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[ The Discovery of Isentress — From Bench to the Clinic ]

WE K AR & CRRRPERAIZET  JeomBREise & ~ 7 — I&RG9E 5 %)
Wi % : Daria J. Hazuda (Merck Research Laboratories)

Although integrase has long been considered promising target for the development of novel
antiretroviral agents to treat HIV-1 infection, the complexities of the integration process and
technical challenges of studying the enzyme itself proved problematic for early drug discovery
efforts. After many years of effort, the viability of integrase as a therapeutic target for small
molecules has now been validated in vitro as well as in experimental animal model systems of
retroviral infection and clinical proof of concept has finally been achieved in HIV-1 infected
patients. Understanding the basic biology of integration in HIV-1 infection and elucidating the
mechanism of action of prototype inhibitors of integrase in vitro was instrumental in the evolution
of compounds suitable for clinic testing and the development of Isentress. This presentation will
review the role of integrase in HIV-1 infection, the mechanism of integrase inhibitors and key
features shared by recently compounds from our lab and other groups as well as summarize the
results of clinical studies of Isentress including prospects and future drug discovery efforts in this
class of agents.
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Daria Hazuda, Ph.D. trained as a biochemist at the State University of New York at
Stony Brook NY. After completing her postdoctoral research fellowship in the
department of Immunology at Smith Kline, she joined the antiviral group at Merck in
1989. She has over 15 years of experience in drug discovery and development with
over one hundred publications in the fields of HIV, HCV and Alzheimer’'s disease
research. Her laboratory was the first to identify integrase inhibitors which inhibit
integration in HIV infected cells, establish their biochemical mechanism of action and
demonstrate efficacy in vivo.

Prior to assuming her current role, she was responsible for the Departments of

Antiviral Research, Cancer Research, Molecular Endocrinology, Virus and Cell
Support, and Medicinal Chemistry in Merck Basic Research at West Point, PA. She is currently Global Director of
Scientific Affairs for Antivirals and World Wide Head of Antiviral Basic Research in Merck Research Labs.
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[ New Developments in HIV/AIDS Prevention in the United States:
Implications for Training Japanese Health Professionals]

Wi E:El A5 ORERPWBOEINGE)
WiE ¥ : Mitchell D. Feldman (University of California, San Francisco)

This lecture will provide an overview of the most significant developments in HIV/AIDS
prevention in the United States over the past decade and how these changes have impacted the
approach to education and training of Japanese health professionals in San Francisco. The
International Medical Program for AIDS Clinical Training (IMPACT) was started in San Francisco
not long after the Vancouver International AIDS Conference in 1996. At that time there was great
optimism that breakthroughs in pharmacotherapy could lead to a significant change in the
epidemic and perhaps even its eradication. While great strides have been made, there have also
been some notable failures such as the failure to develop an effective HIV vaccine. In addition, new
cases of HIV have remained at the same level year after year in the United States and the
epidemic has reached further into minority communities and women. This past year the CDC has
implicitly acknowledged that its primary prevention efforts have not succeeded and so
recommended universal testing of all adults in the United States. These developments have
significantly impacted the objectives of the IMPACT program in San Francisco. We have adopted
new approaches to education as we strive to contribute to the training of doctors and other
Japanese health professionals in HIV/AIDS so that they can effectively join efforts against the
HIV/AIDS epidemic in Japan and the world.
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Mitchell D. Feldman, MD, MPhil obtained his BA from the Johns Hopkins University
in 1978, an MPhil from Cambridge University, England and his MD from the
University of California, San Francisco (UCSF) where he also trained in Internal
Medicine. Dr Feldman is a Professor of Medicine and the Director of Faculty
Mentoring and the Director of the International Medical Program for AIDS Clinical
Training at UCSF. He is the author of numerous peer reviewed articles, is a Section
Editor for the widely distributed Ferris Textbook of Medicine and is the co-editor of
the nationally distributed text “Behavioral Medicine: A Guide for Clinical Practice”

published by McGraw-Hill. His honors include being named Clinician-Educator of the

year in California and was awarded the National Award for Innovation in Medical
Education by the Society of General Internal Medicine.
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