PHOENIX™ MISSION
STATEMENT

To provide health care professionals with a comprehensive continving medical education program focused on
evolving concepts in the management of hepatitis C treatment failures that results in improved patient care

THE PHOENIX™ INITIATIVE

As the leading cause of hepatocellular
carcinoma and the principal indication for
liver transplantation in the United States,
hepatitis C virus (HCV) infection
represents a significant health concern.
Current estimates hold the US HCV
infection prevalence at 3.9 million; 2.7
million (74%) have chronic infection. The
incidence of new infections is falling, yet
the overall prevalence of HCV-related liver
disease and associated death rate
continue to climb. This growing burden is
attributable to the often 20-year or
greater interval between acute infection
with HCV and the clinical manifestations
of HCV-related liver disease.

Despite recent advances in the treatment
of chronic hepatitis C infection,
eradication of the virus remains quite
challenging. Current standard therapy,
pegylated interferon plus ribavirin, only
produces an approximate 50% sustained
virologic response (SVR) rate in naive
patients. Thus, half of all patients receiving
treatment for HCV infection either fail to
completely respond or relapse after an
initial response. It is estimated that this
pool of treatment failures will expand from
about 150,000 in 2003 to 500,000 US
patients in 2014.

New data suggest that those patients
unlikely to achieve an SVR can be
identified early in their course of therapy,
thereby sparing them from unnecessary
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exposure to costly medications that are
unlikely to eventually produce an SVR,
and providing an opportunity to consider
options for re-treatment. Such options,
including higher dose pegylated
interferon, consensus interferon, and
mainfenance interferon, are currently
under investigation in large-scale clinical
trials. Educating practitioners about the
emerging evidence concerning therapeutic
interventions in patients failing HCV
treatment will help more patients achieve
viral eradication and ultimately reduce the
burden of disease sequelae on our society.

Thus, a critical need for medical education
has been identified with the objective of
increasing therapeutic knowledge in the
area of hepatitis C treatment failure. In
order to fulfill the need for increased
physician awareness and ultimately
improved patient outcomes, an
educational program entitled PHOENIX™
(Perspectives in Hepatitis C Outcomes: An
Educational Network for Improving
Options in TX Failures) has been
developed through the support of an
educational grant from InterMune®. The
objectives of this initiative are fo
* Evaluate current demographics and
epidemiology for HCV and assess
the long-term consequences of
treatment failure
* Examine the scientific basis for HCV
treatment failure, including predictors of
response and viral kinetics
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* |dentify and compare therapeutic
options for patients who fail initial HCV
treatment

* Develop a series of healthcare
professional and patient education
tools designed to increase the providers’
ability to successfully manage patients
who initially fail HCV treatment

* Measure the impact of PHOENIX™
activities on health care provider
knowledge through the gathering and
analysis of objective, measurable
outcome data

With these goals in mind, a Steering
Committee comprised of eight healthcare
professionals, with extensive experience in
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transfusion recipients, 22% in cross-sectional
analyses of patients seen in liver clinics, 7%
for longitudinal studies of community based
cohorts, and 4% for cross-sectional series of
blood donors.?

Alcohol abuse, male gender, age > 40 years
at time of infection, and co-infection with HIV
or hepatitis B are associated with more rapid
development of cirrhosis.®*? In a study using
mathematical modeling, the average time to
development of cirrhosis among alcoholic
men who were infected after age 40 years
was estimated at 13 years, compared to 42
years for women who contracted HCV before
age 40 and did not drink alcohol.?2 Recent
reports have implicated non-alcoholic
steatohepatitis and tobacco as additional co-
factors for the development of fibrosis in
patients with HCV.2* In contrast, HCV viral
load and genotype are not associated with
disease progression.?%

TREATMENT OPTIONSS For NAIVE AND
NONRESPONDER PATIENTS

Approved agents for the treatment of HCV
are listed in Table 1.% Pegylated interferon
plus ribavirin is considered the standard of
care for treatment ndive patients, achieving
sustained virologic response (SVR) rates

> 50% overall.”’® Response rates vary from
42%-46% in patients with genotype 1 infection
to 76%-82% in those with genotype 2 or 3.
Patients with genotype 1 HCV require 48
weeks of therapy and ribavirin doses of

1000 mg/day for weight < 75 kg and 1200
mg/day for weight = 75 kg.? In contrast,
patients with genotype 2 or 3 achieve optimal
response rates with only 24 weeks of treatment
and a ribavirin dose of 800 mg per day.

treatment response.’ Therapy is generally
discontinued in patients with genotype 1
infection who do not achieve an EVR because
they have a negligible chance of achieving
an SVR with continued treatment. It is not cost
effective to evaluate EVR in patients with
genotype 2 and 3 infection because 99%
reach this endpoint.?

Nonresponders to antiviral therapy provide
the greatest treatment challenge. The number
of nonresponders was estimated at 150,000
in 2003 and is growing at a rate of up to
50,000 per year.” Retreatment of patients
with bridging fibrosis or cirrhosis with
pegylated interferon and ribavirin yielded a
SVR rate of 28% in previous nonresponders
to unmodified interferon alone, and an SVR
rate of 12% in nonresponders to unmodified
interferon and ribavirin. In preliminary
reports, retreatment of nonresponders to
unmodified interferon plus ribavirin with daily
doses of interferon alfacon-1 and ribavirin
was associated with SVR rates of 27% to
42%.%"* Further data presented in abstract
form showed SVR rates of 23%-37% for
retreatment of nonresponders to pegylated
interferon and ribavirin with daily, high dose
interferon alfacon-1 plus ribavirin
Prospective studies of pegylated interferon
maintenance therapy for the management of
nonresponders with advanced fibrosis are
underway.

SUMMARY

Hepatitis C is highly prevalent in the US and
worldwide. Complications of HCV including
decompensated cirrhosis, hepatocellular
carcinoma, and the need for liver
transplantation lead to significant morbidity,

Table 1. Approved agents for treatment of chronic hepatitis C*

IFN alfa-2a
IFN alfa-2b
IFN alfacon-1

Peginterferon alfa 2-a
Peginterferon alfa 2-b B
Ribavirin**
Ribavirin**
Ribavirin**

Roferon® (Roche)
Intron-A® (Schering-Plough)
Infergen™ (InterMune)

Pegasys® (Roche)

Peg-Intron® (Schering-Plough)
Copegus® (Roche)

Rebetol® (Schering-Plough)
Ribasphere™ (Three Rivers)

3 MIU SC TIW

3 MIU SC TIW

9 pg SC TIW

15 pg SC TIW*

180 pg SC QW
1.0-1.5 pg/kg SC QW
0.8-1.2 g/day orally’
0.8-1.2 g/day orally’
0.8-1.2 g/day orally!

IFN = interferon; QW = once week|y; SC = subcutaneous; TIW = three times week|y,‘
*Interferon relapsers and nonresponders; **Ribavirin is not approved for monotherapy, but as part of
combination with interferon alpha; ‘Depending on HCV genotype and patient body weight

Measurement of early virologic response
(EVR), defined as undetectable HCV RNA or
= 2-log decrease in viral load by week 12 of
therapy, provides an interim assessment of

mortality and health care costs and are
projected to increase over the next decade.
The use of pegylated interferon and ribavirin
has provided a substantial advance in the

treatment of HCV. Further efforts are needed
to identify persons with undiagnosed HCV
who could benefit from therapy and to
investigate treatment options for the growing
number of nonresponder patients. Recent
results show promise in the retreatment of
previous nonresponders.
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the field of hepatitis C, has been
assembled to direct the development of
a series of educational materials. The
Steering Committee will function under
the direction of predefined roles and
responsibilities, with the ultimate goal of
developing educational content and
materials that support the PHOENIX
initiative.

The principal educational tool in the
PHOENIX program will be a three-
section slide kit, with each section
developed by a separate work group of
hepatitis C experts. The slide kit will
include an overview of hepatitis C, a
segment on the potential scientific basis
for hepatitis C treatment failure, and a
detailed overview of re-treatment
options for patients failing hepatitis C
therapy. In addition, the program
compendium will include clinical tools
for health care professionals treating
hepatitis C and resources for hepatitis C
patient management and education.

Interactive patient cases, a written case
report, quarterly newsletters, local
dinner programs and a Web site

( ) comprise the
remaining key elements of this initiative.
The Web site will be created to help in
the dissemination of the educational
materials to the medical community
involved in the management of hepatitis
C and will host content developed for
the PHOENIX educational programs.

The PHOENIX initiative will play a key
role in providing the medical community
with a compilation of highly effective
educational materials that will support
the overall goals of increasing
knowledge surrounding hepatitis C
treatment failure and improving the care
of patients with this chronic and
challenging disease.

On behalf of the Steering Committee, |
invite you to participate in this important
educational endeavor.

The content of this newsletter is presented in a summary manner, is general in nature, and is provided for educational purpoge§he content is not intended to be a substitute for professional medical advice.
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