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. Significant government and private sector efforts in
basic and applied research have led to an explosion of new scientific knowledge
that could transform the battle against HIV infection. There are new insights
into the pathogenesis of HIV infection, greatly improved monitoring tools, and
increasingly effective antiretroviral therapies that more profoundly suppress
HIV replication. For the first time in the epidemic the opportunity may exist to
fundamentally change HIV infection from a relentlessly progressive disease to a
chronic, medically manageable condition, reduce transmissibility of the virus,
and to potentially control the epidemic itself. In order to take advantage of this
opportunity, there is a critical need to determine how to most effectively use
these therapies and tools in clinical practice to optimize the medical
management of HIV infection within an increasingly constrained health care
delivery and financing environment.

To meet this need, the participants of the Keystone National Policy Dialogue on
the Establishment of Studies to Optimize Medical Management of HIV Infection
concluded that innovative HIV antiretroviral trials to evaluate treatment
strategies should be conducted with respect to multiple outcomes, including
disease progression, survival, quality of life, and cost-effectiveness. These
treatment strategy trials will involve a number of combinations of potent drugs
used for prolonged periods in a broad spectrum of HIV-infected individuals.
Such treatment strategy trials are likely to require the inclusion of large
numbers of patients who will receive one or more drug regimens and whose
health status will be followed for many years. The resources to conduct
treatment strategy trials successfully do not currently exist in any single
research or clinical entity; conduct of these trials will require unprecedented
collaboration among members of the pharmaceutical industry, public and
private payors, health care delivery systems groups, the patient community,
clinicians, researchers, and government.

Many decision leaders are interested in making progress on these issues. Vice
President Al Gore held a meeting with pharmaceutical executives and
government officials in February, 1996 to discuss drug development of
therapeutics, vaccines, and microbicides to combat HIV. The Keystone Dialogue
Group was convened to develop a framework to establish studies to provide
information for optimizing the medical management of HIV infection. The
Keystone Dialogue Group consisted of more than forty experts from the
pharmaceutical industry, public and private payors, health care delivery system
groups, government regulatory, research and policy groups, patient advocacy
groups, clinicians, and researchers.

The Keystone Dialogue Group acknowledged and applauded the significant
progress that has been, and continues to be made by various HIV researchers
from the public and private sectors. The Dialogue Group also realized that
accomplishing the range of treatment strategy trials of the size needed in order
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to advance important medical management goals will require unprecedented collaboration among the different
stakeholders involved and interested in HIV research. The Dialogue Group concluded that an independent public-private
partnership called the Forum for Collaborative HIV Research, composed of stakeholders from multiple interests, will be
needed to effectively exchange information about medical management of HIV infection and facilitate clinical research
of emerging treatment strategies. The goal of the Forum is to facilitate information exchange and actively catalyze
appropriate stakeholders to develop and implement new studies to address critical unanswered questions regarding
optimal medical management of HIV disease. The Dialogue Group believes that the purpose of the Forum is not to
supplant the important work now being conducted by existing research entities, but rather to enhance collaboration
between interested groups and thereby maximize the breadth, efficiency, and productivity of the clinical research effort.
The Dialogue Group proposes that, rather than creating a new structure, the commitment and collaborative spirit of the
Keystone dialogue process can be used as a model for shaping the Forum for Collaborative HIV Research.

The first project for the Forum will be to continue and complete evaluations of the HIV antiretroviral trials that are
underway or planned by the public and/or private sectors, and determine whether such studies have the potential to
answer the critical questions related to how best to use antiretroviral therapies to optimize the medical management of
HIV infection. The next step will be to identify what, if anything, is impeding the development or implementation of
these studies, and for the stakeholders to use the Forum to build collaborative efforts to facilitate the conduct and
completion of these studies, particularly strategy trials, that are needed to address critical medical management
questions. If existing or planned studies leave gaps in the knowledge base necessary to improve the long-term treatment
of HIV disease, then the Forum will facilitate the cooperation among the various participants to design and implement
high priority studies which fill these gaps.

To establish the Forum, a commitment from the major participants involved with the Forum for resources, including
initial funding, small core staff, a timeline, and a location to house the Forum will be secured. The Forum will begin
meeting in the fall of 1996 in order to respond to the rapidly changing treatment environment as well as to demonstrate
the commitment of all involved parties to the process.
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HIV research and treatment have reached a critical milestone. Government and private efforts have resulted in major improvements
in the outlook for HIV-infected individuals. The potential now exists to change HIV infection fundamentally into a chronic,
manageable disease and to alter the course of the epidemic by reducing the transmission of the virus.

Although these scientific advances and new therapeutic options are most promising, much work remains to be done if society is to
capitalize on these new research advances. We must learn how to optimally use available treatment regimens, including learning
when it is most appropriate to start and change treatment; how aggressively to treat; when, if ever, treatment can be stopped; and
if optimal treatment can reduce the transmission of HIV and the occurrence of opportunistic conditions. There is a particular need
for studies that assess important clinical outcomes such as survival, quality of life, and the long-term consequences of treatment
(e.g., toxicity to drugs).

This emerging hope will require a major shift in the paradigm for HIV research. Past clinical research has predominantly focused on
establishing the safety and effectiveness of individual agents and a few selected combinations of drugs. We must now evaluate
various treatment strategies using different combinations and sequences of potent drugs from several classes over longer periods of
time.

This Keystone Dialogue report proposes the development of treatment strategy studies to promote the identification of optimal
treatments for HIV infection. Accomplishing the range of treatment strategy studies of the size needed to address this agenda will
require an unprecedented collaboration among the pharmaceutical industry, government, researchers, patient advocates, third-
party payors, and health care delivery systems groups. Past efforts have been important in laying the foundation for such
collaboration, but a more intensive, sustained, and information-rich effort is now necessary. Therefore, the Dialogue Group and this
report propose the establishment of a framework to focus and guide such collaboration, the Forum for Collaborative HIV Research.

Although ever-expanding therapeutic options present a considerable challenge to optimizing treatment, the Dialogue Group
recognized that identification of optimal strategies is not sufficient to solve the problem of HIV/AIDS treatment in the United States.
We must also further develop the means to translate these strategies into good clinical practice and to enhance their availability to
all affected patient populations. We also need to learn how to educate persons with HIV infection about the benefits of these new
treatments so that they are present for and participate in care. We need to educate health care providers about how best to use
new treatments to optimize management of their patients. In addition, we need to learn more about how to develop high quality
comprehensive health care systems which will assure equitable, early, and ongoing access to skilled providers and effective
therapies. In particular, we need to learn how to handle the increased demands for intensive HIV care within an increasingly
constrained health care system. A disproportionate share of HIV care is financed by an already strained public sector, especially
Medicaid and the AIDS Drug Assistance Program (ADAP) of the Health Resources and Services Administration (HRSA). Earlier
treatment intervention and prevention of illness for the estimated 650,000 to 900,000 HIV-infected people in this country will result
in additional pressures on payors. Finally, the increasing complexity of managing and treating persons with HIV may require a larger
number of qualified providers, or will tax the existing system.

The Dialogue Group members concluded that these important issues were beyond the scope of its immediate charge. However, they
recommend further discussions around the financing, access, human resources, quality, and other health services issues that must
be addressed if these promising new approaches to medical management are to be available to all in need of HIV treatment.

Keystone National Policy Dialogue on the Establishment of Studies to Optimize Management of HIV Infection

Vice President Al Gore held a meeting with pharmaceutical executives and government officials in February, 1996 to discuss drug
development of therapeutics, vaccines, and microbicides to combat HIV. At the conclusion of the meeting, the Vice President
announced that the Administration would join with pharmaceutical manufacturers, health insurance companies and other third-
party payors, and patient advocacy organizations to develop a collaborative system of clinical trials for HIV drugs that have been
approved by the FDA under expedited procedures to determine the best uses and the long-term effectiveness of those drugs. In
addition, the need for a multi-stakeholder dialogue was identified by participants in a previous Keystone Center project, the
Keystone National Policy Dialogue on Expanded Access to Promising Therapeutic Drugs for HIV Infection and AIDS with Implications
for Other Life-Threatening Diseases. As a result, the Keystone National Policy Dialogue on the Establishment of Studies to Optimize
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Medical Management of HIV Infection was launched.

The Keystone Dialogue was a three month, intensive process to develop a framework for conducting studies to optimize medical
management of HIV infection, in particular, those studies that are not currently underway or are unlikely to be conducted in the
near future. The Dialogue Group included more than forty experts from pharmaceutical companies, payors of medical expenses
(public and private), government agencies charged with drug approval and HIV research, patient advocacy groups, clinicians,
researchers, and others concerned with these issues. A participant list is appended to this report. The Dialogue Group held a series
of five meetings. Participants were initially divided into three work groups, focusing on medical management issues, research design
and methodologies, and developing a framework to promote collaboration. These work groups were asked to identify the significant
issues and propose recommendations for optimizing medical management of HIV infection, using currently available antiretroviral
drugs as an example. The conclusions of the three work groups were discussed by the full Dialogue Group and eventually evolved
into the recommendations in this final report. All of the deliberations were governed by three ground rules:

1) Participants attended as individuals, not as formal representatives of their respective organization, agency, or company;
2) All comments were off-the-record and not for attribution; and
3) No documents or written materials were made public until the Dialogue Group agreed to their release.

The release of this final report represents the culmination of the Dialogue Group's efforts and reflects the consensus of the Group.
"Consensus" means that this report is a fair and accurate description of the discussions, and that the recommendations, taken as a
whole package, are supported by the Dialogue Group.

The project was convened and facilitated by The Keystone Center, a non-profit organization that designs and facilitates conflict
management and problem-solving processes on complex public policy issues involving health, the environment, and energy.

The project was funded by a diversity of sources, including the Kaiser Family Foundation, the Office of AIDS Research at the National
Institutes of Health, and the many private pharmaceutical companies that participated in this process.

In order to use available therapies for HIV most effectively, several critical issues must be addressed, including accessibility to these
therapeutics and more comprehensive information about the long-term effectiveness and consequences of using these therapies in
various combinations.

Unprecedented Uncertainty among Providers, Patients, and Third Party Payors

Over the past two years, the number of approved antiretroviral agents has tripled and can be expected to continue to rapidly
increase. The rapid development, evaluation, and licensure of growing numbers of HIV therapeutic agents has outpaced the
evaluation of their long-term effectiveness resulting in incomplete information to guide clinicians and patients making critical
medical management decisions. These new therapeutics are commonly used in combination as well as with an array of other
treatments for conditions associated with HIV infection at many stages of disease. Combination antiretroviral therapy is being
rapidly adopted in the care of patients with HIV, resulting in high aggregate costs of treatment. Uncertainty exists about the duration
of clinical effectiveness, costs, clinical impact such as improved quality of life, and benefits to society. In this climate, physicians and
patients may overuse, underuse, or misuse available treatments, limiting their utility in achieving significant public health benefits.

Payors and systems of care are facing explosive demand for treatment and associated expenditures at the same time as resources
are becoming increasingly constrained. Public policy strategies to slow HIV therapeutic costs are resulting in reduction in the
narrowing of benefits for publicly funded programs supported through the Ryan White CARE Act (CARE Act). The Medicaid Program,
the largest single payor of HIV care, presently reimburses for drugs approved by the FDA. Some State Medicaid programs, including
Medicaid managed care, as well as commercially-funded managed care systems, are instituting a variety of policies to contain costs,
such as requiring prior approval before a therapy is dispensed and placing caps on the number of prescriptions. Proposed federal
legislative changes to Medicaid, such as block grants, would put tremendous pressure on all the states to decrease current coverage
and payment levels for HIV therapies. Commercial payors, including integrated managed care systems, experience many of the same
pressures as the public sector and are implementing a number of cost containment policies. The Medicare program will confront the
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same pressure as other payors as patients live longer and become eligible for the program based on their disability or age.

As payment for care increasingly drives clinical decision making, patients will have significantly constrained access to new
therapeutics. The potential of new agents may not be fully realized because they may not be affordable for large segments of the
population such as publicly-insured individuals; medically indigent patients who are enrolled in CARE Act-funded programs, such as
ADAPs; uninsured or underinsured individuals; and participants in commercially or publicly-funded managed care systems.

In order to develop sound HIV-related coverage and reimbursement policies, third party payors and health care delivery systems
need clear, scientifically based information about the long-term risks, benefits (including impact on quality and length of life), and
associated cost-effectiveness of various HIV treatment regimens and strategies. Such information also would allow development of
best practice clinical guidelines targeted at improving outcomes. Given the rapid evolution of new HIV drugs and the dynamic nature
of HIV treatment, it is unlikely that clear answers will be available in the near future. Therefore, it is important for payors and health
care delivery systems groups to make treatment coverage and reimbursement decisions that are more inclusive and flexible than
they might be otherwise. In order to assure that third party payors, health care delivery systems groups, providers and patients join
with other stakeholders as active participants in the proposed Forum for Collaborative HIV Research, it is imperative that the Forum
meet their need as a mechanism to catalyze the development and exchange of scientifically sound information about how best to
use available therapies.

Medical Management Goals

Several classes of drugs acting on different steps of the replication cycle of the virus are now available and can be used in
combination. Such drug combinations should allow more profound and more prolonged suppression of viral replication. By applying
significant pressure to inhibit viral replication, the development of resistance to a specific agent should be delayed or prevented.

We also now know that HIV is actively replicating throughout the course of the infection, causing a gradual loss of immune function.
Furthermore, higher levels of the virus in the blood have been linked to more rapid progression of the disease. New methods for
monitoring both the state of the immune system and the replication of the virus have significant implications for the clinical
management of HIV disease. While maximal suppression of HIV and preservation of immune function could significantly slow the
course of the disease, there remain important unanswered questions which must be addressed if we are to provide optimal care.
The challenge now is to determine how to best use these therapies and tools in clinical practice to realize their promise for
improving the clinical care of patients.

The Keystone Dialogue Group proposes the following goals for optimizing medical management: to initiate antiretroviral therapy and
prophylaxis at the most appropriate time in the course of HIV infection; to provide cost-effective and tolerable treatment strategies
that will result in maximal long-term suppression of HIV replication; to prevent the development of drug resistance; to enhance
compliance/adherence to these optimal regimens; to improve, delay or prevent immunologic dysfunction and opportunistic
complications; to decrease virus transmissibility; and to ultimately prolong survival and improve quality of life for HIV-infected
individuals. Treatment trials that address strategies aimed at evaluating the feasibility of achieving these goals are essential.

The Need for Strategy Trials

Clinical trial designs that have emphasized shorter term comparisons of fixed drugs and drug combinations will need to be
complemented by a series of larger trials that are structured to provide insight into strategies of how to use drugs optimally over a
number of years. The Dialogue Group believes that trials addressing the long-term effectiveness of therapies and treatment
strategies for HIV infection should be undertaken because the new state of knowledge and recent expansion of therapeutic choices
present both a unique opportunity and urgent need to do so. Moreover, in contrast to shorter term trials used for registration, these
types of trials present different challenges to design and implement. Strategy trials may require a significantly larger sample size,
longer duration, and the need for collaboration of multiple parties in order to marshal the required resources.

Strategy trials are best illustrated in comparison with drug or regimen-based studies.
1. Regimen-based trials

Regimen-based trials are designed to establish the efficacy and safety of a single drug or drug combination. These trials are usually
conducted by pharmaceutical companies, sometimes in collaboration with government-funded research or clinical trial networks.
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They encompass both the smaller studies common to early drug development and the later, larger trials that often compare specific
drugs or drug combinations to a placebo or agent known to be effective. These trials generally provide the following basic
information necessary to allow incorporation of the particular agent or agents into a more broad-based treatment strategy: activity
information (as measured by surrogate endpoints, including magnitude and duration of effect); optimal dose and schedule; safety
and tolerability; drug interaction profile; exploration of synergy with other agents; resistance kinetics and profile; and
pharmacokinetics and safety in children.

After regimen-based trials have identified candidate therapies for larger, strategy-based trials, but before the larger trials are
implemented, certain critical design elements must be systematically explored. Regimens chosen to be evaluated in the larger trials
must have an acceptable balance of activity, tolerability, schedule, and drug interaction profile. In some cases, choosing candidate
therapies for these studies will require the generation of supportive data from additional smaller studies. In other cases, the entire
strategy premise may require a pilot feasibility study.

2. Treatment strategy trials

In contrast to regimen-based trials, treatment strategy trials evaluate the efficacy of treatment sequences or therapeutic decision
points. These questions may be evaluated in a limited way by regimen-based trials. Strategy-based trials should address the critical
treatment questions about how best to use available therapies for a broad spectrum of HIV-infected patients and their providers. In
addition, they may serve a regulatory purpose, be it contributing to registrational information or to the clinical database required by
the accelerated approval regulations, or by post-marketing commitment.

Strategy trials should have the following characteristics:
e The studies will involve the diverse spectrum of persons infected with HIV;
o The designs will be simple and responsive to a rapidly changing standard of care;
e The studies will incorporate therapeutic options available to patients and providers;
e Events that prompt a change in therapy will reflect a judicious approach to current knowledge and practice;
e The studies will be larger and of longer duration than has been common in the past;
e Data collection will be limited to crucial information that can be captured by a diverse spectrum of health care providers;
e The studies will require a high degree of collaboration and cooperation among all stakeholders and will critically assess
the issues of primary concern to those stakeholders.

The protocols for the studies should meet the applicable regulatory requirements.

An example of a treatment strategy trial would be to explore when the use of currently available antiretroviral agents should be
initiated and how aggressively they should be used in a large, randomized trial comparing four treatment strategies in early HIV
infection: immediate therapy combining nucleoside analogues with or without a protease inhibitor versus delayed therapy
comparing nucleoside combinations with or without protease inhibitors. Critical design components would include defining when,
and on what basis, to initiate therapy in the deferred therapy arm and when, and on what basis, to add a protease inhibitor (or other
agent) to the nucleoside arm. Candidate triggers for these decisions include changes in levels of plasma viremia or CD4+ cell counts
and clinical status.

The Dialogue Group believes that treatment strategy trials are critical components of the effort to optimize medical management of
HIV infection. The Dialogue Group also determined that there currently is no mechanism in place able to facilitate or conduct such
important trials without significant collaboration and additional resources.

Government sponsored clinical trials groups, the pharmaceutical industry, and other research organizations have made significant
contributions to our understanding of the treatment and management of HIV infection and disease. However, the autonomy of
existing structures can lead to duplication and fragmentation that may not optimally use limited resources. For example, no standing
mechanism exists to evaluate studies to identify significant gaps in knowledge, or to prevent unintended redundancies. In addition,
no mechanism exists to identify potential shared resources which could be brought to bear on problems that are too large for
individual groups to evaluate. Communication and collaboration among multiple stakeholders must be augmented and enhanced to
ensure that many critical questions about the medical management of HIV disease are being adequately addressed. At present,
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there is no existing forum in which all the major stakeholders can communicate about ongoing clinical research and treatment
priorities. Importantly, the concerns of the payors and providers of HIV treatment and care are not routinely addressed.

The Keystone Dialogue Group concluded that an independent Forum for Collaborative HIV Research (Forum) involving stakeholders
from multiple disciplines is needed to effectively exchange information on research and to serve as a mechanism to promote
collaboration between various organizations, in order to optimize the medical management of HIV disease.

Why a New Forum is Needed

In determining the proposed structure of this Forum, the Keystone Dialogue Group evaluated a number of options, including the use
of an existing group as the coordinating body. Many existing groups and organizations already perform important functions
pertinent to the medical management of HIV disease. These include government advisory councils, professional health and medical
organizations, HIV/AIDS-specific organizations, and industry groups. However, none of these groups could easily undertake the
proposed functions of the Forum, nor do they adequately meet all the desired characteristics of the ideal Forum.

The Keystone Dialogue Group concluded that an ad hoc group representative of the major stakeholders is needed to perform the
functions of the proposed Forum and to facilitate effective communication, collaboration, and coordination of these efforts.

Functions of the Forum

The goal of the Forum is to facilitate information exchange and actively catalyze appropriate stakeholders to develop and implement
new studies to address critical unanswered questions regarding optimal medical management of HIV disease. The Forum should
perform the following functions:

1. Provide a proactive mechanism to survey and synthesize current knowledge, practice patterns, ongoing studies of all
sources, and information on medical management of HIV disease;

Identify gaps in the current knowledge base or ongoing research which, if filled, would answer critical questions;

Make recommendations on how to fill those gaps;

Actively catalyze appropriate stakeholders to develop and implement new studies to fill the gaps; and

Facilitate the development of a strategy and propose a new mechanism to conduct the needed studies, should existing
sources prove inadequate to do so.

e WwnN

These functions serve as the foundation for the Forum. The Keystone Dialogue Group agrees that information exchange and
catalyzing collaborations to answer critical questions are the most crucial roles of the Forum. The other functions are primarily to
support these fundamental roles.

Characteristics of the Forum
For the Forum to be influential in developing HIV disease management strategies, the Keystone Dialogue Group identified seven
characteristics that the Forum must possess to be successful.

1. Collaboration: Collaboration is necessary to optimize resource utilization, to avoid unintended duplication of efforts, and to share
existing information, as no one participant has all of the information needed.

2. Ownership: Each major stakeholder must actively be engaged in and committed to the Forum, and any gaps identified as
important by the Forum should be considered important by all major participants.

3. Independence: The Forum must be viewed as an independent organization, constituted by, but not a tool of, anyone of the major
participants. This characteristic is important in order for activities conducted under the auspices of the Forum to be seen as
unbiased. Independence will also increase the credibility of the Forum.

4. Credibility: The Forum will consist of leaders from the major participant groups who bring to the table a strong record of
leadership and effort in this area, and the resources needed to follow through with their commitments. The key elements of
credibility for the Forum are as follows:

e All participants should be considered equal partners;

e There must be diversity among the sector representatives;

e Research designs highlighted by the Forum must adhere to scientifically sound principles; and
e The Forum's activities and recommendations must be ethically sound.
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5. Productivity and Setting Priorities: The Forum will catalyze efforts to be effective and productive and will avoid unintended
duplication of ongoing activities. The Forum will recommend high-priority studies that are not currently being conducted or
considered elsewhere.

6. Accountability: The Forum will have accountability to the major stakeholders. Without accountability, it will lack credibility and
productivity. (See discussion below concerning accountability.)

7. Accessibility: Both the process of the Forum and the product will be accessible to the major participants, to those who gather and
those who need the information.

Establishment of the Forum

The participants in the Keystone Dialogue Group witnessed a high level of collaboration, trust, and dedication from many leaders
in the HIV research, health care delivery, payor and patient advocacy communities. This enthusiasm for collaboration has
occurred, in part, because the potential scientific and medical benefits are much greater at this time, and the elements of this
Keystone process — including diverse representation of the major stakeholders, frank and honest discussion, and the credibility
and commitment of the participants — are unique and unprecedented in the HIV/AIDS field. Therefore, the Keystone Dialogue
Group recommends these elements of diverse and interactive participation as critical for the proposed Forum. The Forum will be
an independent collaborative network of major stakeholders, but will not be single-handedly run by government, industry,
academia, or other entities. Some of the Forum members will have participated in the Keystone Dialogue project.

The Keystone Dialogue Group proposes that its collaborative efforts continue through the establishment of the Forum for
Collaborative HIV Research. It is the intent of the Dialogue Group that this process will build upon the trust and collaborative
spirit that has already developed among the participants in the Keystone Dialogue Group. Given the short time period of the
Keystone Dialogue project, not all the details of the Forum were determined, such as how membership would be established,
the specifics of a decision-making process for the Forum, and other issues. However, it was determined that the primary
desired aspect of the Forum is the extensive collaboration and cooperation among a diversity of stakeholders involved and
interested in HIV research.

The Forum will not require creating a permanent infrastructure. Successful activation of the

Forum will require real commitment by all the parties to sustain the undertaking and reach the objective of catalyzing new HIV
research efforts to answer critical medical management questions. Doing the work necessary to transform the proposed concept of
the Forum by Keystone Dialogue Group into a reality will be a test of the willingness and dedication of the major stakeholders to
shape and support this collaborative process.

Public/Private Partnership

The Dialogue Group acknowledged that considerable resources, expertise, and commitment are already devoted throughout both
the public and private sectors which address aspects of optimal medical management of HIV disease. This cooperation exists in
government-sponsored HIV research networks, many pharmaceutical companies, as well as among public and private payors of
medical expenses for persons with HIV. These past efforts have been important in laying the foundation for such collaborative
efforts, but a more intensive, sustained, and information-rich effort is now necessary to exchange information, assess gaps, and
encourage cooperative efforts that will generate the information about how to use our new understanding of HIV most effectively.

Rather than seek to start a new program, the Forum for Collaborative HIV Research will work to encourage coordination among the
public and private AIDS clinical research efforts. The Forum also will seek to better integrate such research into HIV medical care
settings. In this way, studies performed by various research entities, separately or in cooperation, will begin faster, duplication of
effort will be reduced, patient enrollment and retention will be facilitated, and costs of getting the answers to the critical questions
will be shared.

The Forum could help facilitate and catalyze studies through information exchange or working in various cooperative efforts.
Collaboration in these efforts could be demonstrated in many ways, including contribution of time, expertise, financial resources, or
provision of other resources. Examples of contributions in a collaborative effort that involves multiple stakeholders could include
pharmaceutical companies supplying quantities of drugs for the upcoming studies; government-sponsored clinical trial programs
contributing their trial design expertise; community organizations informing and educating patients about the importance of these
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studies; and third-party payors covering certain costs of care, such as laboratory testing for those patients participating in the clinical
trials. Exactly what is necessary to construct a cooperative effort will be decided collaboratively.

All participants in the Keystone Dialogue Group agreed that without this proposed collaboration, the clinical research that is needed
will either take longer to do or will not be accomplished at all. The work of the past decade has brought us to an historic turning
point in the battle against HIV/AIDS and we must now work together to complete the task.

Incentives of the Forum

There are many incentives to participate in the Forum, several of which are common to all the stakeholders. For example, all
stakeholders would prefer to be part of a collaborative process where scientifically and medically sound clinical studies are planned
by many experts in the HIV field. In addition, they all share the desire to translate as quickly as possible new information about
emerging trends in HIV treatment strategies into good clinical practices. All stakeholders also want the decisions about the provision
of HIV care to be based upon reliable evidence about medical necessity and improved quality of life and health outcomes.

Additional incentives are more specific to individual participants. For example:

The pharmaceutical industry is interested in generating information that will expand the use and indications for its approved
antiretrovirals and hence broaden the market for their drug.

The public/private payors and health care delivery systems need scientifically sound information to make informed coverage and

reimbursement decisions. These decisions are based on principles of medical necessity, quality of care, and cost-effectiveness. All
payors are interested in more adequately forecasting future medical and pharmaceutical costs in the context of continuous
improvement of outcomes.

The patient community has a vested interest in incorporating their needs into study design and implementation. They also seek
access not only to new HIV therapies, but to high-quality and credible information that can be relied upon for making treatment
decisions in conjunction with their health care providers.

Clinicians are interested in providing high-quality care and treatment options to their patients. They want access to timely, high
quality information which can be incorporated into personalized treatment decisions for their patients. Evidence-based treatment
strategies can also assist health care providers to prioritize and integrate a comprehensive approach to medical management of HIV
disease.

Researchers are motivated to contribute to the discovery of new information and progress of medical research. Researchers want to
develop and utilize new information to advance science, promote collaboration, and potentially enhance career development.

Government aims to protect and improve public health by support of the discovery of new knowledge and ensuring that
public resources are used optimally. Government also has regulatory obligations to fulfill concerning the licensing and use of
pharmaceuticals.

Action Plan for the Forum

The first project for the Forum will be to continue and complete the evaluation of the HIV antiretroviral trials that are underway or
planned by the public and/or private sector, and determine whether such studies have the potential to answer the critical
questions to be addressed in optimizing the medical management of HIV disease. The next step will be to identify what, if anything,
is impeding the implementation of these studies, and to use the Forum to help facilitate the conduct of these studies, particularly
strategy trials, that are needed to address critical questions. If existing or planned studies still leave gaps in the knowledge base
necessary to improve the long-term treatment of HIV disease, then the Forum will facilitate cooperation among the various
participants to design and implement those high priority studies to fill the gaps.

Additional strategy-based clinical trials that are beyond those that are currently planned or underway will probably be required to

address some of the critical issues outlined in this report. If such trials are needed, the resources required to conduct them cannot
be specified with precision until the specific scope of necessary trials has been delineated. It is possible that several trials with
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significant numbers of participants (i.e., 1000-2000 patients) of long duration

(i.e., 2 to 3 years), will be required to adequately explore several proposed treatment strategies. Major treatment strategy trials can
take significant resources. The Forum will seek to aid the stakeholders in defining innovative and creative approaches to fund these
trials.

Location of the Forum

It is proposed that the Forum would be housed at an independent, non-governmental site. Potential locations include one of the
several centers for health policy studies that exist at academic institutions or other non-profit health policy or advocacy
organizations.

Support of Forum Activities

The annual budget projection for the Forum for Collaborative HIV Research is approximately $500,000. This amount is based on the
need for core staff, including a Forum Director, project coordinators and support staff. Together, these personnel will handle all
administrative, communications, meeting planning, information compilation and coordination of Forum activities. All staff will report
to the Forum Director who will work directly with the Project Coordinators for specific Forum projects. This budget also includes
funds for six meetings of the Forum per year, and the services of a professional facilitator who will assist with the meetings.

To help assure that all participants claim a real stake in this process, the Forum will be funded by the participating public and private
entities--with cash contributions and/or in-kind donations of staff. The level of support will be sufficient to represent a real
commitment that will be unlikely to continue without some sign of success. No one participant will contribute so much as to
dominate the process and all information concerning sources of funding will be publicly available.

The activities of the Forum would be handled by several integrated levels of staff (both full-time dedicated staff and donated staff):

e  Forum Director and Support Staff: 4 FTEs to handle the Forum's administration and communications; donated resources;
located at the Forum home office;

e  Project Coordinators: Volunteered human resources from major participants to coordinate Forum activities; virtual office;
about 25-100% of time;

e  Executive Committee: 8-12 people from the Forum will serve as an advisory group to the project coordinators; meet
frequently by teleconference; about 5% of time; and

e  Forum Members: similar in composition and expertise to the Keystone Dialogue Group, representing government, public
and private payors, health care providers, pharmaceutical industry, researchers, clinicians, and patient advocacy
organizations; the Forum meetings would be managed by professional facilitators; six, 2-day meetings per year.

Criteria for Success

It is critical to establish the credibility of the Forum for Collaborative HIV Research with those who will be most affected by its work-
-those living with HIV, those conducting and supporting clinical research on HIV, and those who care for and pay for HIV-related
care. Ultimately, the credibility of this Forum will depend on whether it can successfully catalyze new collaborations or studies to
answer critical medical management questions.

The Keystone Dialogue Group firmly believes that the success of this Forum would be evaluated based on whether it catalyzes
collaborations, in the short-term, which lead to studies and results in the long term that would not have otherwise happened. More
specifically, participants developed the following as criteria for success of the Forum:

e The participants continue to support the Forum. Put more simply, this Forum will depend on the policy and resource
contributions (cash or in-kind) from key participants. If they withdraw their support, either the Forum is not addressing
unmet needs or has been successful and is no longer needed.

e The existing system of research is working more effectively because of the improved collaborative relationships this Forum
has fostered, such as innovating collaborations between pharmaceutical companies and other participants.
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e New studies have been launched, or the impediments to the implementation of ongoing studies have been overcome, and
resources have been appropriately allocated to support the prioritized work.

e Results from these important studies, catalyzed by the Forum, are translated into improved and more effective medical
management information to the benefit of those with HIV infection.

If these criteria are met, establishing a more permanent structure might be considered. However, it might also be decided that the
Forum process is more flexible and responsive to the changing challenges posed by the epidemic.

Accountability of the Forum

The Forum must be accountable to the major participants. The major stakeholders will undertake frequent, formal evaluation to
determine whether the Forum is responsive to their needs and concerns. At the end of the first 12-18 months of its existence, a
decision will be made by the major stakeholders whether to continue or modify the activities of the Forum.

Activating the Forum for Collaborative HIV Research
The following actions will be taken to establish the Forum:

1. Confirm specific commitments from major stakeholders for resources and manpower to support
e  Forum Director and Administrative Staff
e  Project Coordinators
e  Executive Committee

2. Establish link to a health policy center, or alternative location, to house the Forum;
3. Hire Forum Director and administrative staff;

4. Establish timeline and accountable persons for Forum activities; and

Convene first meeting of the Forum in the fall of 1996.
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Participant List

Note: Participants attended as individuals, not as formal representatives of their respective organization, agency, or
company, and therefore the opinions expressed in this document do not represent official organization, agency, or company
views. Additionally, the positions and organizations of these representatives are reflective of 1996 and may not
appropriately reflect current positions or affiliations.

Moises Agosto
Director of Treatment and Research
National Minority AIDS Council

Arthur Ammann, MD
Director of Research
Pediatric AIDS Foundation

Wade M. Aubry, MD
National Medical Consultant
Blue Cross Blue Shield Association

Dawn Averitt-Doherty
Women'’s Information Service & Exchange

David Barr
Director of Treatment, Education & Advocacy
Gay Men’s Health Crisis

David Barry, MD
Chairman and CEO

Triangle Pharmaceuticals

Rachel E. Behrman, MD, MPH

Medical Team Leader, Antiviral Drug Products Division

Food and Drug Administration

Constance A. Benson, MD
Associate Professor of Medicine
Rush Medical College

Sam A. Bozzette, MD, PhD
Associate Professor of Medicine
UCSD Medical Center and
Senior Natural Scientist

RAND

Ellen C. Cooper, MD, MPH

Vice President and Director

Department of Clinical Research and Information
amfAR (American Foundation for AIDS Research)
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A. Robert Davies, MD
Vice President and Chief Medical Director
Nationwide Insurance Company

Martin Delaney
Founding Director
Project Inform

Lawrence (Bopper) Deyton, MD
Chief HIV Research Branch
Division of NIAID/DAIDS
National Institutes of Health

Linda M. Distlerath, PhD
Executive Director, Public Affairs
Merck Research Laboratories

Toby A. Donenfeld
Deputy Assistant for Domestic Policy
Office of the Vice President

Wafaa El-Sadr, MD, MPH
Director of Infectious Diseases

Harlem Hospital Center

Anthony S. Fauci, MD

Director, National Institute of Allergy and Infectious Diseases

National Institutes of Health

David W. Feigal, Jr, MD, MPH
Director, Antiviral Drug Products Division
Food and Drug Administration

Mark Feinberg, MD, PhD
Health Services Administrator
Office of AIDS Research
National Institutes of Health

Patricia Fleming
Director
Office of National AIDS Policy
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Eric Goosby, MD

Director

Office of HIV/AIDS Policy

Department of Health and Human Services

Fred M. Gordin, MD

Chief, Infectious Diseases, VA Medical Center
Associate Professor of Medicine

Georgetown University

Mark Harrington
Policy Director
Treatment Action Group

Skila S. Harris
Chief of Staff
Office of Mrs. Gore

Julia Hidalgo, ScD, MSW, MPH

Chief, Center for AIDS Services, Planning and Development
AIDS Administration, MD Department of Health and Mental
Hygiene

Scott Hitt, MD
Chairman
President’s AIDS Advisory Council

Barbara Johnson
Public Policy and Communications Director
Hoffman-LaRoche, Inc.

Cheryl Karol, PhD
Scientific Assistant to the President, Global Research
Hoffman-LaRoche, Inc.

David A. Kessler, MD
Commissioner
Food and Drug Administration

Steve Lagakos, PhD
Department of Biostatistics
Harvard School of Public Health

Honorable Philip R. Lee
Assistant Secretary for Health
Department of Health and Human Services

Jeff Levi
Deputy Director
Office of National AIDS Policy

John Ludden, MD

Senior Vice President, Medical Affairs
Harvard Pilgrim Health Care
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Jim Neaton, PhD
Professor of Biostatistics
School of Public Health
University of Minnesota

Louise Pedneault, MD
Associate Director of Infectious Diseases Clinical Research
Bristol-Myers Squibb

Giovannino Perri, MD
Chief Medical Consultant
MI Medicaid, Medical Services Administration

David Pizzuti, MD

Divisional Vice President of Medical Affairs and
Pharmaceutical Ventures

Abbott Laboratories

Michael Saag, MD
Associate Professor of Medicine
University of Alabama, Birmingham

Jane Sanville
Office of National AIDS Policy

Robert T. “Chip” Schooley, MD
Professor of Medicine, Chair, PI/ACTG & Head
Division of Infectious Diseases
University of Colorado Health Sciences Center

Greg Simon
Chief Domestic Policy Advisor
Office of the Vice President

Eve Slater, MD

Senior Vice President for Clinical and Regulatory
Development

Merck & Company

Lynn Smiley, MD
Director of Antiviral Clinical Research
Glaxo-Wellcome, Inc.

Mark Smith, MD

Vice President

Kaiser Family Foundation
Quadrus

Terry Toigo

Associate Commissioner

Office of AIDS and Special Health Issues
Food and Drug Administration

Honorable Bruce C. Vladeck, PhD
Administrator
Health Care Financing Administration
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Tim Westmoreland
Federal Legislation Clinic
Georgetown University Law Center

Jerry Zelinger, MD
Medicaid Bureau
Health Care Financing Administration

Keystone Stdff:

Abby P. Dilley

Project Director

Director, Washington, DC Office

& Vice President, The Keystone Center

Deborah P. Eakin
Project Support Coordinator
The Keystone Center

Michael T. Lesnick, PhD
Senior Vice President and Director
The Keystone Center

Judy A. O’Brien

Associate
The Keystone Center
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