the fusion inhibitory

peptide T-1249 to protect rhesus macaque monkeys against vaginal transmission of multiple strains of

simian/human HIV (SHIV).  
 

Reporting their study in the Proceedings of the National Academy of Sciences, the researchers hailed the

gel's success in protecting macaques from infection by three different strains of SHIV.
 

"Here we have shown that the vaginal application of gel-formulated T-1249 can protect rhesus macaques

from infection by three different SHIV challenge viruses. The protection we observed was dose-dependent,

and at the higher concentration, robust, in that all the test animals resisted infection," they said. 
 

Based on their observations, the researchers have come to the conclusion that vaginal microbicide

containing fusion inhibitors may still be a potential method for protecting women against infection by HIV

type 1 during sexual intercourse.
 

The researchers caution: "Whether T-1249 could be developed as a practical microbicide will depend on

whether it can be successfully formulated at a reasonable cost."
 

They add that protection against HIV in reality is also very challenging because of the ever-increasing

number of different HIV strains in circulation. 
 

"An effective microbicide formulation is, therefore, likely to require the coformulation of more than one

entry inhibitor," say the authors. 
 

Fusion inhibitors such as T-1249 operate to inhibit infection by preventing glycoprotein molecules on HIV

particles from binding to their receptors on the surface of the immune cell. 
 

The T-1249 peptide is a fusion inhibitor that targets one of the main cellular receptors that HIV uses to

infect cells in the mucosal surface. 
 

One of the major advantages of T-1249 over other compounds is that it targets a receptor common to most

strains of HIV.
 

 
 

 
Media coverage of the NEJM Cellulose sulfate publication

 

On 31 July 2008 the New England Journal of Medicine (NEJM) published the results of the Phase 3

cellulose sulfate trial. The abstract of that article is featured in the "Published Research: Microbicide-

Specific" area of this Digest. Media articles discussing the publication are listed below.

http://www.dailyindia.com/show/263394.php


•

•

•

HIV Microbicide May Have Raised Infection Risk

http://www.medpagetoday.com/HIVAIDS/HIVAIDS/tb/10333  

Cellulose gel may increase vaginal HIV transmission

http://www.revolutionhealth.com/articles/cellulose-gel-may-increase-vaginal-hiv-transmission/reut-

20080730drgd002  

The Disappointing Data Behind the Latest Failed Microbicide http://aids-clinical-

care.jwatch.org/cgi/content/full/2008/730/1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&and

orexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext

=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct  

 

 
"Science Publishes Online Collection About HIV/AIDS Funding"

 

Source: Kaiser Daily HIV/AIDS Report

 

http://www.kaisernetwork.org/daily_reports/rep_index.cfm?DR_ID=53504

 

Special Online Collection: HIV/AIDS -- Follow the Money, Science: The July 25 issue of Science includes a

special collection that examines how HIV/AIDS funding has been spent over the past 10 years. It also

includes two case studies with accompanying videos, as well as perspective pieces that look at progress

and challenges of microbicide and HIV vaccine research. The collection also includes related podcast

interviews that discuss trends in research funding and the future of vaccine research. Also in the special

issue is a collection of Web resources for additional information on HIV/AIDS research and funding. In

addition, an editorial from Luis Soto Ramirez of the Instituto Nacional de Ciencias Medicas y Nutricion

Salvador Zubiran in Mexico City, who also is serving as co-chair of the XVII International AIDS Conference,

is included in the collection (Science, 7/25). The collection was supported by a Kaiser Family Foundation

mini reporting fellowship. 
 

EDITOR'S NOTE: Articles in this issue of Science that relate directly to microbicides are included in

this Digest in the section "Published Research: Microbicide Specific." 
 
 

 
Return to Table of Contents

 
3. PUBLISHED RESEARCH: MICROBICIDE-SPECIFIC

 
"Engineering of a human vaginal lactobacillus strain for surface expression of two-domain CD4

molecules"

Author(s): Liu X, Lagenaur LA, Lee PP, et al 
Reference: Appl Environ Microbiol. 01 August 2008;74(15):4626-35. 

 

http://aem.asm.org/cgi/content/abstract/74/15/4626?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&an

dorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&s

http://www.medpagetoday.com/HIVAIDS/HIVAIDS/tb/10333
http://www.revolutionhealth.com/articles/cellulose-gel-may-increase-vaginal-hiv-transmission/reut-20080730drgd002
http://www.revolutionhealth.com/articles/cellulose-gel-may-increase-vaginal-hiv-transmission/reut-20080730drgd002
http://aids-clinical-care.jwatch.org/cgi/content/full/2008/730/1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://aids-clinical-care.jwatch.org/cgi/content/full/2008/730/1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://aids-clinical-care.jwatch.org/cgi/content/full/2008/730/1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://aids-clinical-care.jwatch.org/cgi/content/full/2008/730/1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://www.kaisernetwork.org/daily_reports/rep_index.cfm?DR_ID=53504
http://aem.asm.org/cgi/content/abstract/74/15/4626?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://aem.asm.org/cgi/content/abstract/74/15/4626?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct


earchid=1&usestrictdates=yes&resourcetype=HWCIT&ct

 

Published Abstract: Women are at significant risk of heterosexually transmitted human immunodeficiency

virus (HIV) infection, with the mucosal epithelium of the cervix and vagina serving as a major portal of entry.

The cervicovaginal mucosa naturally harbors dynamic microflora composed predominantly of lactobacilli,

which may be genetically modified to serve as a more efficient protective barrier against the heterosexual

transmission of HIV. We selected a vaginal strain of Lactobacillus, L. jensenii 1153, for genetic modification

to display surface-anchored anti-HIV proteins. Genomic sequencing analyses revealed that L. jensenii 1153

encodes several unique high-molecular-weight cell wall-anchored proteins with a C-terminal cell wall

sorting LPQTG motif. In this report, we employed these proteins to express a surface-anchored two-domain

CD4 (2D CD4) molecule in L. jensenii 1153. Our studies indicated that the C-terminal cell wall sorting signal

LPQTG motif alone is insufficient to drive the surface expression of heterologous proteins, and the display

of surface-anchored 2D CD4 molecules required native sequences of a defined length upstream of the

unique C-terminal LPQTG cell wall sorting signal and the positively charged C terminus in a Lactobacillus-

based expression system. The modified L. jensenii strain displayed 2D CD4 molecules that were uniformly

distributed on bacterial surfaces. The surface-anchored 2D CD4 molecule was recognized by a

conformation-dependent anti-CD4 antibody, suggesting that the expressed proteins adopted a native

conformation. The establishment of this Lactobacillus-based surface expression system, with potential

broad applicability, represents a major step toward developing an inexpensive yet durable approach to

topical microbicides for the mitigation of heterosexual transmission of HIV and other mucosally transmitted

viral pathogens. 
 
 
 

 
"Lack of effectiveness of cellulose sulfate gel for the prevention of vaginal HIV transmission"

Author(s): Van Damme L, Govinden R, Mirembe FM, et al 
Reference: N Engl J Med. 31 July 2008;359(5):463-72. 

 

http://content.nejm.org/cgi/content/full/359/5/463

 

Published Abstract: Background Women make up more than 50% of adults living with human

immunodeficiency virus (HIV) infection or the acquired immunodeficiency syndrome (AIDS) in sub-Saharan

Africa. Thus, female-initiated HIV prevention methods are urgently needed.  Methods We performed a

randomized, double-blind, placebo-controlled trial of cellulose sulfate, an HIV-entry inhibitor formulated as a

vaginal gel, involving women at high risk for HIV infection at three African and two Indian sites. The

primary end point was newly acquired infection with HIV type 1 or 2. The secondary end point was newly

acquired gonococcal or chlamydial infection. The primary analysis was based on a log-rank test of no

difference in the distribution of time to HIV infection, stratified according to site.  Results A total of 1398

women were enrolled and randomly assigned to receive cellulose sulfate gel (706 participants) or placebo

(692 participants) and had follow-up HIV test data. There were 41 newly acquired HIV infections, 25 in the

cellulose sulfate group and 16 in the placebo group, with an estimated hazard ratio of infection for the

cellulose sulfate group of 1.61 (P=0.13). This result, which is not significant, is in contrast to the interim

finding that led to the trial being stopped prematurely (hazard ratio, 2.23; P=0.02) and the suggestive result

http://aem.asm.org/cgi/content/abstract/74/15/4626?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://content.nejm.org/cgi/content/full/359/5/463


of a preplanned secondary (adherence-based) analysis (hazard ratio, 2.02; P=0.05). No significant effect of

cellulose sulfate as compared with placebo was found on the risk of gonorrheal infection (hazard ratio,

1.10; 95% confidence interval [CI], 0.74 to 1.62) or chlamydial infection (hazard ratio, 0.71; 95% CI, 0.47 to

1.08).  Conclusions Cellulose sulfate did not prevent HIV infection and may have increased the risk of HIV

acquisition.
 
 

EDITOR'S NOTE: The full text of this article is available for public access at the above website.
 
 

 
"Standard of care: an evolution in ethical thinking"

Author(s): Macklin R 
Reference: Lancet. 26 July 2008;372(9635):284-85. Perspectives.

 

http://www.thelancet.com/journals/lancet/article/PIIS0140673608610983/fulltext

 

Published Abstract: The phrase “standard of care” has been applied in different multinational research

contexts, perhaps unwisely because of its ambiguity. It is little more than a decade since ethical

controversy erupted over placebo-controlled clinical trials of mother-to-child HIV transmission in developing

countries. One side argued that an ethical obligation to members of the control group is limited to whatever

is the “standard of care” in the community or country where the research is carried out. Their opponents

contended that when a proven intervention exists anywhere in the world, it should be provided to the

control group, even if that intervention would not be available outside the clinical trial in the developing

country. Moreover, if no preventive or therapeutic method exists in the country, it is a mistake to consider

no care a “standard” of care.
 
 

The advent of HIV biomedical prevention trials of candidate vaccines and microbicides added a new

dimension to ethical debates about standard of care. The ongoing urgency to develop an effective method

to prevent the acquisition and transmission of HIV has led to a steady increase in these clinical trials,

despite recent disappointing trial results. A controversial question arose when preventive vaccine trials

were just beginning: what level of care and treatment should be provided to participants in vaccine trials in

developing countries who become infected with HIV during the trial? Should they be provided the standard

of care that is prevalent in their country or community? Or should they receive the highest standard, that is,

what is available to participants in the same or similar trials in industrialised countries? How this question

has been answered has changed over time, illustrating an evolution in thinking about ethical standards in

research. When circumstances change, so can ethical thinking about obligations to research participants.
 

One side in this debate has argued that no obligation exists on the part of anyone to provide antiretroviral

treatment to participants in vaccine trials who become infected during the trial; nothing more is owed to

participants in HIV prevention trials than to any others whose failure to take proper precautions results in

their becoming infected. From the outset, those who defend the provision of antiretroviral treatment have

maintained that although it may be difficult to identify the source of an obligation, nevertheless HIV-infected

participants should receive state-of-the art treatment after they become medically eligible, perhaps for a

http://www.thelancet.com/journals/lancet/article/PIIS0140673608610983/fulltext


lifetime. One justification cites the obligation of researchers to seek to maximise benefits to research

participants, as well as to keep the risks of conducting the trial to a minimum. Providing medical treatment

to participants who become sick is one way, among others, of maximising health-related benefits. A

different justification points to considerations of justice, noting the disparity between what research

participants would receive if the trial were undertaken in industrialised countries and what is normally

available in developing countries. A multicentre preventive vaccine or microbicide trial done

simultaneously in industrialised and developing countries poses this stark contrast.
 

Perhaps based on the merits of these ethical arguments, but also because of changing circumstances, an

evolution in ethical thinking has occurred. As recently as 2000, when WHO and UNAIDS were carrying out

a series of regional consultations on ethical issues in preventive HIV vaccine research, opinion was sharply

divided. In 2003, a WHO consultation began with the premise, “not whether, but how” state-of-the-art

antiretroviral treatment should be made available to participants in vaccine trials who become infected. By

the end of 2007, an ethical guidance document issued by UNAIDS and WHO called for providing access to

treatment regimens from among those internationally recognised as optimal. Although critics continue to

maintain that there is no sound ethical justification for this provision, defenders strengthen their principled

arguments by pointing to the altered context of HIV treatment.
 

The main factor contributing to this evolution in thinking about what is owed to participants in HIV

prevention trials is the increasing availability of antiretroviral therapy in many resource-poor countries. The

scale-up began with the establishment of The Global Fund to Fight AIDS, Tuberculosis, and Malaria in

2002, continued with WHO's and UNAIDS's 3 by 5 initiative in 2003, and expanded further with the US

Government's $15 billion President's Emergency Plan for AIDS Relief (PEPFAR) that began in 2004,

among other efforts to expand access to treatment. Back when access to antiretroviral drugs was available

to only a minority in most developing countries, some argued that it would be unjust for vaccine-trial

participants to be singled out while other HIV-infected members of the community, including family

members of the participants, lacked access. Even then, their opponents claimed that volunteers who place

themselves at some risk, enduring discomfort and inconvenience, deserve something in return for their

efforts in contributing to a search for an efficacious vaccine. Now that access to antiretrovirals is much

more widely available, HIV prevention activities should be able to join in partnership with treatment

programmes in developing countries, thereby accomplishing the twin goals of HIV prevention and

treatment.
 

Still, not everyone has been convinced that provision of antiretrovirals to those who become infected in HIV

prevention trials is justified. In light of the increasing availability of treatment in many of the countries where

prevention trials have begun or are proposed, some opponents have abandoned the argument that paying

for treatment would be too costly. They turn to a very different claim, hoping to play an ethics trump card.

This claim contends that offering antiretroviral treatment would constitute an “undue inducement” to take

part in HIV prevention trials, thereby compromising the voluntariness with which individuals agree to enrol.

Since voluntary participation in research is one of the bedrock ethical requirements, anything that would

constitute undue influence is ethically unacceptable.
 

This change of tactics seeks to place proponents of offering antiretrovirals on the defensive. Now it is not

economics, but ethics that militates against providing treatment. But the argument is flawed on two counts.



First, participants in HIV prevention trials are healthy volunteers. They do not need treatment at the time of

enrolment and most will not become infected during the trial. Surely participants will not deliberately get

infected in order to receive the eventual benefit of treatment. Second, a more telling consideration is the

possible efficacy of the vaccine or microbicide being tested. If anything could count as an inducement for

individuals who engage in risky behaviour to enrol in a phase III HIV prevention trial, it is the prospect that

the product could actually work. Despite cautions stated in the informed consent process and document,

volunteers are likely to hold out hope for the product's efficacy. Thus, the experimental product itself could

be viewed as an undue inducement to take part in the study—a result that reduces the argument to an

absurdity.
 

A new ethical concept for biomedical prevention trials has already prompted controversy. The 2007

UNAIDS/WHO ethical guidance document uses the term “standard of prevention” in calling for provision of

state-of-the-art risk reduction methods for the intervention and control groups in HIV prevention trials. But

researchers contend that the more that participants in prevention trials have access to effective ways of

reducing their risk of acquiring HIV, the more difficult it becomes for scientists to determine the efficacy of

the preventive method being studied. From the time HIV preventive vaccine trials began, there was wide

agreement that counselling on risk reduction should attain the highest existing standards, that condoms

should be available free of charge to participants, and that where legal, clean needles should be distributed

to injection drug users. But as more efficacious preventive methods loom on the horizon, researchers worry

that requiring a prevention package containing state-of-the art methods will thwart their ability to obtain

meaningful results of trials. The demonstrated efficacy of male circumcision in lowering the likelihood of

acquiring HIV infection has prompted the question of what should be offered or provided to participants in

prevention trials. Is it sufficient for researchers to refer potential participants for circumcision but without

paying for the procedure? Is referral with payment for the procedure ethically obligatory? Should

researchers go even further by arranging for direct provision of circumcision at trial sites? Irrespective of

who pays, once the first efficacious HIV vaccine or microbicide is licensed, subsequent trials will have to

incorporate those methods in a prevention package unless evidence exists that the population for the new

trials is significantly different from that in which the method has been found efficacious. Determining the

proper criteria for “significant difference” will itself be a daunting task.
 

A growing consensus is emerging on the ethics of providing a state-of-the art prevention package to

participants in biomedical prevention trials. Yet the question of who should pay remains unanswered and

controversial. It is clear that the burden should not fall entirely on sponsors or researchers. And

governments in low-resource countries still could not afford to shoulder the entire burden alone. But with

the current array of international donors and the emergence of ever more public-private partnerships, it is

entirely possible to incorporate these modest additional costs into the budgets of prevention trials.
 

What would be needed to accomplish this? One approach might be to include skilled negotiators with the

requisite skills to broker such arrangements among the array of existing clinical trial personnel. Such a

negotiator could help to ensure that participants receive a state-of-the art prevention package, as well as

access to treatment, when needed, if they become HIV infected during the trial. The ethical conduct of

biomedical prevention trials demands nothing less.



Ruth Macklin is an adviser to WHO and UNAIDS and an elected member of the US Institute of Medicine.
 
 

 
"HIV/AIDS: Money matters"

Author(s): Roberts L, Jasny B 
Reference: Science. 25 July 2008;321(5888):511. Introduction to Special Issue.

 

http://www.sciencemag.org/cgi/content/summary/321/5888/511?maxtoshow=&HITS=8&hits=8&RESULTF

ORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexac

tfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct

 

Published Abstract: Over the past decade, funding for HIV/AIDS research and treatment in low- and

middle-income countries has exploded, jumping more than 20-fold to $10 billion last year. The U.S.

National Institutes of Health (NIH), the largest funder of basic research, also doubled its budget to nearly $3

billion. 
 
 

In a 6-month investigation, Science correspondent Jon Cohen followed the money, looking at how these

dollars have been divvied up and what they have accomplished (see overview, p. 512), how countries have

dealt with this sudden influx of cash (with a case study of Botswana, p. 526), and who's minding the store

and what happens when abuses occur (as in Uganda, p. 522). 
 

He found that the billions of dollars the major funders have spent have been concentrated in a few

countries--often for legitimate reasons--but not necessarily in the countries with the worst epidemics. And

despite the massive influx of funds, the number of people in need of anti-HIV drugs continues to climb: a

reflection of the treatment's success but also of the failure of prevention efforts. All of this raises unsettling

questions about whether resources can keep up with future demands. 
 

A separate analysis looks at who has received the most NIH money and which authors and institutions

have published the highest-impact papers (p. 518). 
 

This issue appears on the eve of the XVII International AIDS Conference, which will run from 3 to 8 August

2008 in Mexico City. The conference motto is "Universal Action Now" (see the Editorial by Soto-Ramirez, p.

465). Action requires funding. But as this package of stories emphasizes, money alone does not equal

effective action. 
 

Strategic rethinking has to be a priority, as shown in two Perspectives. Grant et al. (p. 532) discuss the

ways in which poor choices and poor coordination have led to wasted efforts and recurrent crises in

microbicide research. Fauci et al. (p. 530) look at recent disappointments in HIV vaccine research and

ways to reinvigorate the field. 
 
 

 
"Monkey see, monkey (no) do"

http://www.sciencemag.org/cgi/content/summary/321/5888/511?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://www.sciencemag.org/cgi/content/summary/321/5888/511?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://www.sciencemag.org/cgi/content/summary/321/5888/511?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct


Author(s): Cohen J 
Reference: Science 25 July 2008;321(5888):477. 

 

http://www.sciencemag.org/cgi/content/full/321/5888/477d?maxtoshow=&HITS=8&hits=8&RESULTFORMA

T=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltex

t=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct

 

Published Abstract: Leading researchers who study microbicides to prevent transmission of the AIDS

virus are calling for more studies in monkeys (see p. 532), and--until last week--they had high hopes that

the Bill and Melinda Gates Foundation would provide the funding for the expensive experiments. Their

optimism was well-grounded: In February 2007, the foundation began courting four prominent groups of

researchers to work together to answer fundamental questions about the safety and efficacy of several

different topical agents that can be inserted into the vagina or rectum to derail the AIDS virus. 
 
 

The researchers, who wrote proposals specific to the foundation's wishes, were elated because such

studies are typically difficult to fund through the U.S. National Institutes of Health "unless you have

preliminary data on each drug," says Ronald Veazey of the Tulane National Primate Research Center in

Covington, Louisiana. But Veazey and other investigators received a curt rejection note from the Gates

Foundation on 18 July indicating that the foundation had based its decision on "input from reviewers and

internal decisions on foundation strategy for funding." 
 

 
"The great funding surge"

Author(s): Cohen J 
Reference: Science. 25 July 2008;321(5888):512-19. 

 

http://www.sciencemag.org/cgi/content/full/321/5888/512?maxtoshow=&HITS=8&hits=8&RESULTFORMA

T=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltex

t=or&searchid=1&resourcetype=HWCIT

 

Published Abstract: A decade ago, when the wealthy countries of the world reached into their pockets to

help the less fortunate combat HIV/AIDS, they came up with a mere $485 million. Last year, the HIV war

chest for these developing countries, including some money from their own budgets, totaled $10 billion,

more than a 20-fold increase.
 
 

A variety of factors contributed to this extraordinary surge in funding, but one stands out: success with anti-

HIV drugs. Drugs made little headway against the virus in the decade following the proof in 1984 that HIV

causes AIDS. But in 1994, a study showed that AZT could prevent transmission from an HIV-infected

pregnant woman to her baby. Then in late 1995, researchers reported that potent anti-HIV drugs used in

combination could stave off AIDS and improve the health of those already sick. By the late 1990s, studies

in Thailand and Uganda had shown cheaper, simpler ways to prevent mother-to-child transmission (MTCT)

with anti-HIV drugs, and Brazil and Haiti demonstrated that if the will existed, treatment could reach rich

and poor alike. But for tens of millions of people, that wasn't happening.

http://www.sciencemag.org/cgi/content/full/321/5888/477d?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://www.sciencemag.org/cgi/content/full/321/5888/477d?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://www.sciencemag.org/cgi/content/full/321/5888/477d?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://www.sciencemag.org/cgi/content/full/321/5888/512?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&resourcetype=HWCIT
http://www.sciencemag.org/cgi/content/full/321/5888/512?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&resourcetype=HWCIT
http://www.sciencemag.org/cgi/content/full/321/5888/512?maxtoshow=&HITS=8&hits=8&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&resourcetype=HWCIT


At the 2000 international AIDS conference in Durban, South Africa, the issue of "universal access" came to

a full boil, and the next year, the United Nations General Assembly held a special session on HIV/AIDS,

sparking a global effort to increase access to, and reduce the costs of, anti-HIV drugs. Billions of new

dollars from new sources began flowing into poor countries. First came the World Bank's Multi-Country

HIV/AIDS Program (MAP) in 2000 that spread grants and loans with generous terms to many hard-hit

spots. In 2002, the Global Fund to Fight AIDS, Tuberculosis, and Malaria--a partnership of governments,

philanthropies, civil society, industry, and affected communities--opened its doors to all comers and, in a

novel twist, asked governments to detail their needs and linked payments to performance. U.S. President

George W. Bush the next year launched the President's Emergency Plan for AIDS Relief (PEPFAR), which

quickly ramped up treatment and prevention efforts in 15 "focus" countries. The Bill and Melinda Gates

Foundation made HIV/AIDS a priority, investing nearly $2 billion in treatment, prevention, and research to

help the poor. In 2006, the General Assembly upped the ante and declared that every HIV-infected person

in need of treatment should receive it by 2010. The response "has transformed … how the developed world

partners with the developing world in addressing a catastrophic health crisis," says Anthony Fauci, an

architect of PEPFAR and head of the U.S. National Institute of Allergy and Infectious Diseases (NIAID).
 

HIV-infected people around the globe are now living longer, and several communities have even seen their

epidemics start to wane. "Seven years ago, there wasn't a single African on treatment from a donor

program in a global pandemic of unprecedented proportion," says Jeffrey Sachs, a health economist at

Columbia University who in 2000 called the underfunding of AIDS "perhaps the most shocking feature of

our generation." Today, Sachs has toned down his chiding of the wealthy world and even applauds some of

its actions. "Now there's finally a process in place and a glimmering that the epidemic is peaking. Incidence

is coming down in some places, treatment is steadily increasing, and health care systems are beginning to

rise from nothing."
 

But serious problems remain. Many countries, short on health care workers and infrastructure, have had

difficulty building prevention and treatment programs. Several "donor darlings" have received the lion's

share of aid money, while some politically troubled countries have received scant help. The Global Fund

has suspended or canceled grants because of corruption. Current funding levels won't come close to

providing universal access by 2010, and high rates of new infections--an indication that prevention

programs are having limited success--are placing an ever-increasing demand on treatment programs. The

vaccine search, the best hope for slowing HIV's spread, has failed so miserably that leaders in the field

recently persuaded Fauci to shift millions slated for clinical trials to more fundamental studies. Several

microbicides (topical gels to prevent transmission) similarly have proven worthless--or even harmful--in

large, expensive human studies. In addition, serious questions have emerged about whether all this new

money for HIV/AIDS has come at the expense of meeting other pressing health needs.
 

...
 

EDITOR'S NOTE: The full text of this article is available with a subscription at the above website.
 
 

 



"Virology: Modeling Microbicides"

Author(s): Monnier N 
Reference: Science. 25 July 2008;321(5888):466. 

 

http://www.sciencemag.org/cgi/content/full/321/5888/466a

 

Published Abstract: Phase III clinical trials are underway to test the efficacy of antiretroviral (ARV)-based

microbicides in preventing HIV transmission. However, the risk that ARVs may be absorbed systemically

and promote the evolution of drug-resistant viral strains if used by HIV-positive women remains poorly

characterized.
 
 

Wilson et al. have modeled the effects of ARV-based microbicides on disease dynamics, either as part of

a clinical trial or as a widespread public health intervention, in order to compare drugs with a high versus

low potential risk for generating resistance. They find that a clinical trial will be unable to distinguish

between high- and low-risk microbicides if HIV-positive participants are excluded on the basis of monthly

tests for seroconversion (as planned for the upcoming dapivirine trial), given that resistance is expected to

take at least 6 months on average to develop. If a high-risk microbicide is used as a public health

intervention, the model predicts that the ratio of the number of prevented infections to the number of

acquired resistant cases (the benefit-to-cost ratio) may not be much greater than 1. The ratio will be worse

for women than for men, given that new cases of resistance will emerge in women initially and that drug-

resistant strains have lower transmission efficiency than wild-type HIV. These results highlight the

importance of collecting additional data on the resistance risks of new ARV-based microbicides before

they are approved for popular use. 
 
 

 
"Scaling sexual behavior or "sexual risk propensity" among men at risk for HIV in Kisumu, Kenya"

Author(s): Mattson CL, Campbell RT, Karabatsos G, et al 
Reference: AIDS Behav. 24 July 2008;Epub ahead of print.

 

http://highwire.stanford.edu/cgi/medline/pmid;18651213

 

Published Abstract: We present a scale to measure sexual risk behavior or "sexual risk propensity" to

evaluate risk compensation among men engaged in a randomized clinical trial of male circumcision. This

statistical approach can be used to represent each respondent's level of sexual risk behavior as the sum of

his responses on multiple dichotomous and rating scale (i.e. ordinal) items. This summary "score" can be

used to summarize information on many sexual behaviors or to evaluate changes in sexual behavior with

respect to an intervention. Our 18 item scale demonstrated very good reliability (Cronbach's alpha of 0.87)

and produced a logical, unidimensional continuum to represent sexual risk behavior. We found no evidence

of differential item function at different time points (except for reporting a concurrent partners when

comparing 6 and 12 month follow-up visits) or with respect to the language with which the instrument was

administered. Further, we established criterion validity by demonstrating a statistically significant

association between the risk scale and the acquisition of incident sexually transmitted infections (STIs) at

http://www.sciencemag.org/cgi/content/full/321/5888/466a
http://highwire.stanford.edu/cgi/medline/pmid;18651213


the 6 month follow-up and HIV at the 12 month follow-up visits. This method has broad applicability to

evaluate sexual risk behavior in the context of other HIV and STI prevention interventions (e.g.

microbicide or vaccine trials), or in response to treatment provision (e.g., anti-retroviral therapy).
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4. PUBLISHED RESEARCH: RELEVANT BASIC AND TRANSLATIONAL SCIENCE

 
"Baseline colposcopic findings in women entering studies on female vaginal products"

Author(s): O'Neill E, Reeves MF, Creinin MD 
Reference: Contraception. 01 August 2008;78(2):162-66. 

 

http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6T5P-4SM209G-

6&_user=10&_coverDate=08%2F31%2F2008&_rdoc=1&_fmt=&_orig=search&_sort=d&view=c&_acct=C0

00050221&_version=1&_urlVersion=0&_userid=10&md5=37820eacb3a305ffb61109a404dbb28a

 

Published Abstract: Background Colposcopy is commonly used for genital tract assessment in safety

studies on female-controlled vaginal products. However, findings that are considered “lesions” are present

even without product use. We sought to categorize the type and frequency of lesions found on baseline

colposcopy evaluation in healthy women to describe natural lower genital tract changes due to

environmental factors. Study Design We reviewed demographic information and baseline colposcopic

examination findings from subjects in 13 studies of vaginal products. All studies included an aim of

identifying colposcopic changes as a means of monitoring safety of a vaginal product or device.

Colposcopic evaluations were performed according to the WHO/CONRAD Manual for the Standardization

of Colposcopy for the Evaluation of Vaginal Products. Results A total of 317 lesions were found on 569

baseline colposcopy evaluations, with 192 women (34%) having at least one lesion. The most commonly

identified lesions were petechiae and erythema, accounting for 45% and 37% of lesions, respectively.

Seventy-three percent of lesions were located on the cervix, whereas 15% of lesions were located on the

vaginal wall or fornix. Conclusions Lower genital tract colposcopic findings are common in healthy women.

Such findings likely represent normal physiologic changes. Future research needs to address whether

routine colposcopic examination is necessary in the evaluation of new vaginal products.
 
 
 

 
"Preclinical evaluation of 1H-benzylindole derivatives as novel human immunodeficiency virus

integrase strand transfer inhibitors"

Author(s): Hombrouck A, Van Remoortel B, Michiels M, et al 
Reference: Antimicrob Agents Chemother. 01 August 2008;52(8):2861-69. 

 

http://aac.asm.org/cgi/content/abstract/52/8/2861?etoc

http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6T5P-4SM209G-6&_user=10&_coverDate=08%2F31%2F2008&_rdoc=1&_fmt=&_orig=search&_sort=d&view=c&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=37820eacb3a305ffb61109a404dbb28a
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6T5P-4SM209G-6&_user=10&_coverDate=08%2F31%2F2008&_rdoc=1&_fmt=&_orig=search&_sort=d&view=c&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=37820eacb3a305ffb61109a404dbb28a
http://www.sciencedirect.com/science?_ob=ArticleURL&_udi=B6T5P-4SM209G-6&_user=10&_coverDate=08%2F31%2F2008&_rdoc=1&_fmt=&_orig=search&_sort=d&view=c&_acct=C000050221&_version=1&_urlVersion=0&_userid=10&md5=37820eacb3a305ffb61109a404dbb28a
http://aac.asm.org/cgi/content/abstract/52/8/2861?etoc


 

Published Abstract: We have identified 1H-benzylindole analogues as a novel series of human

immunodeficiency virus (HIV) integrase inhibitors with antiretroviral activities against different strains of HIV

type 1 (HIV-1), HIV-2, and simian immunodeficiency virus strain MAC251 [SIV(MAC251)]. Molecular

modeling and structure-activity relationship-based optimization resulted in the identification of CHI/1043 as

the most potent congener. CHI/1043 inhibited the replication of HIV-1(IIIB) in MT-4 cells at a 50% effective

concentration (EC50) of 0.60 µM, 70-fold below its cytotoxic concentration. Equal activities against HIV-

1(NL4.3), HIV-2(ROD), HIV-2(EHO), and SIV(MAC251) were observed. CHI/1043 was equally active

against virus strains resistant against inhibitors of reverse transcriptase or protease. Replication of both X4

and R5 strains in peripheral blood mononuclear cells was sensitive to the inhibitory effect of CHI/1043

(EC50, 0.30 to 0.38 µM). CHI/1043 inhibited integrase strand transfer activity in oligonucleotide-based

enzymatic assays at low micromolar concentrations. Time-of-addition experiments confirmed CHI/1043 to

interfere with the viral replication cycle at the time of retroviral integration. Quantitative Alu PCR

corroborated that the anti-HIV activity is based upon the inhibition of proviral DNA integration. An HIV-1

strain selected for 70 passages in the presence of CHI/1043 was evaluated genotypically and

phenotypically. The mutations T66I and Q146K were present in integrase. Cross-resistance to other

integrase strand transfer inhibitors, such as L-708,906, the naphthyridine analogue L-870,810, and the

clinical drugs GS/9137 and MK-0518, was observed. In adsorption, distribution, metabolism, excretion, and

toxicity studies, antiviral activity was strongly reduced by protein binding, and metabolization in human liver

microsomes was observed. Transport studies with Caco cells suggest a low oral bioavailability. 
 
 
 

 
"Herpes simplex virus down-regulates secretory leukocyte protease inhibitor: A novel immune

evasion mechanism"

Author(s): Fakioglu E, Wilson SS, Mesquita PM, et al 
Reference: J Virol. 30 July 2008;Epub ahead of print.

 

http://jvi.asm.org/cgi/content/abstract/JVI.00603-

08v1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&ful

ltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=

HWCIT&ct

 

Published Abstract: Secretory leukocyte protease inhibitor (SLPI), an anti-inflammatory mediator of

mucosal immunity, inhibits HIV and HSV in cell culture. Epidemiological studies demonstrate that higher

concentrations of SLPI in mucosal secretions are associated with a reduced risk of HIV transmission. The

current studies were designed to test the hypothesis that HSV triggers a loss in SLPI to evade innate

immunity, and that this response may contribute to the increased risk for HIV in the setting of HSV infection.

Exposure of human cervical epithelial cells to HSV-1 or HSV-2, but not HIV or VSV, triggered a significant

and sustained reduction in SLPI levels. The reduction persisted when cells were infected in the presence of

acyclovir, but not following infection with ultraviolet (UV)-inactivated virus, indicating that viral gene

expression, but not replication, is required. RT-PCR studies demonstrated that the loss in SLPI is mediated

by down-regulation of gene expression. SLPI down-regulation was associated with activation of NF-B

http://jvi.asm.org/cgi/content/abstract/JVI.00603-08v1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://jvi.asm.org/cgi/content/abstract/JVI.00603-08v1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://jvi.asm.org/cgi/content/abstract/JVI.00603-08v1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct
http://jvi.asm.org/cgi/content/abstract/JVI.00603-08v1?maxtoshow=&HITS=5&hits=5&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&fulltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=HWCIT&ct


signaling pathways and up-regulation of pro-inflammatory cytokines, consistent with the known inhibitor

effects of SLPI on NF-B pathways. The down-regulation mapped to viral early gene expression as variants

impaired in expression of immediate early genes ICP4 or ICP0 failed to down-regulate SLPI or activate NF-

B. Together these results identify a novel role for HSV immediate early gene expression in regulating

mucosal immune responses.
 
 
 

 
"Very strong synergy between modified RANTES and gp41 binding peptides leads to potent anti-

HIV-1 activity"

Author(s): Jin H, Siwak EB, Smith R, et al 
Reference: Antimicrob Agents Chemother. 28 July 2008;Epub ahead of print.

 

http://aac.asm.org/cgi/content/abstract/AAC.01250-

07v1?maxtoshow=&HITS=1&hits=1&RESULTFORMAT=&andorexacttitle=and&andorexacttitleabs=and&ful

ltext=microbicide%2C+microbicides&andorexactfulltext=or&searchid=1&usestrictdates=yes&resourcetype=

HWCIT&ct

 

Published Abstract: HIV-1 fusion inhibitors have emerged as effective tools to inhibit HIV-1 infection in

vivo and in vitro. In this study we have investigated the effect of combining fusion inhibitors having differing

mechanisms of action. Least effective combinations in terms of synergistic effects and dose reduction in a

cell-cell fusion assay include a 1:1 combination of the chemokine MIP-1 with gp41 binding peptide C37

(IC50 = 5.6 nM) and a 1:1 combination of the chemokine RANTES with C37 (IC50 = 2.3 nM). The most

potent pair in our studies was the combination of the RANTES variant P2-RANTES with C37. These agents

inhibit HIV-1 in a cell-cell fusion assay with an IC50 as low as 0.59 pM total inhibitor concentration (in a

fixed ratio of P2-RANTES : C37 = 10:1). Using the combination index method, this pair gave a combination

index at 50% inhibition of 0.00072 and a dose reduction of 1.4 x 103 for P2-RANTES and 9.0 x 104 for

C37. In an HIV-1 viral infection assay, this 10:1 combination of P2-RANTES and C37 gave an IC50 of 0.72

nM, while in this assay P2-RANTES and C37 alone inhibited with an IC50 of 12 nM and 32 nM respectively.

This represents a combination index at 50% inhibition of 0.049 and a dose reduction in the viral assay of 19

for P2-RANTES and 490 for C37. This work has implications for formulating maximally effective anti-HIV-1

drug therapies.
 
 
 

 
"Anti-HIV activity of the small modified amino acid {alpha}-hydroxy glycineamide on in vitro and in

vivo HIV-1 capsid assembly and infectivity"

Author(s): Abdurahman S, Végvári A, Youssefi M, et al 
Reference: Antimicrob Agents Chemother. 21 July 2008;Epub ahead of print.

 

http://www.ncbi.nlm.nih.gov/pubmed/18644965
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Published Abstract: Upon maturation of the HIV-1 virion, proteolytic cleavage of the Gag precursor

protein by the viral protease is followed by morphological changes of the capsid protein p24 which will

ultimately transform the virus core from an immature spherical to a mature conical structure. Virion

infectivity is critically dependent on the just right semi-stability of the capsid cone structure. We have earlier

reported that glycineamide (G-NH2) when added to the culture medium of infected cells inhibits HIV-1

replication and that HIV-1 particles with aberrant core structures were formed. Here we show that it is not

G-NH2 itself but a metabolite thereof, alpha-hydroxy-glycineamide (alpha-HGA), that is responsible for the

antiviral activity. We show that alpha-HGA inhibits the replication of clinical HIV-1 isolates with acquired

resistance to reverse transcriptase and protease inhibitors but has no effect on the replication of any of ten

different RNA and DNA viruses. alpha-HGA affected the ability of the HIV-1 capsid protein to assemble into

tubular or core structures in vitro and in vivo, probably by binding to the hinge region between the N- and C-

terminal domains of the HIV-1 capsid protein as indicated by MALDI-MS results. As an antiviral compound,

alpha-HGA has an unusually simple structure, a pronounced antiviral specificity and a novel mechanism of

antiviral action. As such, it might prove to be a lead compound for a new class of anti-HIV substances.
 
 
 

 
Return to Table of Contents

 
5. PUBLISHED RESEARCH: RELEVANT BEHAVIORAL AND SOCIAL SCIENCE AND EPIDEMIOLOGY

 
"Condoms in concentrated and generalised HIV epidemics"

Author(s): Rutherford GW 
Reference: Lancet. 26 July 2008;372(9635):275-76. Comment.

 

http://www.thelancet.com/journals/lancet/article/PIIS0140673608610922/fulltext

 

Published Abstract: The promotion of male condoms is fundamental for programmes for prevention of

HIV. Interventions resulting in consistent use of condoms by clients of female sex workers in Thailand,

together with a reduction in the number of men who have sex with sex workers, show the effectiveness of

condoms in curbing the incidence of HIV.1 However, for condoms to be effective, they must be used

consistently and properly.
 
 

Anna Foss and colleagues, in a recent systematic review,2 examined 62 condom-promotion studies since

1998 in generalised and concentrated HIV epidemics in Africa and Asia, most of which had non-controlled

study designs. These studies measured self-reported condom use as their endpoint. Interventions

undertaken for sex workers and their clients were most likely to show positive effects, with condom use

doubling in eight of the 15 positive studies, especially in areas of concentrated epidemics. However, results

of studies in casual and primary partnerships and in adolescents were more varied, and effects much more

modest. Three of six studies—two from southern Africa and one from China—reported positive findings in

men's condom use with casual partners, but rates of condom use at last intercourse did not exceed 50% in

any study after the intervention.

http://www.thelancet.com/journals/lancet/article/PIIS0140673608610922/fulltext


11 studies examining primary sexual partnerships noted that interventions leading to increased condom

use were in the highest-risk populations, primarily in African countries with generalised epidemics, or those

in Asia where condoms were used for contraception; condom use at last intercourse in these studies was

between 24% and 33%. 14 studies, mostly from Africa, measured condom use in young people; eight were

able to document significant but small increases in condom use at last intercourse (6–19% absolute

increase). 19 studies examined whether interventions for condom promotion increased sexual risk taking;

13 studies from countries with both generalised and concentrated epidemics reported a significant

decrease in the number of sexual partners after the intervention and only one, in sex workers in Côte

d'Ivoire, an increase. Moreover, five of six studies had no evidence that non-sexually-active young people

who were exposed to condom-promotion interventions became sexually active because of the intervention.
 

These results are both reassuring and troubling, especially since rates in study settings might be higher

than in non-study settings. Although clear efficacy data are scarce and a placebo-controlled trial is

impossible, data for condom effectiveness gleaned from rigorous cohort studies estimate that condom

effectiveness ranges from 80%3 to 94%.4,5 Furthermore, condoms prevent 85% of unintended

pregnancies over the first year of typical use.6
 

Why are condoms not more widely used by people living in areas with epidemics? First, condoms are

contraceptives and thus are not used in primary sexual relationships in which pregnancy is a goal. Second,

condoms are difficult to use consistently and correctly. Many factors might underlie this finding—eg,

alcohol, denial, discomfort, lack of control, poor communication, and insufficient education. Third, condoms

might not be widely available. In 2001 a worldwide condom gap was postulated;7 what the population-level

effectiveness of condoms would be if they were more available, especially at the point of use, is not known.

Overall, possibly with the exception of sex workers, condom use is not especially high, even in non-primary

relationships and after condom promotion campaigns; an analysis of sexual behaviour in single African

women reported that condom use at most recent intercourse was only 28%.8 However, strong evidence

suggests that decreases in HIV prevalence can be achieved in areas of generalised epidemics without

especially high levels of condom use. In Uganda, for example, large reductions in HIV prevalence were

preceded by substantial decreases in non-regular sexual partners rather than in high levels of condom

use.9,10 Much the same pattern has been seen in Zimbabwe.11,12 Nevertheless, condoms are an

important and essential component of HIV prevention programmes, especially with a greater proportion of

infections occurring in discordant primary relationships in which repeated sexual exposure is

unavoidable.13
 

What can we do to promote condoms and increase their use more widely and effectively? We know that

condoms are effective if they are available and used properly, and even more so if users take additional

steps to keep their risk of exposure to infection to a minimum—eg, by reducing numbers of sexual partners.

They are not, however, a magic bullet, and the real question is how condom promotion should be combined

with other interventions for prevention of HIV, such as: information, education, and counselling to reduce

concurrent partnerships and delay sexual debut; voluntary counselling and testing; male circumcision;

diagnosis and treatment of sexually transmitted infections; and even antiretroviral therapy. These

interventions require detailed understanding of the psychological, sexual, and social dynamics of condom

use and sexual risk taking, especially in discordant couples, and overcoming whatever condom gap might



still exist. How best to design, implement, and assess these interventions will need substantial investment.
 
 

 
"Risk of HIV transmission in discordant couples"

Author(s): Garnett GP, Gazzard B 
Reference: Lancet. 26 July 2008;372(9635):270-71. Comment.

 

http://www.thelancet.com/journals/lancet/article/PIIS0140673608610892/fulltext

 

Published Abstract: In view of the fact that successful antiretroviral treatment of HIV dramatically reduces

viraemia1 and that the risk of HIV transmission in discordant heterosexual couples depends on viral load,2

it seems remarkable how muted discussion has been of the potential role of treatment in reducing risks of

infection. However, a consensus statement by the Swiss National AIDS Commission advised that after 6

months' treatment, if the virus is undetectable in the plasma and in the absence of another sexually

transmitted infection, the risk of transmitting HIV is negligible.3
 
 

There has been subsequent debate on the validity and wisdom of the statement, including in today's Lancet

in which David Wilson and colleagues illustrate the implications of over-optimism about reduced

transmission in discordant couples.4 Using a model of the relation between viral load and transmission risk

per sex act, they show how the risk of a transmission event could accumulate over many sex acts. A major

assumption needs to be emphasised when reviewing the predictions from this paper: the authors

extrapolate the model beyond the available data, assuming that there is a continuous reduction in risk

rather than a threshold below which no transmission is possible. The Swiss statement is based on the

different assumption that there is such a threshold, as was observed in a study in Rakai, Uganda, where no

transmission events occurred when viral copy numbers were below 1500 copies per mL.2 Unfortunately,

small sample sizes mean that neither assumption is secure, and there are fewer data for men having sex

with men.
 

Where Wilson and colleagues agree with the Swiss statement is that HIV transmission will be much

reduced when antiretroviral treatment suppresses plasma viral loads. They then show how combining

condom use and antiretrovirals further reduces the chances of transmission. What they do not do is

compare condom use alone with suppression of viraemia through treatment. If, because of incorrect or

inconsistent use, condoms are only 95% efficacious, the safe sex implied by the use of condoms would be

less safe than reducing viral loads through treatment (figure). Some people might be very risk averse and

want to combine treatment and condoms, which, given the uncertainty over whether there is a threshold

viral load that allows transmission, may be wise. Other people might have reasons for foregoing one of the

protections, especially in attempts to conceive. Denying an effect of treatment on risk of transmission would

be dishonest and futile, because well-informed patients will assume an effect. In counselling and advising

patients about the risks of transmission, providing a balanced estimate of the risk over the course of many

sex acts, as derived by Wilson and colleagues, would be better than trying to totally eliminate risk.
 

We need to separate out the role of treatment for a couple and effects of treatment in the population as a

whole. At a population level, there has been an upsurge of risk in some communities, identified by an

http://www.thelancet.com/journals/lancet/article/PIIS0140673608610892/fulltext


increase in other sexually transmitted infections and an increasing incidence of HIV. However, much of this

upsurge will be due to risk-taking behaviour, influenced indirectly by the availability of antiretrovirals, by

those who are susceptible or infected without being aware of it.5,6 The use of antiretrovirals should directly

decrease the incidence of infection, but this population-level effect will be limited unless diagnosis is more

timely and treatment is used much earlier during an infection for public-health reasons rather than

necessarily for clinical care.7 Moving treatment earlier to when CD4 cell counts fall below 350 cells per L

goes some way in this direction, as do efforts to improve rates of diagnosis in those people who are

infected but unaware of their HIV status.8,9
 

We should be concerned about the spread of other sexually transmitted infections if condoms are not used.

Although trials suggest that the control of asymptomatic sexually transmitted infections has limited effect on

the current spread of HIV,10 the situation might differ if antiretroviral treatment was being used to prevent

HIV transmission; asymptomatic sexually transmitted infections might, through local HIV replication,

reintroduce a risk of transmission in a discordant couple. In many ways, the Swiss statement3 provides the

opportunity for positive public-health messages, by promoting adherence to treatment and concern over

other sexually transmitted infections. The use of condoms, in addition to antiretrovirals, to further reduce

risk and prevent other sexually transmitted infections can then also be promoted.
 
 

 
"Correlates of anal intercourse vary by partner type among substance-using women: baseline data

from the UNITY study"

Author(s): Koblin BA, Hoover DR, Xu G, et al 
Reference: AIDS Behav. 25 July 2008;

 

http://www.springerlink.com/content/0q0765n11kx84547/?p=4afea7c72a594075b0927cb052f14c36&pi=1

 

Published Abstract: Data are limited about anal intercourse among women at risk of HIV infection. HIV-

negative non-injection drug using women at sexual risk (N = 404) were recruited. At baseline, 41.7%

reported anal intercourse in the prior 3 months; of these, 88.2% reported unprotected anal intercourse

(UAI). Factors associated with UAI varied by partner type: UAI with a steady partner was associated with

younger age, depressive symptoms, and experience of battering; UAI with casual partners was associated

with younger age, cocaine use and negative outcome expectancies for condom use; UAI with exchange

partners was associated with cocaine use, negative outcome expectancies for condom use and depressive

symptoms. Younger women were more likely to report unprotected anal intercourse if they did not use birth

control. Specific counseling messages are needed to identify and address this risk and associated factors,

including partner relationships, substance use, birth control, mental health issues and domestic violence. 
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"South Africa still has biggest HIV epidemic, says UNAIDS"

Date: 29 July 2008 

Source: Health-e 

Author(s): Anso Thom

 

http://www.health-e.org.za/news/article.php?uid=20032032

 

South Africa has the largest HIV epidemic in the world with an estimated 5,7-million people living with HIV

in 2007. This is according to the Joint United Nations Programme on HIV/AIDS’ (UNAIDS) 2008 Report on

the Global AIDS Epidemic released yesterday (SUBS: TUES), which reports that almost 33-million people

are currently living with HIV/AIDS worldwide with 25-million people having died of HIV-related causes since

the beginning of the epidemic.
 

The report confirmed that HIV data from antenatal clinics in South Africa showed that the country’s

epidemic might be stabilizing, but added there was no evidence yet of major changes in HIV-related

behavior. 
 

The report also points out that the HIV prevalence in South Africa, as well as neighbouring Lesotho and

Namibia was stabilising at extraordinary high levels.
 

UNAIDS Executive Director Peter Piot said the report did show that the world was making some real

progress in its response to AIDS, but that for every two people who started antiretroviral (ARV) therapy,

another five became newly infected.
 

Sub-Saharan Africa continued to bear the brunt of the epidemic with an estimated 1,9-million people newly

infected with HIV in this region in 2007, bringing  to 22-million the number of people living with HIV.
 

Two-thirds of the global total of 32,9-million people with HIV lives in this region, and three quarters of all

AIDS deaths in 2007 occurred here.
 

The report also showed that sub-Saharan Africa’s epidemics varied significantly from country to country in

both scale and scope. Adult national HIV prevalence is below 2% in several countries of West and Central

Africa, as well as in the horn of Africa, but in 2007 it exceeded 15% in seven southern African countries –

Botswana, Lesotho, Namibia, South Africa, Swaziland, Zambia and Zimbabwe.
 

Meanwhile the 26% HIV prevalence found in adults in Swaziland in 2006 is the highest prevalence ever

documented in a national population based survey anywhere in the world.
 

In Lesotho and parts of Mozambique, HIV prevalence among pregnant women is increasing with some

provinces in the central and southern zones of Mozambique, recording adult HIV prevalence rates

exceeding 20%.
 

The report confirmed that in countries most heavily affected, HIV has reduced life expectancy by more than

20 years, slowed economic growth, and deepened household poverty. 

http://www.health-e.org.za/news/article.php?uid=20032032


In sub-Saharan Africa alone, the epidemic has orphaned nearly 12-million children under the age of 18

years. 
 

In countries with high HIV prevalence, life expectancy at birth has fallen, sometimes dramatically. In

southern Africa, average life expectancy has declined to levels last seen in the 1950s. It is now below 50

years for the sub-region as a whole and below 40 years in Zimbabwe.
 

By contrast the comparatively smaller HIV epidemics in Western Europe and Asia have scarcely affected

life expectancy trends in those regions.
 

In South Africa, total deaths from all causes increased by 87% between 1997 and 2005. During this period,

death rates more than tripled for women aged 20-39 and more than doubled for males aged 30-44, with at

least 40% of deaths believed to be attributable to HIV. 
 

The rate of population growth in the country fell from 1,25% in 2001-2002 to slightly more than 0,97% in

2006-2007.
 

Also, the estimated number of maternal, paternal and double orphans due to AIDS in Malawi, South Africa

and Tanzania rose from 1,2-million in 2001 to 2,9-million in 2007.
 

While the world has rightly focused extraordinary attention on bringing ARV therapy to scale, the report said

that much less effort had been directed towards timely prevention, diagnosis and treatment of tuberculosis

in people living with HIV. The report added this could yield reductions in HIV-related morbidity and mortality

comparable to ARVs.
 

Up to half of children living with HIV in South Africa are co-infected with TB, the report said.
 

The report highlighted the increasingly important role of palliative care as an integral component of national

HIV responses with existing palliative care programmes under enormous pressure to meet growing

demands. 
 

The report refers to a study from the Motheo District of the Free State where there are an estimated 44 000

maternal orphans, 7 736 of whom are living with HIV. More than 25 000 of the children under the age of 10

are thought to be malnourished. The district’s one palliative care programme is equipped to serve 1 300

children, a fraction of those in need of support. 
 

EDITOR'S NOTE: The full UNAIDS Report is available at

http://www.unaids.org/en/KnowledgeCentre/HIVData/GlobalReport/2008/2008_Global_report.asp. 
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Published Abstract: Sixteen International Aids Conferences were held before the HIV/AIDS community

looked to Latin America and the Caribbean. Finally, next month, the world will pay long-overdue attention to

this region when the XVII International AIDS Conference (AIDS 2008) is held in Mexico City. Given that so

many in Latin America and the Caribbean have died from HIV/AIDS and have fought this disease with the

same enthusiasm and passion as in any part of Africa and Asia, there seems no justification for this lack of

attention.
 
 

...
 

EDITOR'S NOTE: The full text of this article is available with a subscription at the above website.
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7. HIV/AIDS VACCINES

 
"Italy launches clinical trial for HIV vaccine"

Author(s):  
Reference: Nature. 30 July 2008;454:564. News in Brief.

 

http://www.nature.com/news/2008/080730/full/454564a.html

 

Published Abstract: Controversy is surrounding a phase II clinical trial of an HIV vaccine that began in

Italy this month.
 
 

Led by Barbara Ensoli of the ISS in Rome, Italy's major health research laboratory, the trial is testing a

vaccine based on a protein called Tat, which is involved in the replication of HIV.
 

But critics, including HIV co-discoverer Robert Gallo of the University of Maryland School of Medicine in

Baltimore, argue that the scientific basis for Ensoli's vaccine is weak. They note that Tat has proved

ineffective in animal models in other labs.
 

Critics in Italy are also complaining that Ensoli's phase I trial was insubstantial, and that the government

has allocated a disproportionate amount of money — €21 million (US$33 million) over three years — to the

work.
 

Ensoli says that she expects the phase II trial to be looked on favourably by an ISS external committee of

experts that will meet this winter.
 
 

 
"HIV vaccine research: The way forward"

http://www.nature.com/news/2008/080730/full/454564a.html
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Published Abstract: The need to broaden research directed at answering fundamental questions in HIV

vaccine discovery through laboratory, nonhuman primate (NHP), and clinical research has recently been

emphasized. In addition, the importance of attracting and retaining young researchers, developing better

NHP models, and more closely linking NHP and clinical research is being stressed. In an era of a level

budget for biomedical research at the U.S. National Institutes of Health (NIH), HIV/AIDS vaccine research

efforts will need to be carefully prioritized such that resources to energize HIV vaccine discovery can be

identified. This article summarizes progress and challenges in HIV vaccine research, the priorities arising

from a recent summit at NIAID, and the actions needed, some already under way, to address those

priorities. 
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8. POLITICS AND POLICY

 
"A chorus of disapproval"

Author(s):  
Reference: Nature. 31 July 2008;454:551. Editorial.

 

http://www.nature.com/nature/journal/v454/n7204/full/454551a.html

 

Published Abstract: The fight against AIDS is losing ground, but the current spate of mud-slinging is far

from helpful.
 
 

The global conversation about AIDS is beginning to sound like a high-decibel exercise in finger-pointing

and blame. This dangerous trend should be on the minds of the thousands of attendees convening in

Mexico City this weekend for the XVII International AIDS Conference.
 

...
 

EDITOR'S NOTE: The full text of this Editorial is available with a subscription at the above website.
 
 

 
"Ban on travelers with HIV to U.S. partly lifted"
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http://www.latimes.com/news/nationworld/nation/la-na-aids31-2008jul31,0,6788256.story

 

President Bush signed a sweeping measure Wednesday that provides $48 billion to combat AIDS and

other diseases globally and that also ends a long-standing U.S. ban on foreign visitors and immigrants who

are HIV-positive.
 

The travel ban, approved in 1993, was seen by opponents as an anachronism from a period of hysteria

surrounding gays. Its repeal, however, does not remove all U.S. travel impediments.
 

Activists will now turn their focus to the Department of Health and Human Services, which in 1987 placed

HIV on its list of diseases barring entry into the U.S. That prohibition is separate from the congressionally

imposed travel ban. But with the overarching ban by legislators repealed, federal health officials are no

longer bound by law to keep HIV on the list.
 

"It's hard today to put yourself back there and imagine the kind of ignorance and misinformation that was

prevalent in the early 1990s," said Rachel B. Tiven, executive director of Immigration Equality, a New York-

based group that advocated repealing the ban. "People believed the most fantastical, unrealistic things

about gays. Congress has finally cleared the way to reverse that series of bad decisions 20 years ago." 
 

It's unclear whether Health and Human Services plans to address the ban in the near future. An agency

spokeswoman did not return a call for comment Wednesday. The Centers for Disease Control and

Prevention, which is under Health and Human Services' jurisdiction and would make recommendations

about the ban, also couldn't be reached. 
 

But advocates of repeal said they were hopeful. In 1991, Health and Human Services proposed removing

HIV from its list of diseases barring entry into the U.S. But the move drew outrage from religious

conservatives, who delivered thousands of letters during a public comment period, derailing the effort, said

Victoria Neilson, legal director for Immigration Equality. 
 

A similar public comment period would be likely if the agency again proposed to remove HIV from the list.
 

"That's where the battle may be," Neilson said. Attitudes have changed, however, and the debate may be

different today, she added. During Senate debate on the AIDS bill this month, conservatives steered clear

of a fight over the provision to repeal the travel ban.
 

"People understand it's a virus, not a black plague or something. There's no reason for a disease that isn't

airborne to be on the list," Neilson said. 
 

Only 11 other countries, including Saudi Arabia, Sudan, Libya, Iraq and Colombia, maintain such a travel

ban. Other diseases triggering the U.S. travel ban include leprosy, gonorrhea and tuberculosis. 
 

Waivers are available, but activists consider them unfair and burdensome. A short-term waiver allows

foreigners to visit temporarily if they can show that they don't have HIV symptoms, don't pose a threat to

public health and can pay for their medical care, if necessary. 

http://www.latimes.com/news/nationworld/nation/la-na-aids31-2008jul31,0,6788256.story


For some of those directly affected, the ban has led to years of frustration. Howard Wallen, 39, of New York

met his future wife, Abeba, while traveling through Ethiopia's northern Tigray region in 2002. They married

five months later. Soon thereafter they learned she was HIV-positive, setting off a struggle to get her into

the U.S. that lasted until her death in Egypt last September. 
 

U.S. officials would not allow her to enter the country unless she had health insurance, Wallen said. He

found insurance companies that would cover his wife, but only if she was physically present in the U.S. 
 

It was a "classic Catch 22" resulting from the travel ban and illustrates the challenges posed by the waivers,

said Tiven, of Immigration Equality.
 

Today, Wallen's 4-year-old daughter, Hana La Paz Wallen, can fluently speak both English and Amharic,

her mother's native language. 
 

"America's a blessed country and a beautiful place . . . but what we had to go through with separation was

unfair," Wallen said, fighting back tears. "I don't want other families to suffer the way we have. The bill is

about taking a step in the direction of ensuring that dignity for other families."
 
 

 
"President Bush Signs PEPFAR Reauthorization Bill"

Date: 31 July 2008 

Source: Kaiser Daily HIV/AIDS Report

 

http://www.kaisernetwork.org/daily_reports/rep_index.cfm?DR_ID=53609

 

President Bush on Wednesday signed into law legislation (HR 5501) that reauthorizes the President's

Emergency Plan for AIDS Relief through 2013, the Washington Post reports (Eggen, Washington Post,

7/31).
 

The House last week approved the measure 303-115. The legislation allocates a total of $50 billion -- $48

billion of which goes to PEPFAR and $2 billion of which goes to American Indian issues. The bill also

includes an amendment intended to increase oversight of the Global Fund To Fight AIDS, Tuberculosis and

Malaria and encourage cost-sharing and transition strategies as part of agreements with countries that

receive PEPFAR aid. The bill does not mention family planning programs.
 

The measure also includes a provision that more than half of the program's aid go toward HIV/AIDS

treatment and care. In addition, it overturns an existing law that requires one-third of prevention funds be

spent on abstinence and fidelity programs, instead requiring a report to Congress if countries do not spend

half of prevention money on such programs. The bill also directs 10% of funding to programs for orphans

and vulnerable children, as well as allocates $2 billion for the Global Fund in fiscal year 2009. The

legislation contains an existing requirement that organizations receiving PEPFAR aid have a policy that

opposes commercial sex work. The bill creates links between HIV/AIDS and nutrition programs and sets a

target of recruiting 140,000 health care workers. In addition, the measure allocates $5 billion for malaria

programs and $4 billion for TB initiatives (Kaiser Daily HIV/AIDS Report, 7/28).

http://www.kaisernetwork.org/daily_reports/rep_index.cfm?DR_ID=53609


Although the bill also includes a provision that eases U.S. HIV/AIDS travel restrictions, it is "unclear"

whether HHS plans to address the restrictions in the near future, the Los Angeles Times reports. HHS in

1987 placed HIV on a list of diseases barring entry into the U.S., according to the Times. Although that

prohibition is separate from the congressionally imposed travel restrictions eased in the PEPFAR bill,

federal health officials are "no longer bound by law to keep HIV on the list," the Times reports. 
 

An HHS spokesperson did not return a call for comment on Wednesday. CDC -- which is under the

jurisdiction of HHS and would make recommendations about the travel restrictions -- also could not be

reached for comment, the Times reports. However, advocates of repealing the ban are "hopeful," according

to the Times (Patel, Los Angeles Times, 7/31). 
 

Bush, White House Comments  

Bush at the signing ceremony said, "Defeating HIV/AIDS once and for all will require an unprecedented

investment over generations. But it is an investment that yields the best possible return -- saved lives." He

added that "HIV/AIDS is still one of the world's greatest humanitarian challenges, no question about it. But

it is a challenge we're meeting" (Dunham, Reuters, 7/30). Bush noted that the goal for the new funding level

is to prevent 12 million new HIV cases, provide more than two million people with antiretroviral drugs,

support care for 12 million people and train at least 140,000 new health care workers (Euphrat,

AP/Google.com, 7/30). "We are a compassionate nation," Bush said, adding, "And that's what this bill says

loud and clear" (Washington Post, 7/31).
 

The White House in a statement said PEPFAR is "the largest commitment by any nation to combat a single

disease in human history." When Bush "launched [PEPFAR] in 2003, about 50,000 people in all of sub-

Saharan Africa were receiving antiretroviral treatment," the White House said, adding, "Today, PEPFAR

supports lifesaving antiretroviral treatment for nearly 1.7 million people in the region and tens of thousands

more around the world, from Asia to Eastern Europe" (AFP/Google.com, 7/30). 
 

Other Reaction  

Rep. Howard Berman (D-Calif.), who sponsored the bill, said its passage is a "tribute to what we can

achieve in foreign policy when the cause is right and all parties work together in goodwill" (Washington

Post, 7/31). House Speaker Nancy Pelosi (D-Calif.) praised the bill for taking the global fight against AIDS,

TB and malaria "from the emergency phase to the sustainability phase." The new legislation "is our

compact with developing nations across the globe," Pelosi said in a statement, adding, "It says that

America stands with them in this fight, that our commitment will not waver and shows them America's true

face of compassion." Eric Friedman, senior global health policy adviser for Physicians for Human Rights,

said the legislation is "the boldest act of any wealthy nation in ameliorating Africa's disastrous health worker

shortage." He also praised the bill for lifting the HIV/AIDS-related travel restrictions but criticized the

legislation for not linking HIV services with family planning. "That allows HIV to go unprevented and

undetected for years, until a whole family is infected," he said (AFP/Google.com, 7/30).
 

UNAIDS Executive Director Peter Piot said, "The generosity of the U.S. government has helped to truly

transform the global response to AIDS and the course of the epidemic" (Reuters, 7/30). Bill and Melinda

Gates, co-chairs of the Bill & Melinda Gates Foundation, in a statement said, "We congratulate President

Bush and leaders in Congress for their achievement in getting PEPFAR reauthorized at an unprecedented



level." They added, "This bill renews and strengthens America's commitment to the global fight against

AIDS, TB and malaria." They noted that they are "encouraged by the act's strong emphasis on preventing

new HIV infections," as well as lifting the travel restrictions (Gates Foundation release, 7/30).
 

Michael Weinstein, president of the AIDS Healthcare Foundation, also praised Bush for signing the

reauthorization bill. "Passage of this historic legislation is a crucial turning point in the battle to control AIDS

around the world," Weinstein said. He added, "We take our hats off to everyone who helped ensure that

this lifesaving global AIDS bill became a reality" (AHF release, 7/30). Pamela Barnes, president and CEO

of the Elizabeth Glaser Pediatric AIDS Foundation, said the signing of the bill into law "is a beacon of hope

to millions around the world living with HIV/AIDS. It is an unmistakable signal of the United States'

continued commitment to preventing new HIV infections in the countries most affected by the pandemic."

She added that one of the "most significant challenges for the next five years is to scale up the delivery of

[the prevention of mother-to-child HIV transmission] services, and to ensure that all infected children

receive urgently needed antiretroviral treatment," adding, "We are committed to achieving the target in the

PEPFAR legislation of reaching 80% of these women in the next five years" (Elizabeth Glaser Pediatric

AIDS Foundation release, 7/30).
 

Serra Sippel, executive director of the Center for Health and Gender Equity, welcomed passage of the

legislation; however, she said the group will "continue to be disappointed that despite the findings and

recommendations issued by U.S. government agencies, a Democratic-led Congress is continuing to

impose arbitrary funding directives to encourage abstinence-only programs over effective, comprehensive

prevention interventions." She added, "With the amount of work that so many prevention advocates put into

the reauthorization process, it is disheartening to see global AIDS prevention policy continue to emphasize

ideology in the guise of political expediency" (CHANGE release, 7/30). 
 

Wall Street Journal Examines Role of Generic Drugs in PEPFAR  

In related news, the Wall Street Journal on Thursday examined how generic drugmakers, many of which

are based in India, now "dominate" PEPFAR. Generics accounted for 57% of the $131 million the U.S.

spent on PEPFAR in FY 2007, according to the Office of the U.S. Global AIDS Coordinator. Generics in

2005 accounted for 11% of PEPFAR's funding. In 2005, the U.S. had approved few generic drugs for

PEPFAR, so "most of the money went to buy brand-name drugs that are often more expensive," according

to the Journal. Some of the largest generic contributors to PEPFAR include Aurobindo Pharma, Ranbaxy

Laboratories, Cipla and Aspen Pharmacare. PEPFAR's "shift to generics" during the past two years follows

a Bush administration "decision to set up a special approval" at FDA for the medicines, which cannot be

marketed in the U.S. because of patent and exclusivity regulations, the Journal reports. "It's pretty clear that

the system is working well, and it protects African families just like American families are protected,"

Ambassador Mark Dybul, the U.S. global AIDS coordinator who administers PEPFAR, said. He added, "We

pretty methodically did what we said we were going to do." Ranbaxy spokesperson Chuck Caprariello said

that the "key is having affordable and accessible medicines, and I think the generic industry has made a

contribution in a very positive way to PEPFAR." 
 

PEPFAR's spending on brand-name drugs totaled about $56 million in FY 2007, a decrease from the $106

million spent in 2005. Some of the largest contributors of brand-name drugs to PEFPAR are Merck,

GlaxoSmithKline and Abbott Laboratories, according to the Journal (Lueck, Wall Street Journal, 7/31). 



The Christian Science Monitor on Thursday examined how PEPFAR is impacting other issues, such as

food security, in Ethiopia. The Lancet also recently examined issues in the PEPFAR reauthorization bill. 
 
 

 
"An AIDS victory up close"
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http://www.washingtonpost.com/wp-dyn/content/article/2008/07/29/AR2008072901966.html

 

It is my intention to celebrate a legislative and moral victory -- the reauthorization and expansion of

America's massive effort to fight global AIDS, tuberculosis and malaria -- with an apology.
 

Two months ago, I made a rather vivid attack on a group of U.S. senators I called "the Coburn Seven," who

were blocking consideration of this measure. I was convinced that Tom Coburn -- known in the Senate as

"Dr. No" for objecting to nearly all spending increases -- intended to kill the bill.
 

Then I made the worst mistake of the commentator: actually meeting the object of your scorn. I found, as

usual, that disdain is easier from a distance. Though we remained at odds on some issues, Coburn politely

assured me that his motivation was not stinginess. His main goal was to increase the number of people

receiving treatment.
 

So let the record show: After a compromise that accommodated his concerns, Coburn not only supported

the bill but urged other conservatives to do the same.
 

The bipartisan expansion of the President's Emergency Plan for AIDS Relief (PEPFAR) -- along with the

President's Malaria Initiative -- is significant in a number of ways.
 

First, it is the congressional affirmation of a major legacy of George W. Bush -- a grand, aggressive

international compassion that dwarfs the Peace Corps and is unequaled since the Marshall Plan. Despite

charges of simplistic militarism, the Bush Doctrine actually includes three elements: the preemption of

emerging threats, the encouragement of responsible self-government, and the promotion of development

and health as alternatives to despair and bitterness.
 

In service of this third goal, Bush has more than quadrupled aid to sub-Saharan Africa. Americans are only

dimly aware of this fact. Men and women in the remotest African villages are better informed. Historians will

find it undeniable.
 

Second, the passage of the PEPFAR expansion displayed the reviled Democratic Congress at its best.

When I asked one administration official to identify some heroes in this legislative fight, he responded: "Joe

Biden." "Biden was unbelievably professional," he said, "patient with the hysterics of other senators and

always looking for compromise." Along with Howard Berman in the House, Biden achieved a bipartisan

agreement during an election year, in a branch of government overwhelmed by cynicism and bitterness.

This is the way government is supposed to work.

http://www.washingtonpost.com/wp-dyn/content/article/2008/07/29/AR2008072901966.html


Third, this legislation served to isolate and discredit that element of American politics that refines hatred of

government to a toxic purity. Sens. Coburn and Richard Burr eventually accepted a reasonable

compromise. Others, such as Jon Kyl, refused to support the bill but allowed it to be considered. Finally, the

Coburn Seven came down to Sen. Jim DeMint -- the DeMint One. To block the AIDS bill, he insisted on

keeping the Senate in session on a Friday evening, forcing some of his colleagues to cancel family plans to

stay in Washington. When it turned out that DeMint himself had not bothered to stay, he was booed on the

floor of the Senate.
 

It is now obvious that opposition to AIDS spending is a minority within a conservative minority. And, as G.K.

Chesterton observed, sometimes a minority can be a monstrosity.
 

The largest significance of this bill, of course, is human. Traveling in Rwanda last week, I saw the effect

that American health funding can have in a well-run, well-intentioned country. With an infusion of bed nets

and effective drugs, child malaria deaths were cut by two-thirds in less than two years. In 2003, about 4

percent of Rwandans in need of AIDS drugs were receiving them. In 2007, that figure was about 92

percent.
 

These are some of the most extraordinary gains in the history of public health -- and these figures

eventually come down to a face and a voice. Visiting one tidy, two-room Rwandan home, I met a family of

eight, in which the mother and father and their youngest daughter -- a shy and beautiful 10-year-old named

Esther -- were HIV positive and on treatment. Under prompting, Esther told me that her favorite subjects

were English and math, and, warming with pride, that she stood sixth in her class of 54. Without the

amazing generosity of America, the challenge faced by that family would be a private holocaust of

abandonment, mourning and despair.
 

Indifference, it turns out, is also easier from a distance.
 
 

 
"Efforts against AIDS among black Americans criticized"
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http://www.washingtonpost.com/wp-

dyn/content/article/2008/07/29/AR2008072902126.html?wpisrc=newsletter

 

A prominent AIDS organization accused the federal government yesterday of doing too little to fight AIDS

among black Americans, in whom the size and scope of the epidemic resembles that seen in many African

nations.
 

In a 55-page report, the Black AIDS Institute argued that the disease should be viewed as a threat to the

entire black population, and not just specific high-risk groups. Unlike in white Americans -- and in the

citizens of most industrialized nations -- HIV in American blacks is increasingly transmitted heterosexually

through "networks" where men especially have many sex partners at the same time, the report noted.

http://www.washingtonpost.com/wp-dyn/content/article/2008/07/29/AR2008072902126.html?wpisrc=newsletter
http://www.washingtonpost.com/wp-dyn/content/article/2008/07/29/AR2008072902126.html?wpisrc=newsletter


The report's authors asserted that the black AIDS epidemic here is being overlooked as the United States

is allocating unprecedented resources to fighting the disease in sub-Saharan Africa.
 

African Americans with HIV -- at least 500,000 -- are more numerous than in seven of the 15 "target

countries" in the Bush administration's global AIDS initiative, which has spent about $19 billion overseas in

the past five years.
 

President Bush is scheduled to sign a bill today that will extend the program and authorize the spending of

$48 billion for the next five years. The target countries consist of 12 in Africa and three others: Guyana,

Haiti and Vietnam.
 

The report noted that with 39 million people, "black America" would be the 35th most populous country, and

the 28th richest, if it were a separate nation. Two percent of adult black Americans are infected, the

government estimates, and only four countries outside Africa have a higher HIV prevalence. It would rank

16th in the world in the number of people living with HIV.
 

The District has the highest prevalence of HIV infection of any American jurisdiction -- 5 percent, or about 1

in every 20 residents. This is nearly as high as the prevalence in Uganda (5.4 percent), which has one of

the oldest and most intense epidemics in Africa.
 

Looked at these ways, the authors wrote, the African American epidemic "would undoubtedly elicit major

concern and extensive assistance from the U.S. government."
 

"The U.S. response to the epidemic in black America stands in sharp contrast to our response to the

epidemic overseas," said Phill Wilson, a longtime AIDS activist who is executive director of the Black AIDS

Institute.
 

He added that his purpose in making the comparisons is not to criticize the global program but to urge that

more money and attention be directed to the domestic one.
 

But Kevin A. Fenton, the head of HIV/AIDS prevention at the Centers for Disease Control and Prevention,

said the argument that government prevention efforts are not tailored to the black epidemic is mistaken.

"CDC prevention efforts have really tried to follow the epidemic," he said.
 

The proportion of AIDS-prevention funding devoted to the black community has risen as the epidemic has

become more concentrated there and now constitutes about $300 million of the $600 million spent each

year, Fenton said.
 

According to the CDC, 1 million to 1.2 million people in the United States are HIV-positive, although that

estimate is now five years old. The CDC on Sunday will release more precise estimates of the HIV

incidence, or the number of new infections that occur each year. It is believed to be about 50,000. The 2

percent HIV prevalence in adult African Americans exceeds the 1 percent threshold that defines a

"generalized" epidemic, rather than one limited to certain subgroups. Two of the striking features of the

epidemic in black Americans is the high rate of infection in women and the frequency of heterosexual

transmission, both characteristic of Africa.



The CDC estimates that 38 percent of all new infections in African Americans from 2001 to 2005 were in

women. Of new infections in black men and women, 46 percent were the result of heterosexual contact. In

the District, about 40 percent of new infections are acquired heterosexually, 30 percent from male

homosexual contact, and 15 percent from injected drug use.
 

Among white Americans during the same period, 16 percent of new infections were in women, and 16

percent of new infections in men and women were attributed to heterosexual transmission.
 

In sub-Saharan Africa, 60 percent of new infections occur in women, and the vast majority of all infections

are acquired through heterosexual contact.
 

"I think there are important parallels between the epidemic in Africa and the epidemic among black people

in the United States," said Helene D. Gayle, an epidemiologist who spoke in support of the new report

during a teleconference yesterday. "In a lot of places, it is a generalized epidemic."
 

Once the head of AIDS programs at the CDC, Gayle is now the president of the charity CARE.
 

The report cited numerous other similarities between the African and African American epidemics. In each,

there is HIV prevalence in some rural areas (such as the Mississippi Delta) as high as in cities. Sexual

networks in which people have many partners at the same time -- rather than practicing "serial monogamy"

with many partners -- is characteristic of both. So are the assertions by many women that they are

powerless to negotiate condom use or abstinence.
 

Also yesterday, the United Nations released its latest synopsis of the global AIDS epidemic, which showed

a steady decline in the number of people infected with HIV to 2.7 million last year, from 3 million in 2001.

The number of AIDS-related deaths fell from 2.2 million in 2005 to 2 million last year, primarily because of a

huge increase in the availability of antiretroviral drug treatment, particularly in Africa.
 

"We've achieved more in the fight against AIDS in the last two years than in the preceding 20 years," said

Peter Piot, executive director of UNAIDS, which published the report. But he cautioned that five people

were infected for every two people who gained access to treatment. "The gap between those who are in

need of treatment and those who have access to treatment is widening."
 
 

 
"The President's Emergency Plan for AIDS Relief - Is the emergency over?"

Author(s): El-Sadr WM, Hoos D 
Reference: N Engl J Med. 30 July 2008;Epub ahead of print.

 

http://content.nejm.org/cgi/content/full/NEJMp0803762?query=TOC

 

Published Abstract: In his 2003 State of the Union Address, President George W. Bush asked Congress

to commit $15 billion over the next 5 years for the President's Emergency Plan for AIDS Relief (PEPFAR)

to combat the global epidemic of human immunodeficiency virus (HIV) infection. Thus was launched one of

the largest international health-assistance programs in history. PEPFAR has since been both condemned

as unilateral, paternalistic, narrowly focused, and distorted by a political agenda and lauded as

http://content.nejm.org/cgi/content/full/NEJMp0803762?query=TOC


groundbreaking, visionary, effective, and responsible for saving hundreds of thousands of lives. This year,

Congress has had to consider the reauthorization of the program. On July 16, the Senate approved

legislation that would increase the funding to $48 billion for the next 5 years, sending the measure into

conference committee. Thus, this seems an appropriate time to examine PEPFAR's achievements,

limitations, and lessons for the future. 
 
 

...
 

EDITOR'S NOTE: The full text of this article is available for public access at the above website.
 
 

 
"Statistical analysis of the National Institutes of Health peer review system"

Author(s): Johnson VE 
Reference: Proc Natl Acad Sci USA. 28 July 2008;Epub ahead of print.

 

http://www.pnas.org/content/early/2008/07/25/0804538105

 

Published Abstract: A statistical model is proposed for the analysis of peer-review ratings of R01 grant

applications submitted to the National Institutes of Health. Innovations of this model include parameters that

reflect differences in reviewer scoring patterns, a mechanism to account for the transfer of information from

an application's preliminary ratings and group discussion to final ratings provided by all panel members and

posterior estimates of the uncertainty associated with proposal ratings. Application of this model to recent

R01 rating data suggests that statistical adjustments to panel rating data would lead to a 25% change in the

pool of funded proposals. Viewed more broadly, the methodology proposed in this article provides a

general framework for the analysis of data collected interactively from expert panels through the use of the

Delphi method and related procedures. 
 
 
 

 
"Sample size and precision in NIH peer review"

Author(s): Kaplan D, Lacetera N, Kaplan C 
Reference: PLoS One. 23 July 2008;3(7):e2761. 

 

http://www.plosone.org/article/info%3Adoi%2F10.1371%2Fjournal.pone.0002761

 

Published Abstract: The Working Group on Peer Review of the Advisory Committee to the Director of NIH

has recommended that at least 4 reviewers should be used to assess each grant application. A sample size

analysis of the number of reviewers needed to evaluate grant applications reveals that a substantially larger

number of evaluators are required to provide the level of precision that is currently mandated. NIH should

adjust their peer review system to account for the number of reviewers needed to provide adequate

precision in their evaluations.

http://www.pnas.org/content/early/2008/07/25/0804538105
http://www.plosone.org/article/info%3Adoi%2F10.1371%2Fjournal.pone.0002761


EDITOR'S NOTE: The full text of this article is available for public access at the above website.
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9. ANNOUNCEMENTS

 
LIVE Webcasts from the International AIDS Conference

 

http://www.kaisernetwork.org/aids2008/

 

In partnership with the International AIDS Society, kaisernetwork.org is the official webcaster of the XVII

International AIDS Conference (AIDS 2008), providing worldwide online access to the daily developments

that take place at the conference in Mexico City, August 3-8.
 

Kaisernetwork.org will be webcasting selected sessions LIVE from Mexico City.  View these live webcasts

on the first three days of the conference:
 

Sunday, August 3 

5:00 p.m. ET – Official Opening Press Conference 8:00 p.m. ET – Opening Session
 

Monday, August 4 

10:00 a.m. ET – Plenary: Panel Discussion on the State of the Epidemic 12:00 p.m. ET – Official Press

Conference 

2:15 p.m. ET – HIV/AIDS and Health System Reform: Achieving Universal Coverage
 

Tuesday, August 5 

10:00 a.m. ET – Plenary Session 

12:00 p.m. ET – Official Press Conference 

1:45 p.m.  ET – Travel Restrictions on People Living with HIV: Going Against the Grain of Human Rights

and Public Health
 

Additional live webcasts are scheduled for Wednesday, Thursday and Friday. For a complete schedule of

all live and archived webcasts, visit the online Guide to Coverage at

http://www.kaisernetwork.org/aids2008.
 

Kaisernetwork.org will issue a Daily Update Email, sent during the week of the conference, which will

include a summary of and access to each day’s online coverage. Sign up for the email at

http://www.kaisernetwork.org/health_cast/signupAIDS2008.cfm. 

(Note: Emails will be sent to you daily, starting August 3 and ending August 8, 2008).
 

If your organization is interested in making the conference coverage available to its constituency, please

visit http://www.kaisernetwork.org/aids2008/syndication.cfm for more information about our free syndication

and content-sharing options including an online widget which can be easily added to Web Sites, blogs or

social networking pages.

http://www.kaisernetwork.org/aids2008/


•

•

•

•

1.

Kaisernetwork.org’s extensive daily coverage of AIDS 2008 will include:
 

Live and tape-delayed webcasts and transcripts of each day's sessions, including the opening and

closing sessions, all plenary sessions, and selected other sessions and press conferences; 

English- and Spanish-language audio podcasts of select sessions;  

Slide presentations from select conference sessions;  

Interviews with newsmakers and journalists to summarize conference developments including daily

interviews with Science magazine correspondent Jon Cohen to review each day's news at the

conference.  

 

Submit a question for Jon Cohen by emailing ask@kaisernetwork.org; Daily narrated video highlights of

conference developments; and Extended news coverage in the Kaiser Daily HIV/AIDS Report, including

summaries of coverage from international news sources and newly-released studies.
 
 

 
New Website for the Global Forum on MSM and HIV (MSMGF)

 

http://www.msmandhiv.org/

 

The new website for the Global Forum on MSM and HIV (MSMGF) is now up and running at

www.msmandhiv.org! 
 

The new MSMGF site features a different format than the older version; all information and resources are

now organized by region, with internationally relevant items listed on the homepage for easy access.  This

site was designed to grow organically over time, with emphasis placed on the value of participation from

our users.  You are invited to submit new articles, papers, presentations, media and anything else that you

feel is important to share with other users.  
 

You are also invited to register your organization in our new MSMGF directory, so that those who wish to

connect with others for collaboration can easily identify who is doing what and where. 
 
 

 
UNAIDS 2008 Report on the Global AIDS Epidemic

 

http://www.unaids.org/en/KnowledgeCentre/HIVData/GlobalReport/2008/2008_Global_report.asp

 

The 2008 Report on the Global AIDS Epidemic was launched in New York by Peter Piot (UNAIDS

Executive Director), Kemal Dervis (UNDP Administrator) and Thoraya Obaid (UNFPA Executive Director).

The Report, which uses data from 147 countries to assess strengths and weaknesses of the AIDS

response, includes three overarching messages: 
 

We have seen a substantial increase in HIV prevention and treatment efforts—and they are

producing results in a number of heavily affected countries.  

http://www.msmandhiv.org/
http://www.msmandhiv.org
http://www.unaids.org/en/KnowledgeCentre/HIVData/GlobalReport/2008/2008_Global_report.asp


2.

3.

•

•

•

The number of new HIV infections has fallen in several countries. However the AIDS epidemic is not

over in any part of the world.  

HIV requires a long term response that is grounded in evidence and human rights. The AIDS

response needs strong leadership as well as sustainable financing.    

 

The report estimates that: 
 

33.0 million people are living with HIV worldwide  

2.7 million were newly infected with HIV in 2007  

2.0 million died of AIDS in 2007  

 

The full report, executive summary, press release, and global and regional fact sheets are available on the

UNAIDS website at:

http://www.unaids.org/en/KnowledgeCentre/HIVData/GlobalReport/2008/2008_Global_report.asp.  The

webcast of the Report Launch, including remarks by the UNDP Administrator, is available at:

http://webcast.un.org/ramgen/ondemand/pressconference/2008/pc080729am.rm. 
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