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Section I: Prevention

I/1 What have been the elements of successful prevention campaigns and what are
some examples where these have occurred?

Much has been learned in the how best to control the spread of HIV since the start of the
epidemic. HIV prevention has led to decreases in the incidence of HIV infection in humerous
populations such as among men who have sex with men in many Western countries, among
young women in Uganda, among young men in Thailand and among injecting drug users in
Spain and Brazil. More and more countries have made headway against their epidemics
through prevention efforts, including Cambodia, Kenya and Zimbabwe, where surveillance
has documented notable declines in the prevalence of HIV.

The UNAIDS Intensifying HIV prevention policy position paper, endorsed by the UNAIDS
Programme Coordinating Board in June 2005 has identified 12 essential policy actions for
HIV Prevention which follows:

1. Ensure that human rights are promoted, protected and respected and that measures
are taken to eliminate discrimination and combat stigma.

2. Build and maintain leadership from all sections of society, including governments,
affected communities, non-governmental organizations, faith-based organizations,
the education sector, media, the private sector and trade unions.

3. Involve people living with HIV in the design, implementation and evaluation of
prevention strategies, addressing their distinct prevention needs.

4. Address cultural norms and beliefs, recognizing both the key role they may play in
supporting prevention efforts and the potential they have to fuel HIV transmission.

5. Promote gender equality and address gender norms and relations to reduce the
vulnerability of women and girls, involving men and boys in this effort.

6. Promote widespread knowledge and awareness of how HIV is transmitted and how
infection can be averted.

7. Promote the links between HIV prevention and sexual and reproductive health.

8. Support the mobilization of community-based responses throughout the continuum of
prevention, care and treatment.

9. Promote programmes targeted at HIV prevention needs of key affected groups and
populations.

10. Mobilizing and strengthening financial and human and institutional capacity across all
sectors, particularly in health and education.

11. Review and reform legal frameworks to remove barriers to effective, evidence based
HIV prevention, combat stigma and discrimination and protect the rights of people
living with HIV or vulnerable or at risk to HIV.

12. Ensure that sufficient investments are made in the research and development of, and
advocacy for, new prevention technologies.

There are also 11 essential programmatic actions in the policy position paper and these are
the following:

= Prevent the sexual transmission of HIV,



Prevent mother-to-child transmission of HIV,

Prevent the transmission of HIV through injecting drug use, including harm reduction
measures,

Ensure the safety of the blood supply,
Prevent HIV transmission in healthcare settings,

Promote greater access to voluntary HIV counseling and testing while promoting
principles of confidentiality and consent,

Integrate HIV prevention into AIDS treatment services,
Focus on HIV prevention among young people,

Provide HIV-related information and education to enable individuals to protect
themselves from infection,

Confront and mitigate HIV-related stigma and discrimination, and

Prepare for access and use of vaccines and microbicides.

I/2 How are prevention achievements measured?

Success is measured using the targets for HIV prevention established by governments in the
2001 United Nations General Assembly Special Session Declaration of Commitment on
HIV/AIDS which are as follows.

Para 47. By 2003, establish time-bound national targets to achieve the internationally
agreed global prevention goal to reduce by 2005 HIV prevalence among young men
and women aged 15 to 24 in the most affected countries by 25% and by 25% globally
by 2010, and to intensify efforts to achieve these targets as well as to challenge
gender stereotypes and attitudes, and gender inequalities in relation to HIV/AIDS,
encouraging the active involvement of men and boys;

Para 52. By 2005, ensure: that a wide-range of prevention programmes that take
account of local circumstances, ethics and cultural values, is available in all
countries, particularly the most affected countries, including information, education
and communication, in languages most understood by communities and respectful of
cultures, aimed at reducing risk-taking behaviour and encouraging responsible
sexual behaviour, including abstinence and fidelity; expanded access to essential
commodities, including male & female condoms and sterile injecting equipment;
harm-reduction efforts related to drug use; expanded access to voluntary and
confidential counseling and testing; safe blood supplies; and early and effective
treatment of sexually transmissible infections;

Para 54. By 2005, reduce the proportion of infants infected by HIV by 20% and by
50% by 2010, by ensuring that 80% of pregnant women accessing antenatal care
have information, counseling and other HIV prevention services available to them,
increasing the availability of and providing access for HIV-infected women and
babies to effective treatment to reduce mother-to-child transmission of HIV, as well
as through effective interventions for HIV-infected women, including voluntary
counseling and testing, access to treatment, especially antiretroviral therapy, and,
where appropriate, breast-milk substitutes and the provision of a continuum of care;



» Para 58. By 2003, enact, strengthen or enforce, as appropriate, legislation,
regulations and other measures to eliminate all forms of discrimination against and to
ensure the full enjoyment of all human rights and fundamental freedoms by people
living with HIV/AIDS and members of vulnerable groups, in particular to ensure their
access to, inter alia, education, inheritance, employment, health care, social and
health services, prevention, support and treatment, information and legal protection,
while respecting their privacy and confidentiality; and develop strategies to combat
stigma and social exclusion connected with the epidemic;

» Para 65. By 2003, develop and by 2005 implement national policies and strategies to
build and strengthen governmental, family and community capacities to provide a
supportive environment for orphans and girls and boys infected and affected by
HIV/AIDS, including by providing appropriate counseling and psychological support,
ensuring their enrolment in school and access to shelter, good nutrition and health
and social services on an equal basis with other children; and protect orphans and
vulnerable children from all forms of abuse, violence, exploitation, discrimination,
trafficking and loss of inheritance.

I/3 What is comprehensive programming for HIV prevention?

To be successful, HIV prevention must utilize all approaches known to be effective, not
implementing exclusively one or a few select actions in isolation. Comprehensive HIV
prevention programmes benefit from the full range of up-to-date scientific information
concerning transmission and the measures that can be adopted to protect against infection.
These should be offered to individuals and communities in a frank, non-discriminatory and
open manner. Comprehensive programming should also be multisectoral in approach,
recognizing the importance and value added of effectively engaging all relevant sectors.
This programming should link with poverty reduction strategies. It also includes a broader
focus on sexual and reproductive health, comprehensive and appropriate sexual education,
life skills, drug-related education, work-place education, school-based education, and
linkages with existing programmes in all sectors.

Most importantly, a comprehensive approach to HIV prevention must address not only risk
but also deep-seated causes of vulnerability which reduce the ability of individuals and
communities to protect themselves and others against infection. This necessitates providing
for instance, more opportunities and greater equity in education and employment for women,
young people and marginalized populations, who are particularly vulnerable to HIV; enabling
families to maintain their homes and property when disability or death occurs; food security
programmes especially for vulnerable young people and women; and specific protection
measures for refugees and people in conflict and displaced populations.

I/4 Why is it essential to integrate HIV prevention programming and care, treatment
and support?

The majority of people living with HIV in low- and middle-income countries are not aware of
their HIV infection. Increased provision of treatment and care services will help motivate
people to be tested. This, in turn, requires increased availability of voluntary counseling and
testing services (VCT). VCT stands at the heart of prevention and treatment. Behavioural
counseling and provision of condoms, clean needles and syringes must be made available
to people, irrespective of their HIV status. After testing positive, people living with HIV can be



offered care, treatment and support services, including ARV if necessary. Counseling and
other services aimed at prevention of secondary transmission, as well as the provision of
ARV to prevent mother-to-child transmission, are an essential component of follow-up
services for individuals who test positive. Effective prevention programming and treatment,
care and support services therefore go hand-in-hand.

Mathematical modeling by Salomon, et al. (2005) comparing a range of scenarios show that
in the scenario in which effective HIV prevention and treatment are scaled up jointly, the
benefits, both in terms of new HIV infections and deaths averted are greatest. The
conclusions of this study are clear:

- Successful HIV treatment can enable more effective HIV prevention;

- Intensified HIV prevention is needed to make HIV treatment affordable and
sustainable; and

- Sustained progress in the response against AIDS will only be attained by intensifying
HIV prevention and treatment simultaneously.

Section Il: Injecting drug use

The sharing of non-sterile injecting drug equipment remains one of the critical activities
fuelling the epidemic among drug users and beyond them in many parts of the world. To
stop this form of transmission, a comprehensive package of interventions must be mounted
to reach out to injecting drug users and their partners. Such a package should include "harm
reduction” activities, such as information and education, needle-syringe exchange, condoms,
substitution treatment and treatment of sexually transmitted infections (STIs), as well as
"demand reduction" activities. Programmes must be supported by clear authorization and
sufficient funding to enable them to go to scale.

II/1 What is the best way to prevent HIV transmission through injecting drug use?

HIV transmission through injecting drug use is best prevented by providing a comprehensive
package of interventions and services in outreach to injecting drug users (IDUs) and their
injecting or sex partners. Any single activity on its own will not work. Critical HIV prevention
measures among drug users include:

» Provision of HIV information and education to drug users and their sex partners
about HIV risks and about safer injecting and safer sexual practices;

= Making condoms available to drug users;
» Needle-syringe exchange programmes;
» |ntegration of HIV prevention and care into drug (addiction) treatment programmes;

» Provision of counselling, care and support for drug users living with HIV infection or
AIDS;

= Access to treatment for sexually transmitted infections and other health care services
for drug users and their partners;

= Substitution treatment.



I1/2 What are "harm reduction" and "demand reduction"?

The measures described above have at times been called ‘harm reduction' in that they are
aimed at reducing at least one harm associated with injecting drug use, that of HIV
transmission among drug users and beyond. 'Demand reduction' programmes aim to
dissuade people from using drugs in the first place, i.e. to reduce the number of IDUs within
the population.

Harm reduction and demand reduction programmes should be conducted together, but in
ways that allow each approach to be effective. There needs to be clear government policy
and legislation that authorizes each type of programme and related activities, as well as
sufficient funding so that they can be carried out on a sufficiently large scale. An example of
a developing country that has set up appropriate policies and laws in this field is Brazil,
where they have helped achieve substantially lower HIV prevalence rates among IDUs in
several cities.

II/3 Is there arisk that needle/syringe exchange programmes might "send the wrong
message" and result in more injecting drug use?

The evidence does not support this view. Studies conducted in Australia, Canada, Sweden,
the UK and the USA have all shown that needle/syringe exchange programmes—particularly
when carried out in concert with other interventions—help reduce the sharing of injecting
equipment and the transmission of HIV. There was no evidence that needle exchange
programmes increased either the number of people using drugs or the frequency of injecting
drug use.

The effectiveness of harm reduction programmes in reducing HIV infections among people
who inject drugs is evident in several countries. In Portugal, for example, HIV diagnoses
among injecting drug users were almost one third (31%) lower in 2005, compared with 2001
(857 versus 1247) (EuroHIV, 2006a). Harm reduction programmes have been associated
with a decrease in injecting drug use, use of contaminated needles and syringes and HIV
infections among injecting drug users in Spain. HIV prevalence among injecting drug users
declined by half in Barcelona (44% to 21% between 1995 and 2001-2003) and Sevilla (44%
to 22%), both cities with long-standing harm reduction programmes.

However, research in Canada has highlighted the limitations of some needle/syringe-
exchange programmes. For example, studies in Vancouver and Montreal, where cocaine
injection is prevalent, have shown the importance of tailoring programmes to meet local
conditions. Cocaine injectors tend to inject much more frequently than heroin injectors, and
therefore require much greater quantities of sterile needles and syringes than usually
provided by most needle-exchange programmes.

Another current limitation of needle-exchange and other interventions targeting drug users is
that they often miss occasional or recreational drug users. This is an increasingly important
issue, especially among young people, as this population is missed by many programmes
targeting self-identified injecting drug users.

Section Ill; HIV vaccines

A future HIV vaccine will not be a "magic bullet". But future vaccination against HIV, applied
alongside prevention measures focused on safer behaviour, male and female condoms, a
potential microbicide, STI control, and possibly male circumcision, holds out realistic hope



for ending the HIV epidemic. HIV vaccine development is unusually challenging for reasons
that relate to the virus itself, ethical considerations in the conduct of vaccine trials, and the
multiple social, financial and logistical aspects of developing the necessary capacities,
human resources and infrastructures required for preparation and implementation of multiple
clinical trials, in particular in low- and middle-income countries.

11I/1 Will it be possible to develop a vaccine for HIV?

We remain optimistic with regard to this question. In a small number of experiments,
protection of animals against AIDS-like disease with a vaccine has been reported, but it
remains uncertain as to whether that success can be extrapolated to humans. The search
for an HIV vaccine therefore has to include laboratory and animal experiments, as well as
human clinical trials which are costly and time-consuming.

1112 Why is it taking so long to develop an HIV vaccine?

The peculiarities of the human immunodeficiency virus make the development of an HIV
vaccine a difficult and expensive process. For most infectious diseases, a successful
vaccine stimulates an effective immune response in order to protect the body and help it
recover from disease. But HIV immobilizes the body's immune responses and leaves them
incapable of controlling infection or preventing disease. Furthermore, traditional vaccine
strategies exploit the use of an entire micro-organism (virus or bacterium) that has been
killed or rendered harmless, such is the case with smallpox, polio, measles and other
vaccines. In the case of HIV, however, this approach is not considered safe, and
experimental HIV vaccines are based on parts of the virus to make absolutely sure that
vaccination does not result in HIV infection. This makes the development of a vaccine even
more challenging. In addition, HIV is very variable (as is the virus responsible for flu), and it
is not known whether a vaccine protecting against one subtype of HIV would also protect
against the other subtypes.

111/3 Will it be necessary to develop a vaccine for each genetic subtype of HIV?

First of all, it should be noted, that the genetic classification of HIV-1 into various subtypes
and various recombinant forms does not necessarily predict the biological and
immunological properties of the virus. Therefore, it remains uncertain what would be the
most sensible strategy to use in attempting to match vaccine candidates to the types of the
virus circulating in populations where an effective vaccine will eventually be used. However,
it would clearly be desirable to have an HIV vaccine that would be effective against all
subtypes of HIV. That, coupled with the fact that the subtypes in developing countries differ
from those prevalent in the industrialized world, makes it essential that experimental
vaccines be developed simultaneously in high-income and low-income countries, and in
different regions of the world. The practical approach adopted by the majority of HIV vaccine
experts exploits the development of candidate vaccines based on globally prevalent HIV
strains, such as subtypes C, A and B. Those candidate vaccines are then evaluated in
specially designed efficacy trials in order to measure the efficacy of the vaccine in protecting
individuals against different subtypes. The WHO-UNAIDS Virus Network serves as an
important source of epidemiologically relevant HIV strains and related vaccine reagents for



the development of various candidate HIV vaccines, suitable for testing and eventual use on
a global basis, especially in developing countries.

Information on prevalent sub-types can influence the development and testing of specific
vaccine products. For example, in Thailand when molecular epidemiologists reported that
the dominant subtype B had been replaced with another—subtype E—in a population of
injecting drug users among whom the trial was to be conducted, the vaccine makers
modified the vaccine to include two different vaccine components so as to target both
subtypes.

I11/4 What is the difference between Phase I, Il and lll trials?

Phase | trials involve 20-40 low risk volunteers. They are intended to confirm the vaccine's
safety and determine whether it triggers HIV-specific immune responses. Phase Il tests can
involve up to hundreds of volunteers and are intended to further check vaccine safety and
assess the potency of the immune responses and to determine the optimal vaccine dose,
route of administration and vaccination schedule. Phase Il trials are large-scale field trials
involving thousands of volunteers who are randomized to receive the vaccine candidate or
an inert placebo. The aim is to determine efficacy of the candidate vaccine, i.e. gauge
whether the candidate vaccine can indeed protect people against HIV infection or, if they
become infected despite having received the vaccine, whether the candidate vaccine
protects against disease progression and the onset of AIDS. Moving vaccines through the
three phases can take up to five years or more.

111/5 Have HIV vaccines already been tested in humans?

Yes, around 30 different HIV candidate vaccines have been tested since 1987 in over 80
phase I/l clinical trials, involving more than 10 000 human volunteers free from HIV
infection. Most of these trials have been conducted in the US and Europe, but some have
been held in developing countries (Botswana, Brazil, China, Cuba, Haiti, India, Kenya, Peru,
South Africa, Thailand, Trinidad and Tobago, and Uganda). The aim of Phase I/1l trials is to
assess candidate vaccines with regard to their safety and their immunogenicity (that is, the
vaccine's ability to induce an immune response against HIV).

To date only two large-scale Phase Il efficacy trials have been completed: one in the US,
involving 5,000 men who have sex with men (MSM), and one in Thailand among 2,500
injecting drug users (IDUs) This vaccine candidate was produced by VaxGen, a US-based
biotechnology company. The vaccine strategy pursued by this company was based on the
use of gp120 (an external protein of HIV called a glycoprotein) which plays a major role in
the attachment of the virus on to the surface of the target human cells and thus the use of
this protein as part of the vaccine was expected to induce the production of antibodies
capable of neutralizing the virus. VaxGen has developed two types of gp120 candidate
vaccine. Both of them are bivalent (they contain HIV glycoproteins from two different HIV
strains). The one tested in the USA is based on two different strains of HIV subtype B, the
sub-type that is prevalent in the Americas, Western Europe, Australia, and New Zealand.
The other vaccine candidate was modified to include rgp120 derived from subtypes B and E,
both of which are prevalent among injecting drug users in Bangkok, among whom the
vaccine efficacy was tested.



Results from the Phase Il clinical trial in Thailand, released in November 2003, revealed that
the vaccine candidate did not show efficacy for either the primary or secondary endpoints.
The primary endpoint for the trial was the prevention of infection by HIV, the virus that
causes AIDS. The secondary endpoint was slowing of disease progression among those
who received the vaccine but later became infected with HIV. Likewise, the results of the
subtype B trial in the US did not demonstrate any significant level of efficacy.

On the other hand, these trials should be viewed as an important step forward since for the
first time they have produced definitive answers to a number of key scientific and logistic
challenges that are required to move forward the whole field of HIV vaccine development.

A third large-scale community-based phase Il trial, using a prime-boost regime (priming with
a Canary pox-HIV vector followed by gp 120/Vaxgen boost), started in 2003 and is under
way in Thailand with 16 000 participants. Results are expected to be available by 2007-08.
These trials will produce valuable information, regardless of the success or failure of the
vaccine candidate itself. That information will enable us to move ahead in the search for an
effective vaccine. Several other candidate HIV vaccines are under development and may
possibly enter phase 1l efficacy trials in between 2008 and 2010. These are based
essentially on attenuated or non-replicative viral vectors (poxviruses, adenoviruses, among
others) and are meant to protect against disease more than against infection.

111/6 What type of trials are needed to see if a vaccine actually works?

Large-scale Phase lll trials are the only trials that can provide definitive information on the
efficacy of protection. These are field trials conducted in populations with a relatively high
incidence of naturally-occurring HIV infection (usually more than 1% per year). Half the
volunteers receive the candidate vaccine and half receive a control injection. All receive HIV
prevention counselling. To avoid biases in the interpretation of the results, neither the
volunteers nor the investigators know who is receiving which. This is known as a double-
blind controlled trial. The population, usually several thousand volunteers (depending on HIV
incidence), is tracked for 2-4 years to see if fewer of the vaccinated volunteers become
infected with HIV than the control volunteers.

III/7 If you need to have a certain rate of HIV infection to assess the efficacy of the
vaccine, would you encourage people to be exposed to the virus?

Of course, not. That would be unethical. It is an absolute requirement that populations
enrolled in HIV vaccine efficacy trials should be counselled on how to avoid exposure to HIV
and provided with the means to prevent HIV acquisition relevant to their likely exposure
route, such as male and female condoms, sterile injecting equipment, etc. They are told that
nobody knows if the vaccine will work, and that they should continue to practice or should
adopt low-risk practices. Nevertheless, we know that 'behavioural' prevention programmes
are not 100% effective and that some residual risk of HIV acquisition will remain. That
residual level of HIV infection is what allows vaccine efficacy to be gauged.

111/8 What are some of the other vaccine initiatives that are underway?

At present, a whole new generation of candidate HIV vaccines are under development, in
particular those based on globally prevalent HIV strains, which may be more appropriate for
use in developing countries. These candidate vaccines are developed under frameworks of



different national agencies in private and public sectors, including among others the US
National Institutes of Health (NIH), European research institutions, the International AIDS
Vaccine Initiative (IAVI) and the European and Developing Country Clinical Trials
Partnership (EDCTP), as well as an increasing number of national HIV vaccine programmes
and research institutions in developing countries. WHO, UNAIDS and the African AIDS
Vaccine Programme (AAVP) are committed to supporting developing countries in building
capacity to conduct clinical trials of the highest scientific and ethical standards. The Global
HIV Vaccine Enterprise endorsed by the G-8 countries (see question 12 below) is also
providing a new and vital boost to help forge the strategic planning and global investment of
resources by governments and industry that is commensurate with the intensive effort
required to develop a globally accessible and affordable HIV vaccine.

I1I/9 What is being done to ensure that trials are conducted with the appropriate
scientific and ethical standards?

In 2000, UNAIDS issued a Guidance Document on 'Ethical considerations in HIV preventive
vaccine research’, which was developed through an intensive process of international
consultation. The WHO-UNAIDS HIV Vaccine Initiative facilitates the provision of technical
support provision in this area and conducts training workshops to strengthen the capacity of
developing countries, particularly in Africa through the African AIDS Vaccine Programme
(AAVP), to conduct ethical reviewing.

111/10 Would a successful vaccine mean we can abandon other prevention
programmes?

No. A vaccine will not be a panacea, nor can it be an alternative to existing methods for
preventing HIV spread through sex, blood or drug use. Because an eventual vaccine is
unlikely to be 100% effective, it will join other prevention methods as an additional method
within comprehensive HIV prevention programming, but not one that should replace other
more effective means of reducing HIV infection, such as abstinence, sex between people
who are both HIV negative, and the use of male and female condoms. In fact, once a
vaccine is developed, awareness-raising and prevention efforts will need to be redoubled in
order to counter the risk of complacency.

11I/11 What is the role of UNAIDS and WHO in the field of vaccine development?

UNAIDS and WHO joined efforts, creating a WHO-UNAIDS HIV Vaccine Initiative. The joint
initiative does not fund trials. Its role is to provide international coordination and to build up
the capacity of developing countries to conduct such trials. It also plays a useful role in
setting standards. Specifically, the Initiative:

= Advocates for HIV vaccines;

» Helps developing countries prepare to conduct vaccine trials in a scientifically and
ethically sound way;

= Promotes and supports the development of HIV vaccines that would be appropriate
for use in developing countries;

= Supports the surveillance of different subtypes of HIV-1 in the world, particularly in
developing countries;
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» Prepares for the availability of, and access to, future HIV vaccines.

The WHO-UNAIDS HIV Vaccine Initiative officially launched the Africa AIDS Vaccine
Programme (AAVP) at a Forum conducted in South Africa in June 2002. AAVP is an African
Network to facilitate the development and evaluation of HIV vaccines for Africa, through
capacity-building and regional and international collaboration.

111112 What is the Global HIV Vaccine Enterprise?

The Global HIV Vaccine Enterprise is a new alliance of independent organizations around
the world dedicated to accelerating the development of a preventive HIV vaccine through
implementing a shared scientific plan that spans vaccine discovery, product development
and manufacturing, and clinical trials; mobilising significant new funding to achieve the
scientific plan; and promoting greater collaboration through efficient, faster ways for
researchers to share successes and failures and avoid duplication of efforts. Originally
proposed in June 2003 in an article published in the journal Science by 24 leaders in HIV
vaccine research, the Enterprise represents a new way of doing business. The authors of
the Science paper argued that while most HIV vaccine research has been conducted by
small teams of investigators working independently, the scale of current projects is not
sufficient to solve the major scientific challenges facing the field. The Enterprise calls for
complementing current investigator-led efforts with large-scale, well-funded, and
collaborative efforts across institutions and disciplines. The Enterprise focuses on tackling
major scientific problems that have proven too difficult for any one group to address alone. It
brings together researchers, funders, and advocates from private industry, academia,
government agencies, and non-governmental organizations in developed and developing
countries. Participants in the initial development of the Enterprise included the Bill & Melinda
Gates Foundation, the French Agence Nationale de Recherches sur le SIDA, the
International AIDS Vaccine Initiative, UNAIDS, the U.S. National Institutes of Health, the
Wellcome Trust, and the World Health Organization. WHO and UNAIDS are committed to
supporting the Enterprise, by contributing to capacity building in developing countries for the
conduct of clinical trials at the highest scientific and ethical standards, compiling information
on the distribution of different virus sub-types and addressing issues such as future access
to HIV vaccines as part of HIV prevention, treatment, care and support programmes. Two
recent new commitments by Enterprise partners support elements of the Enterprise
Scientific Plan. The first is the NIAID Center for HIV/AIDS Vaccine Immunology (called
CHAVI) for US$14.9 million in 2005 and up to US$49 million/year subsequently for up to
seven years. The second are the Bill and Melinda Gates Foundation three requests for
proposals for Consortia/Centres for Vaccine Discovery (Antibodies), Vaccine Discovery (T-
Cells) and Vaccine Immune Monitoring totalling US$360 million over five years.

111/13 What efforts are being made to make an HIV vaccine available once it is
produced?

Usually, vaccines arrive in low- and middle-income countries many years after they are
introduced in high-income countries. This cannot be allowed to happen in the case of HIV.
Effective HIV vaccines need to be made rapidly available and affordable with simultaneous
access in both low- and high-income countries. WHO, UNAIDS and the International AIDS
Vaccine Initiative (IAVI) have been discussing strategies to ensure the rapid availability of
future HIV vaccines. Many of the challenges are similar to those relating to expanding
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access to antiretroviral drugs. IAVI and others are proposing significant changes to existing
approaches to vaccine production, licensing, pricing, purchasing and distribution.

Differential pricing, together with financial support from donors, will be necessary for low-
income countries. Technical assistance and coordination by international agencies and
partners will be needed. Since vaccination will not immediately be available to everyone,
costs and benefits have to be calculated to determine where the initial focus should be.
Policy-makers must also decide what to do if the first available vaccines are only marginally
effective or have significant side effects. WHO and UNAIDS, in collaboration with IAVI,
conducted an international study to identify potential polices that will guide the introduction
and use of future HIV vaccines, and obtained initial information on global and regional needs
for future vaccines. This information is essential to industry, public health authorities and
financial institutions.

11114 There seems to be a lack of economic incentive for the private sector to invest in
vaccine development. How can this be changed?

In general, preventive vaccines are not as financially lucrative for the pharmaceutical
industry as therapeutic products, particularly drugs that patients need to take repeatedly (as
in the treatment of chronic disease). This has been a problem with the development of other
vaccines in the past. In addition, the costs for development, evaluation, and liability are much
higher for vaccines than for most other products. Because of these obstacles, WHO and
UNAIDS are encouraging the pharmaceutical industry's work in this area, and are facilitating
partnerships—among governments, foundations, research institutions and industry—to
share the risks, costs and benefits of vaccine development.

11I/15 What additional resources are needed for more rapid vaccine development?

There are two main ways to accelerate the timeline for discovery and development of an
AIDS vaccine:

* increase the number of high-quality, viable candidate vaccines entering and moving
through the product development pipeline, from Phase | safety studies to Phase Il
efficacy trials and licensure

» enhance the quality of those candidates and their chances of successfully
progressing through the pipeline, through improvements in applied research and in
techniques supporting vaccine testing, such as laboratory standards.

To accomplish these, R&D spending needs to rise from the current level of around $550
million a year (2002 figures) to approximately $1.1 billion a year. Estimates by 1AV,
UNAIDS, AVAC (AIDS Vaccine Advocacy Coalition) and the Alliance for Microbicide
Development tracking global AIDS vaccine R&D expenditure are that, of the $550 million
spent in the search for an AIDS vaccine in 2002 (see Table below),:

» US $350 million (64%) went for basic and applied research

= US $155 million (28%) went for product development

= US $43 million (8%) went for other activities including building trials capacity in

developing countries.

Only a small share of this went to the kind of goal-directed, collaborative work that is now
being proposed under the Global HIV Vaccine Enterprise to address the key unanswered
scientific questions. In addition to continued support by national health research authorities
of a wide range of investigator-initiated basic research leading to better vaccine design,
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more efforts and increased resources are needed to address key applied research
guestions, such as:

= how to elicit broadly neutralizing antibody responses
= prioritizing, developing and testing promising vaccine candidates efficiently in field
trials.

Section IV: Microbicides

Microbicides are chemical substances that kill viruses and bacteria when applied vaginally
before sexual intercourse. Applied inside the vagina in the form of gel, cream, suppository or
film, a microbicide would prevent infection with HIV and, possibly, other sexually transmitted
infections. If spermicidal, it might also be used for preventing unintended pregnancy. The
ideal product would be odourless and colourless. As such, microbicides could increase the
options for women who find it difficult or impossible to persuade their partners to use a
condom. Microbicides that could protect during rectal intercourse are under development.

IV/1 Why have microbicides been heralded as a potentially powerful tool in the fight
against HIV?

Microbicides offer the best promise of a prevention tool women can control. They could have
a substantial impact on the epidemic. Modelling indicates that even a 60%-effective
microbicide could have considerable impact on HIV transmission: if used regularly by just
20% of women in countries with substantial epidemics, hundreds of thousands of new
infections could be averted over three years.

IV/I2 How would microbicides benefit women and others who cannot negotiate safe
sex?

As a prevention method that can be self-administered and might be undetectable to
partners, microbicides could increase the options for women who find it difficult or impossible
to persuade their spouses or other sex partners to use a condom. Acceptability studies in
South Africa, Uganda and Zimbabwe suggest that women who seldom or never use
condoms would reduce their overall risk of infection if an effective microbicide were available
to them at low cost.

IVI3 What is happening with microbicide research?

There are six large efficacy trials underway on five different microbicide products. They
include three entry inhibitors, a surfactant (detergent) and an acid buffering agent. Various
second generation options are in the pipeline. They include HIV fusion inhibitors — CCR5,
gp120 and gp41 blocker, and gels containing antiretroviral medications. Formulations being
explored include non-coitally dependent products that could be applied daily or weekly, such
as vaginal rings releasing protective levels of antiretroviral drugs, other devices in which the
microbicidal drug could be released on contact with semen and genetically modified
lactobacilli which would release anti-viral proteins. Products for use rectally are also being
explored.

The increased attention to microbicide development from the scientific community, public
sector funding agencies and a few biotechnology companies, means that more compounds
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are entering Phase Il, Phase | and preclinical stages of development. The Gates Foundation
has recently provided International Partnership for Microbicides (IPM) with US$60 million
and previously funded the US-based NGO CONRAD with US$ 25 million to accelerate
microbicide development. The International Working Group on Microbicides, which includes
public agencies from across the world among its members, continues to promote and
facilitate the development of microbicides. It is estimated that an effective product may be
available on the world market in 5 to 10 years.

IV/4: An earlier trial on the potential microbicide nonoxynol-9 showed that it increased
rather than decreased the risk of HIV infection. How can we be sure that such aresult
will not happen again with the current products in Phase Il clinical testing?

Nonoxynol-9 is a widely available spermicide that was shown to kill HIV in the laboratory.
Clinical research on nonoxynol-9 had given conflicting results on whether or not it provided
protection against HIV. Since this product was widely available and on the market, it was
essential that a clear answer be established. By contrast, none of the products currently in
Phase lll testing is available in the market, and the trials will only continue if they show
positive benefit in prevention of HIV infection among users.

Section V: Condoms and safer sex

Prevention is the first line of defense against AIDS, and the correct and consistent use of
condoms is a mainstay of HIV prevention approaches. Condom use to prevent HIV is most
effective when it is part of a broader safer sexual behavior package that includes sexual
abstinence, non-penetrative sexual practices, and reduced numbers of sexual partners.

But many people, especially young people and young girls, do not have sufficient information
about the importance of using condoms, nor are there sufficient supplies of condoms. Cost is
also a major issue. UNAIDS continues to make the promotion and availability of condoms,
including the female condom, a key priority.

V/1 Why is condom promotion and distribution absolutely essential in limiting the
spread of HIV and AIDS?

The vast majority of HIV infections are sexually transmitted. There are only four ways to
prevent sexual transmission of HIV. These are: (1) abstinence, (2) monogamous relations
with an uninfected partner, (3) non-penetrative sex, and (4) consistent and correct use of
male or female condoms. Studies consistently show that in every population above the age
of sexual debut there are many people who are either unable or unwilling to practice
abstinence, monogamy and non-penetrative sex. This leaves condoms for protecting these
people and their partners.

V/2 Are condoms really effective in preventing HIV transmission?

The WHO, UNAIDS & UNFPA Paosition statement on condoms and HIV prevention states
that condom use is a critical element in a comprehensive, effective and sustainable
approach to HIV prevention and treatment. Further, it says that the male latex condom is the
single, most efficient, available technology to reduce the sexual transmission of HIV and
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other sexually transmitted infections. When used properly and consistently, condoms are a
proven and effective means for preventing HIV infection in women and men.

Based on research between discordant couples (one HIV-negative and one HIV-positive),
condoms have been found to be 90% effective. The vast majority of condom failures result
not from leakage or permeability of the latex material, but from improper use, breakage, or

slippage.

It is important to emphasize that an effectiveness of 90% for condoms does not mean HIV
transmission will take place in 10% of sexual acts in which condoms are used. This means
that each time a person has sex using a condom, he or she reduces their risk to acquire HIV
by 90%.

V/3 What about other STI