s in He
work for Im

PHOENIX™ MISSION
STATEMENT

-

Q UARTER

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

TIPS For HCV PATIENT CARE anD SIDE EFFECT MANAGEMENT

INTRODUCTION

Hepatitis C, affecting 3-5 million individuals in
the United States, is the most common cause of
cirrhosis and the most common indication for liver
transplantation in the US. The main complications
of chronic infection include cirrhosis, end-stage
liver disease, and hepatocellular carcinoma. In
general, the degree of viremia seems to be the
most significant factor in transmission of
infection.*?*

The time course of infection due to hepatitis C
virus (HCV) is extremely variable among patients.
Most cases of disease progression occur over
decades, but rapid disease progression has also
been documented. Approximately 20% of adults
with chronic hepatitis C have evidence of cirrhosis
within 20 years. Progression of disease, namely
cirrhosis, is enhanced by alcohol intake, obesity
and/or hepatic steatosis, coinfection with human
immunodeficiency virus (HIV) and/or other
hepatitis viruses, male gender, and older age at
infection®. When cirrhosis is present, the risk of
hepatocellular carcinoma (HCC) is 1%-4% per
year.*?®

OPTIMAL TREATMENT

Several large clinical trials have demonstrated
that the highest overall response rates are in
treatment-naive HCV-infected patients treated with
pegylated interferon in combination with ribavirin
(sustained viral response [SVR] of 54%-56%) as
opposed to combination therapy with standard
interferon and ribavirin (SVR of 44%-47%) or
monotherapy with pegylated interferon (SVR of
29%).°

According to current practice guidelines of the
American Association for the Study of Liver
Disease (AASLD) published in April 2004, the
primary objective of treatment is eradication of
virus to prevent the complications of HCV
infection.* Infection is considered eradicated when
an SVR is achieved, meaning that there is no
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detectable HCV RNA in the serum 6 months after
discontinuation of therapy. Optimal treatment for
chronic hepatitis C is combination therapy with
pegylated interferon and ribavirin. These
guidelines also indicate that all patients with
hepatitis C are possible candidates for antiviral
therapy. Patient selection for therapy should be
based upon assessment of potential risks and
benefits on an individual basis. However,
treatment for hepatitis C is specifically
recommended for those patients who are at risk
for developing cirrhosis. Such patients are those
with detectable serum levels of HCV RNA in the
setting of portal or bridging fibrosis with moderate
inflammation and/or necrosis on liver biopsy.
Although the clinical efficacy of treatment for
other patients with hepatitis C has not been
definitively established, antiviral therapy should be
considered in the following patients: those with
normal alanine aminotransferase (ALT) levels;
elevated ALT levels but minimal histologic
abnormalities; compensated cirrhosis; recurrence
after liver transplantation; acute hepatitis C;
concomitant HIV infection; and those who are
younger than 18 years old. In addition, based on
limited data, treatment for HCV infection should
not be withheld because of alcohol use and/or
intravenous drug use (IVDU). Nevertheless,
abstinence and substance abuse treatment are
recommended prior to treatment.™*

Recommendations on duration of HCV treatment
varies with the genotype. In patients with
genotype 1, peginterferon and weight-based
ribavirin (1000-1200 mg daily) for a total of 48
weeks is recommended. However, in patients with
genotypes 2 or 3, peginterferon with a lower dose
of ribavirin (800 mg daily) over a 24-week period
appears to be adequate.*®

BASELINE EVALUATION

In the management of chronic hepatitis C, the
goals of combination therapy with interferon and
ribavirin are to maximize antiviral effects and
minimize adverse side effects. The benefits of
antiviral therapy outweigh the potential risks of
treatment in most patients with chronic hepatitis C,
especially those with a high likelihood of SVR.
Factors associated with a likelihood of achieving
SVR include low viral load, HCV genotype other
than type 1, absence of moderate fibrosis or
cirrhosis on liver biopsy, lower body weight, and
early viral response (EVR).*®"#

In hepatitis C, liver biopsy serves diagnostic and
prognostic purposes. In this setting, liver biopsy is
the only study that can provide definitive
information about the degree of inflammation and
fibrosis/cirrhosis. As such, it establishes a
baseline for evaluation of progression of disease
in the future. However, no set guidelines have

Table 1. Contraindications to Combination Therapy with Peginterferon and Ribavirin*

Severe or uncontrolled psychiatric disease
Poorly controlled epilepsy
Active serious infection

Pregnancy or inadequate contraception
Severe heart disease

Advanced renal failure

Documented poor compliance
Hemoglobinopathy

Uncontrolled serious medical condition
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Hepatic decompensation
Solid organ transplantation (except liver)
Autoimmune diseases
Neutropenia with ANC < 750/mm?®
Thrombocytopenia with platelet count
< 50,000/mm?
Severe anemia
Ongoing alcohol or substance abuse
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in patients treated with erythropoietin than in
those who received standard care for anemia.
Data regarding the use of GCSF in patients with
hepatitis C are limited. Several small studies have
shown that higher neutrophil counts can be
maintained during antiviral therapy when GCSF is
used as an adjunctive measure. However, the
parameters for such therapy and its benefits and
risks in the setting of hepatitis C have not been
established. Issues that remain to be determined
include values for hemoglobin level and ANC that
should be used as indicators for treatment,
whether treatment should be limited to
symptomatic patients, and whether treatment will
affect achievement of SVR.”*

The neuropsychiatric side effects associated with
antiviral therapy for hepatitis C are defined as
new neurologic or psychiatric manifestations that
develop during treatment, or as worsening of
preexisting signs and symptoms. The main cause
of neuropsychiatric adverse effects in the setting of
hepatitis C treatment is interferon. The
neuropsychiatric side effects of interferon are
dose-dependent and reversible. Ribavirin does not
accentuate the neuropsychiatric side effects of
interferon. The estimated incidence of
neuropsychiatric side effects associated with
interferon monotherapy is similar to that
associated with combination therapy of interferon
and ribavirin, approximately 30-40%. However,

depression may occur less frequently with
pegylated interferon compared with standard
interferon.”*"52¢

The neuropsychiatric side effects of hepatitis C
therapy represent a broad spectrum of clinical
manifestations, including fatigue, myalgia,
arthralgia, depression, irritability, insomnia, and
anxiety. Subclinical neurologic toxicity occurs in
30-50% of patients but is clinically significant in
fewer than 5% of patients; complications include
neuropathy/paresthesias, seizure, extrapyramidal
ataxia, retinopathy, and ototoxicity. Psychiatric
symptoms occur in 30-40% of patients and
include depression, suicidal ideation, anxiety,
panic reactions, insomnia, irritability, emotional
lability, personality change, memory loss,
confusion, delirium, psychosis, coma, and
substance abuse relapse. The most common
neuropsychiatric complications are mood
disorders, primarily depression and anxiety.
Interferon-induced depression may be difficult to
distinguish from the influenza-like symptoms of
interferon therapy. However, unlike influenza-like
symptoms that typically occur early in the course
of therapy, interferon-induced depression usually
develops after months of therapy. Frequent follow-
up examinations by a hepatologist during the
course of antiviral therapy permit early
identification of this complication. In addition,
standardized self-administered mood inventories

Table 2. Guidelines for Dose Modification of Peginterferon and Ribavirin
for Hematologic Toxicities (Source: Physicians’ Desk Reference, 2005)

Peginterferon
alfa-2a

Hemoglobin
(patients without
cardiac history)

<10.0 g/dL

< 8.5 g/dL

Hemoglobin
(patients with
stable cardiac
disease)

> 2 g/dL decrease
during any 4-week
interval

< 12 g/dL after
4 weeks of dose
reduction

White blood
cell (WBC)

< 1.5 x 1000 /mm?®

< 1.0 x 1000 /mm?

Absolute < 750 /mm?
neutrophil count
(ANC)

<500 /mm?®

Platelets < 70,000 /mm?

< 50,000 /mm?

< 25,000 /mm?
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Discontinue

Discontinue

Reduce to
135 mcg/week

Discontinue

Reduce dose to
90 mcg/week

Peginterferon Ribavirin

alfa-2b

Dose reduce

Discontinue Discontinue

Dose reduce
by 50%

Dose reduce by
200 mg/day

Discontinue Discontinue

Dose reduce
by 50%
Discontinue Discontinue

Dose reduce
by 50%
Discontinue Discontinue

Dose reduce
by 50%

Discontinue
(with alfa-2b)

Discontinue

Discontinue

and depression scales have been introduced in an
effort to detect this adverse effect early on.
Furthermore, psychiatry consultation is warranted
for assessment of such signs and symptoms. Prior
history of depression as well as dose and duration
of interferon therapy are the most important
predictors of neuropsychiatric side effects in
patients with hepatitis C. Factors that may prevent
and/or minimize side effects include appropriate
patient selection, timing initiation of therapy when
depression is controlled, adequate patient and
family education, and frequent follow-up
assessments.1‘6'7‘17‘23‘25‘26

Management of neuropsychiatric side effects of
antiviral therapy for chronic hepatitis C must be
tailored to each individual. Such treatment is
guided by input from both a hepatologist and a
psychiatrist. For worsening depression
unresponsive to antidepressant therapy and dose
reduction, severe depression, or suicidal
ideation/attempt, immediate discontinuation of
antiviral therapy and urgent psychiatric evaluation
are necessary. Of note, the use of prophylactic
antidepressant therapy warrants study in selected
patients and must be used with caution in patients
with other psychiatric disorders such as bipolar
disorder.5722¢

TREATMENT FAILURES

In chronic hepatitis C, the mechanisms of relapse
involve viral factors, host factors, and treatment-
related factors. Different HCV genotypes respond
to antiviral therapy differently. Higher rates of
relapse are found in patients with genotype 1.
Host factors that affect outcome include age,
ethnicity, and pathologic findings on liver biopsy.
Higher rates of relapse are found in older
patients, non-Caucasian patients, and patients
with advanced fibrosis. Although clearance of
viremia due to HCV infection can be measured, it
is impossible to accurately assess clearance of
HCV infection within hepatocytes.”

Relapse of HCV infection is not uncommon after
initial interferon monotherapy or combination
therapy with interferon and ribavirin. Retreatment
of hepatitis C depends on the initial response to
therapy, the efficacy of the initial therapy, and
host-viral factors. Individuals who fail to respond
to previous treatment are classified into two
groups, nonresponders and relapsers. According
to current AASLD guidelines, retreatment with
peginterferon and ribavirin should be considered
for nonresponders or relapsers with significant
fibrosis or cirrhosis and who have been treated
previously with nonpegylated interferon. However,
retreatment with peginterferon and ribavirin for
the purpose of HCV clearance is not warranted in
patients who have failed to respond to an
adequate previous therapy with peginterferon and
ribavirin.*
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