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PS1-1)  ART in the Developing World: Progress and Challenges

Elly Katabira
School of Medicine, Makerere University College of Health Sciences, Uganda

The HIV epidemic continues to spread like a bush fire, particularly in the developing world and more so
in sub-Saharan Africa. In 1996, during the Vancouver International AIDS Conference (IAC), HAART was
pronounced as the break through in the management of HIV infected people, especially in the developed
world. This went on to revolutionalize the various ART programs making HIV infection a treatable
disease.

However, in the developing world, it needed well organized activism during the Durban IAC in 2000
to open up its availability to the majority of patients in the developing world who needed it most. This
was followed by up by various initiatives like the WHO’s 3 by 5 ART access campaign, the G8 countries
commitment to financial support, the PEPFAR program from USA and the creation of the GFATM.
As a result of these efforts, many HIV infected patients have been able to access ART such that today
there are over 5 million people receiving ARVs world wide particularly in the developing world.

However, this upsurge in increased ART access has also exposed serious challenges particularly in the
developing countries, which are impacting on these successes. These challenges include inadequate
human resources, poor health systems and financial sustainability. This means that for additional gains
in ART access in the developing world, the world will need to critically address these challenges as well.

PS1-2)  ART in the Developed World: Triumphs and Tribulations

Sharon Walmsley
The Toronto General Hospital, University Health Network, Canada

Over the past decade the number of antiretroviral agents available to manage patients with HIV has
grown tremendously. Over this period advances have been made in developing new agents within
existing classes and new agents in newer classes. As a consequence, there are now new strategies
to manage ARV naive and experienced patients. With these advances have also come new goals
of treatment, such that the goal is to achieve maximal viral suppression in patients at all phases of
HIV drug experience. In addition, with time, the newer agents have become easier to adhere to as a
consequence of improved formulations and fixed drug combinations, as well as lower toxicity. This
has led to changes in treatment guidelines which now recommended the earlier initiation of therapy.
Despite these successes, challenges remain. There continue to be both short and long term complications
of the newer agents. As the population ages, the consequences of long term exposure to the drugs,
and the implications of incomplete restoration of the immune system is being increasingly recognized.
The treating physician now has to consider renal, liver, cardiovascular, bone , malignancy and central
nervous system illness far more than traditional AIDS defining illness. I will review the successes of
modern therapy, but highlight the cautions, and areas of uncertainty as we continue to struggle with the
important question of optimal ARV therapy in the developed world.
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SY3-1) Remarkable and lethal G-to-A mutations in wild-type HIV-1 provirus
by individual APOBECS proteins in infected humanized mice model

Kei Sato". Yoshio Koyanagi'

"Laboratory of Viral Pathogenesis, Institute for Virus Research, Kyoto University.
“Center for Emerging Virus Research, Institute for Virus Research, Kyoto University

Human APOBEC 3 G was identified as an HIV-1 restriction factor, which edits nascent HIV-1 DNA by
inducing G-to-A hypermutations and debilitates the infectivity of vif-deficient HIV-1. On the other hand,
HIV-1 Vif has the robust potential to degrade APOBEC 3 G. Following investigations have revealed that
lines of APOBEC 3 family proteins have the capacity to mutate HIV-1 DNA. However, it remains unclear
whether these endogenous APOBEC 3's contribute to mutations of vif-proficient HIV-1 provirus in vivo.
In this study, we used a human hematopoietic stem cell-transplanted humanized mouse (NOG-hCD
34 mouse) model and demonstrated the predominant accumulation of G-to-A mutations in vi-proficient HIV-1 provirus
displaying characteristics of APOBEC3-mediated mutagenesis. Notably, the APOBEC3-associated G-to-A mutation of HIV-
1 DNA that leads to the termination of translation was significantly observed. Since the original sequences of HIV-1 strains
that clinically infected individual are completely undeterminable, previous studies of HIV-1 mutation in patients have been
mostly based on comparisons on certain HIV-1 laboratory clones. On the other hand, we tracked specific mutations from
the inoculation with a single HIV-1 molecular clone (HIV-1;zcsr) and obtained convincing evidence for the preferential HIV-1
G-to-A mutation in an i1 vivo model. Therefore, this is the first compelling evidence indicating that endogenous APOBEC3s
are associated with G-to-A hypermutation of HIV-1 provirus iz vivo, which can result in the abrogation of HIV-1 replication.
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