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Chronic hepatitis C virus infection is a common and serious disease. Although an
estimated 2.7 million persons in the United States have this disease, most have not
yet been diagnosed. Recent advances in treatment provide successful cure in 50 to
80 percent of cases. Current drug therapy consists of a combination of pegylated
interferon and ribavirin. Although all patients with chronic hepatitis C virus infec-
tion are potential candidates for treatment, pharmacologic therapy has a number of
contraindications. Evaluation of suitability for treatment includes a thorough search
for comorbid medical and psychiatric conditions that can be contraindications. Initial
testing involves anti-hepatitis C virus antibodies, but definitive diagnosis of active
disease requires detection of viral RNA. Most patients require a liver biopsy to deter-
mine the amount of hepatic fibrosis and ongoing hepatocellular inflammation. Viral
genotype also should be determined: type 1 requires 12 months of treatment and
does not respond as well as types 2 and 3, which require only six months of treat-
ment. Common side effects of drug therapy include anemia, anorexia, depression,
fatigue, fever, headache, myalgia, nausea, and erythema at the injection site. (Am Fam
Physician 2004;69:E1429-E38,1439-40. Copyright© 2004 American Academy of Family
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epatitis Cvirus (HCV) infec-

tion is the most common

blood-borne infection. It

affects approximately 1.8

percent of the U.S. popu-
lation (3.8 million persons exposed and
2.7 million persons chronically infected).!
Most cases of chronic HCV infection have
yet to be diagnosed. Therefore, a substantial
increase in the number of known cases is
projected over the next decade, along with a
large increase in the number of patients with
complications of HCV infection, such as cir-
rhosis, liver failure, and hepatocellular carci-
noma. HCV infection already is the leading
cause of chronic liver disease in patients pre-
senting to gastroenterologists, the leading
cause of hepatocellular carcinoma, and the
leading diagnosis among patients referred
for liver transplantation.?

Because of the increasing prevalence
of chronic HCV infection and significant
advances in its diagnosis and treatment, this
illness has been the subject of several recent
reviews* and a consensus statement from
the National Institutes of Health (NIH).> This

www.aafp.org/afp

article reviews factors that should be con-
sidered in the evaluation of the suitability of
HCV-infected patients for treatment.

Natural History of HCV Infection

Acute HCV infection is rarely severe and
usually asymptomatic. Although the immune
system occasionally eradicates the virus, up to
85 percent of patients develop chronic HCV
infection (Figure 1).1* Over time, liver dam-
age and other sequelae increase, and patients
begin to have symptoms. Risk factors for
more rapid progression of disease include age
over 40 years at the time of infection, male
gender, and daily consumption of more than
30 g of alcohol.>”

Although most HCV-related deaths occur
after the disease has progressed to cirrhosis,’”
patients can have significant symptoms and
reduction in quality of life well before that
time.® Chronic HCV infection also is linked to
an increased incidence of several extrahepatic
diseases, including renal disease, diabetes
mellitus, neuropathy, lymphoma, Sjogren’s
syndrome, mixed cryoglobulinemia, and por-
phyria cutanea tarda.’
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Natural History of HCV Infection

Patients with acute HCV infection

l l

Spontaneous clearing Chronic HCV infection,
of HCV infection: initially asymptomatic:
15 to 20 percent 80 to 85 percent’?

Cirrhosis: 20 percent* Passage of 20 years

® These patients may be relatively
stable for years. l

e They have a 2 to 4 percent annual
chance of developing hepatocellular
carcinoma.

e They are at risk for all
complications of cirrhosis.

® Prognosis can be estimated using the
Child-Pugh classification of liver failure
or the MELD scoring system.

No cirrhosis yet: 80 percent*

e Many patients are still
asymptomatic.

* Most have some biopsy
evidence of hepatic
inflammation and fibrosis.

*—Actual risk depends on patient characteristics: a lower rate of progression to
cirrhosis is typical in children, whereas faster rates of progression are typical in
male patients, patients who are older at the time of HCV infection, and patients
with excessive alcohol consumption.

FIGURE 1. Natural history of hepatitis C virus (HCV) infection. (MELD =
model for end-stage liver disease)

Advances in Diagnosis and Treatment

Opver the past 15 years, remarkable advance-
ments have been made in the identification
of HCV infection. The screening of donated
blood for HCV RNA has reduced the risk of
viral transmission through blood transfusions
to less than one case per 100,000 units of
blood transfused.!® The efficacy of treatment
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also has improved. First, interferon was used,
then interferon in combination with ribavi-
rin; the latest treatment, a combination of
pegylated interferon with ribavirin, is clearly
superior to the older regimens and is the cur-
rent standard of care.!!!?

The NIH guideline® on the management of
HCV infection suggests that all patients with
chronic infection are potential candidates for
antiviral therapy, and especially recommends
treatment for patients with an increased risk
of developing cirrhosis.

Diagnosis of HCV Infection

A third-generation HCV antibody test (at
least 99 percent sensitive, 99 percent specific)
is recommended for use as the initial test in
patients with clinical or laboratory evidence
of liver disease and for the screening of at-risk
populations.’ The Centers for Disease Control
and Prevention (CDC) recommends screen-
ing in asymptomatic persons who have any
of the following risk factors: history of intra-
venous drug use, blood transfusion or organ
transplant before 1992, receipt of clotting fac-
tors before 1987, or long-term hemodialysis.'?
[SORT C: consensus/expert opinion]

The anti-HCV antibody test determines
whether a person ever has been exposed to
HCV but not the presence of active infec-
tion (because 15 to 20 percent of persons
who contract HCV spontaneously clear the
infection). False-positive results are possible,
especially when the test is used as a screening
tool in a population with a relatively low risk
of disease. False-negative results may occur in
immunosuppressed persons.

Active infection therefore must be con-
firmed by demonstrating the presence of HCV
RNA. Quantitative tests detect and count viral
loads as low as 50 to 500 copies per mlL,
whereas qualitative tests detect (but do not
quantify) the presence of HCV in the range of
5 to 50 copies per mL.!* Confirmation of the
diagnosis requires only a single positive test
showing the presence of HCV RNA. Because
there can be a transient decline in viremia to
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below the level of assay sensitivity, all nega-
tive test results should be reconfirmed with
another test approximately one month later
to be certain that active HCV infection is not
present.’

An algorithm for the diagnosis of chronic
HCYV infection in patients with risk factors or
clinical or laboratory evidence of liver disease
is provided in Figure 2.2

Evaluation of Patients
with Chronic HCV Infection
history of hcv infection

Most patients with HCV infection are
asymptomatic, and the diagnosis usually is
made after transaminase screening. However,

some patients have evidence of advanced dis-
ease, with symptoms of liver failure. Fatigue
and nausea occur in many patients, but these
symptoms are not unique to HCV infection.
An effort should be made to determine
the mode and year of infection. The most
common ways of acquiring the virus are
intravenous drug use and blood transfusion
before July 1992. Other risk factors to con-
sider include sexual behavior, occupational
exposure to infected blood, body piercing, and
tattoos.>'>1¢ The date of original infection, as
well as the results of liver biopsy, can be used
to make a rough determination of the natural
history of the disease in the patient. However,
the duration and source of the infection often

HCV Testing

EIA for anti-HCV

l

Negative

Stop testing; note, however, Negative

that test results may be
falsely negative in
immunosuppressed patients.

Repeat RT-PCR for HCV
RNA in one month.

Negative

Positive

RT-PCR for HCV RNA

|

Positive

Positive
Diagnosis of chronic HCV:
perform work-up for
disease staging and
possible treatment.

Stop testing.

FIGURE 2. Testing for hepatitis C virus (HCV) infection. Patients who should be checked for HCV
infection include those with clinical evidence of liver disease, those with laboratory evidence of
disease (typically, elevated aspartate transaminase and alanine transaminase levels), and those
with any of the following risk factors: history of intravenous drug use, blood transfusion or
organ transplantation before 1992, receipt of clotting factors before 1987, and long-term hemo-
dialysis. (EIA = enzyme immunoassay; anti-HCV = antibody to hepatitis C virus; RT-PCR = reverse

transcriptase polymerase chain reaction.)

Information from references 1 and 2.
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TABLE 1

Contraindications to Treatment of HCV Infection with Interferon and Ribavirin

Contraindication

Reason for contraindication

Absolute

Allergy to pegylated
interferon or ribavirin
Decompensated cirrhosis

Active intravenous drug use

or heavy alcohol use*

Pregnancy

Relative

Anemia, leukopenia, or
thrombocytopenia

Autoimmune disease

Coronary artery disease

Severe psychiatric disease,
especially severe depression

Current psychosis or a
history of psychosis

Treatment can be considered only in the context of established protocols at
liver transplantation centers.

Ongoing alcohol consumption greatly reduces the chance of successful
treatment; minimal alcohol use does not appear to be harmful.

Intravenous drug users are at high risk for reinfection.

Alcohol and drug use raise issues about compliance with therapy.

Ribavirin is highly teratogenic: it damages fetuses, eggs, and sperm.
Effective contraception is imperative during treatment and for six months
after treatment.

Combination therapy reduces all hematologic cell lines.

Pegylated interferon acts as a general immune system stimulant and, thus,
worsens most autoimmune diseases; however, it does not appear to
exacerbate some diseases, such as Crohn’s disease and ulcerative colitis.

Ribavirin causes an anemia that can precipitate ischemia in a heart that has
little reserve.

Coronary artery disease is not an absolute contraindication to the use of
pegylated interferon monotherapy.

Pegylated interferon may cause or exacerbate depression; there have been
associated instances of suicide.

HCV-infected patients with mild depression are candidates for treatment.

Consider a psychiatric consultation before treatment is initiated.

Pegylated interferon may exacerbate psychosis.

With adequate psychiatric support and close follow-up, some patients with
advanced HCV disease may be considered for treatment.

HCV = hepatitis C virus.

*—Stable methadone use is not a contraindication to treatment.

cannot be determined.

MEDICAL HISTORY

Many autoimmune conditions (e.g., sys-
temic lupus erythematosus, rheumatoid
arthritis, autoimmune hepatitis, psoriatic
arthritis) are contraindications to the use of
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A thorough list of the patient’s past and
present medical and psychiatric conditions is
important because the pegylated interferon—
ribavirin combination interacts with many
body systems. Conditions that are specific
contraindications to this treatment should be
reviewed carefully (Table 1).

As many as 30 percent of patients with HCV
infection have symptoms of depression, but
this condition does not necessarily preclude
them from treatment for HCV infection. The
severity of the symptoms and their impact on
the patient’s function should be determined. If
the depression is severe or recent, psychiatric
consultation should be considered.

www.aafp.org/afp

combination drug therapy for HCV infection.
Some autoimmune diseases, such as Crohn’s
disease and ulcerative colitis, do not appear
to be exacerbated by pegylated interferon.
Depending on the comorbid conditions that
the patient has, it sometimes may become
necessary to consult with a gastroenterologist,
a hepatologist or, in the case of decompen-
sated cirrhosis, a liver transplant team.

BEHAVIORAL AND SOCIAL ISSUES

Several behavioral and social issues influ-
ence the decision to treat a patient with HCV
infection. Alcohol consumption should be
discouraged. The daily consumption of more
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than 30 g of alcohol (approximately two
drinks) in men and 20 g of alcohol in women
is associated with more rapid progression to
liver failure.”” Consumption of a minimal
amount of alcohol does not appear to be
harmful, but there are no clear data on the
amount that is safe.

Sexual activity should be reviewed to iden-
tify transmission risk factors (e.g., multiple
sexual partners) and because of the highly
teratogenic effect of ribavirin. All patients
must have a fail-safe plan for contracep-
tion during treatment and for six months
afterward. Active intravenous drug use is
a contraindication to treatment, but stable
methadone use is not.

Pharmacologic therapy for HCV infection
is quite expensive (approximately $25,000 for
a 48-week course), but treatment has been
shown to be cost-effective.'® The manufactur-
ers of pegylated interferon have assistance
programs through which medication can be
obtained for uninsured patients.

It is important to review the patient’s social
support network. Pharmacologic therapy for
HCV infection can be debilitating and may
necessitate absence from work.

PHYSICAL EXAMINATION

The physical examination should include
a search for evidence of liver dysfunction
and physical conditions that could be con-
traindications to treatment. Key elements of
the physical examination are summarized in
Table 2.

LABORATORY TESTS

Several laboratory tests should be per-
formed to evaluate the degree of liver dis-
ease and determine whether other conditions
are present that may be contraindications to
treatment of HCV infection (Table 3).>111219
Elevated levels of aspartate transaminase
(AST) and alanine transaminase (ALT) indi-
cate ongoing hepatocellular necrosis; how-
ever, it is important to understand that AST
and ALT levels have only a weak correlation
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with the degree of liver injury.

In extreme cases of decompensated liver
disease, the albumin level drops, the serum
bilirubin levels rise, the International Normal-
ized Ratio is prolonged, and thrombocytope-
nia may indicate portal hypertension. Testing
for thrombocytopenia in conjunction with
determination of an elevated AST/ALT ratio
is a fairly accurate and noninvasive way to

Hepatitis C

TABLE 2

Highlights of the Physical Examination in Patients
with HCV Infection

Area of examination

Comments or reason for examination

Abdomen

Cardiovascular
system

Extremities
General nutrition
HEENT

Mental status

Respiratory system

Skin

Weight

Evaluate for evidence of hepatic inflammation or
hepatomegaly.
Note whether ascites or splenomegaly is present.

Known, currently symptomatic cardiovascular disease
is a relative contraindication to treatment with the
combination of pegylated interferon and ribavirin.

Peripheral edema can be a sign of portal hypertension.
Malnutrition can be a sign of advanced liver disease.

Check for thyroid abnormalities, because treatment
can cause or exacerbate autoimmune thyroiditis.
Note whether icterus is present.

Check for evidence of psychosis or depression.

The patient’s level of judgment and insight should be
sufficient to understand and tolerate the treatment
regimen and its possible side effects.

Perform a general examination to exclude respiratory
disease.

Note any signs of alcohol abuse or liver failure, such as
damaged capillaries over the cheeks, dilated veins
over the chest or abdomen (indicative of portal
hypertension), spider nevi, and palmar erythema.

Note the presence or absence of jaundice and
gynecomastia.

Look for cutaneous complications of long-term HCV
infection, such as palpable purpura (associated with
cryoglobulinemia) or blisters and vesicles (porphyria
cutanea tarda).

Weight determines the dosage of pegylated interferon
and ribavirin.

HCV = hepatitis C virus; HEENT = head, eyes, ears, nose, and throat.
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identify cirrhosis.?’

LIVER BIOPSY

The liver biopsy provides the most direct
information about the current status of the
liver and is recommended in most patients
with active HCV infection.>" [SORT C: con-
sensus/expert opinion] Patients infected with
HCV genotype 2 or 3 generally respond well to

antiviral therapy and may not always require a
liver biopsy before treatment is given.

The two central pieces of information from
the biopsy are the degree of inflammation and
the degree of fibrosis. Inflammation is scored
from zero (no inflammation) to 4 (severe
inflammation). The degree of inflammation
correlates roughly with the amount of ongo-
ing hepatic injury and the natural history of
the disease.

TABLE 3

Laboratory Testing in Patients with HCV infection

Test

Rationale

Albumin level, PT, INR, PTT
AST and ALT levels

BUN and creatinine levels
Complete blood count

Hepatitis A and hepatitis B
surface antibodies

HIV

Iron

Pregnancy
TSH
Viral genotype

Abnormal results may indicate some degree of liver failure.

Elevated levels indicate ongoing hepatocellular necrosis; however, AST and
ALT are not good markers of the degree of fibrosis.

HCV occasionally can cause renal disease.

Pegylated interferon may cause leukopenia and thrombocytopenia, and
ribavirin may cause anemia.

Pre-existing leukopenia or thrombocytopenia is a relative contraindication to
treatment of HCV infection.

Iron deficiency anemia should be corrected before treatment is initiated.

Immunity to hepatitis A and hepatitis B should be established by reliable
documentation of previous immunization or the presence of hepatitis A
and B surface antibodies.

If the patient is not immune, vaccination is recommended whether or not the
patient is a candidate for treatment of HCV infection.>'?

Many risk factors for acquiring HIV and HCV infection are similar; therefore,
patients with HCV infection who are at risk for HIV infection should receive
appropriate testing.®

In patients with significant iron overload, hemochromatosis should be ruled
out, and these patients should be considered for treatment with
phlebotomy. Iron overload is a negative predictor for successful therapy, but
iron reduction does not necessarily improve outcome.

Pregnancy is an absolute contraindication to treatment.
Autoimmune thyroiditis can be caused or exacerbated by pegylated interferon.

Infections with HCV genotypes 2 and 3 have a better prognosis (cure rates of
70 to 80 percent) and require only six months of treatment, whereas
infections with HCV genotype 1 have a cure rate of 40 to 50 percent and
require 12 months of treatment.’"'2

HCV = hepatitis C virus; PT = prothrombin time, INR = International Normalized Ratio; PTT = partial thrombo-
plastin time; AST = aspartate transaminase; ALT = alanine transaminase; BUN = blood urea nitrogen; HIV =
human immunodeficiency virus; TSH = thyroid-stimulating hormone.

Information from references 5, 11, 12, and 19.
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Fibrosis is the replacement of functional
hepatic tissue with nonfunctional connective
tissue. It is triggered by ongoing inflam-
mation and cytokine-related stimulation of
hepatic stellate cells. In chronic HCV infec-
tion, fibrosis begins to develop in and around
the portal triad and then extends to the peri-
portal area; next, it bridges from one portal
triad to an adjacent one, and finally proceeds
to a complete circle of fibrosis (or cirrhosis)
connecting all adjacent portal units. There-
fore, fibrosis is scored on a four-point scale:
zero (no fibrosis), 1 (portal fibrosis), 2 (peri-
portal fibrosis), 3 (bridging fibrosis), and
4 (cirrhosis).

Liver fibrosis correlates with the natural
history of the disease. Patients who have
already progressed to cirrhosis have a lower
response rate to treatment and a higher rate
of hepatic complications during treatment.
The liver biopsy also may detect the pres-
ence of other liver diseases that may require
separate treatments and could affect the tim-
ing of the treatment of HCV infection. For
example, evidence of fatty liver, alcoholic liver
disease, or hemochromatosis would require
consideration of weight loss, alcohol cessation
measures, and phlebotomy, respectively.

Patient Education

Patients with HCV infection should be edu-
cated about the natural history of the disease
and the negative impact of alcohol consump-
tion. They should be reassured that there is
no evidence of HCV transmission via casual
household contact, including the sharing of
utensils or food, hugging, kissing, or breastfeed-
ing.?! The sharing of razors or toothbrushes
should be avoided, because these items may be
contaminated with small amounts of blood.

The lifetime risk for sexual transmission
of HCV in monogamous couples appears
to be less than 1 percent.?>** The CDC does
not recommend any changes in sexual prac-
tice for HCV-infected persons who are in a
long-term, monogamous relationship.!**>?
Couples should decide whether to use con-
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Hepatitis C

The lifetime risk for sexual transmission of hepatitis C virus in
monogamous couples appears to be less than 1 percent.

doms, which may further reduce the already
low rate of HCV transmission.

Patients who are considering treatment for
HCYV infection with pegylated interferon and
ribavirin should be made aware of potential
side effects** (Table 4).>° Patients should be
reassured that adequate support will be pro-
vided at the physician’s office, and they should
be informed that professional support from
the pharmaceutical companies is available
through 24-hour hotlines. Patients should be
directed to reliable sources of information so
they can learn more about their condition (see
accompanying patient information handout).

Determining Who to Treat

The 2002 NIH consensus statement® on
the management of HCV infection states that
all patients with chronic infection are poten-
tial candidates for therapy. This is a marked
change from the 1997 NIH consensus state-
ment? and reflects the availability of more
effective treatment regimens and more estab-
lished treatment expertise.

Important factors to consider include the
presence of comorbid conditions that would
make treatment dangerous or more difficult,
patient motivation and reliability, and HCV
viral genotype. Treatment of HCV genotype
1 has a success rate of only 40 to 50 percent,
whereas treatment of genotypes 2 or 3 has
a success rate of 70 to 80 percent.!'? Some
patients who are known to have been infected
for many years but have minimal hepatic
fibrosis and are asymptomatic may choose
surveillance rather than treatment.

After a complete evaluation, most patients
clearly will be candidates for treatment or
have contraindications that preclude treat-
ment. In some patients, however, the decision
to treat is not clear based on the work-up

www.aafp.org/afp
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TABLE 4

Side Effects of Treatment of HCV Infection with Pegylated Interferon and Ribavirin

Side effect Comments or initial management
Alopecia Alopecia may worsen over the course of treatment but reverses after treatment.
Use of gentle shampoos and avoidance of gels and mousse may help.
Anemia Ribavirin causes hemolytic anemia; in severe cases, medication must be reduced in dosage or discontinued.
Hematocrit levels must be monitored throughout treatment.
Anorexia The patient should be instructed to eat small, frequent meals.
Weight should be monitored throughout treatment, and measures to control nausea may help.
Cough Increased liquid intake and use of a humidifier may be helpful.
More severe side effects, such as reduced pulmonary function and pneumonia, can occur and may need to be
investigated.
Depression Baseline and routine assessments for depression should be conducted.

Erythema at
injection site

Fatigue

Fever

Myalgia

Nausea

Neutropenia

Pruritus

Counseling and support groups can be helpful; formal psychiatric consultation and pharmaceutical
antidepressant therapy sometimes are necessary.

Before the injection, ice should to applied to the skin; the injection site should not be massaged.
Injection sites should be rotated.

The activity level may need to be reduced from the pretreatment level; if possible, the patient should continue
a mild exercise routine but avoid strenuous activities and responsibilities on the day after an injection.

Pegylated interferon can cause influenza-like symptoms, including fever, but episodes tend to decrease over the
course of treatment.

Acetaminophen (Tylenol) or ibuprofen (Advil) can be administered before injections.

If OTC treatments are ineffective, an evaluation for some other cause may be indicated.

Myalgia is another influenza-like symptom that is caused by pegylated interferon.

Fluid intake should be encouraged.

An OTC analgesic such as acetaminophen or an NSAID can relieve myalgia; warm soaks, compresses,
mild exercise, and mild massage also may be helpful.

Adequate hydration should be maintained.
The patient should be instructed to eat small, frequent meals, and to avoid unpleasant sights, tastes, and smells.
If necessary, prescription antiemetics can be used.

A baseline assessment and continued monitoring during therapy are required.
Neutropenia may become so severe that dosage reduction or discontinuation of treatment is necessary.

The patient should be instructed to follow general practices for avoiding dry skin and to avoid taking hot baths
and showers.

Liver and renal function may need to be checked, and the patient may need to be assessed for autoimmune
skin conditions such as psoriasis.

Use of a mild topical steroid preparation may be required.

HCV = hepatitis C virus, OTC = over-the-counter; NSAID = nonsteroidal anti-inflammatory drug.

NOTE: The following are rare (less than 1 percent) but serious complications of treatment with pegylated interferon and ribavirin: angina,
arrhythmias, autoimmune thrombocytopenia, blindness, bronchiolitis obliterans, cardiomyopathy, emphysema, gastroenteritis, gout,
hepatic dysfunction, hyperglycemia, hyperparathyroidism, hypothyroidism, infection, injection site necrosis, interstitial nephritis, loss of
consciousness, lupus-like syndrome, myocardial infarction, nerve palsy, neutropenia, optic neuritis, pancreatitis, pericardial effusion, pleu-
ral effusion, phototoxicity, psoriasis, psychosis, relapse of drug addiction, retinal ischemia and thrombosis, rheumatoid arthritis, sarcoidosis,
suicide attempt, transient ischemic attack, urticaria, and vasculitis.

Information from reference 25.
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TABLE 5
Clinical Scenarios in Patients with HCV Infection

Hepatitis C

Case

Treatment decision

Mr. Allen is a 45-year-old man who contracted HCV infection
26 years ago during a period of adolescent drug use. He has
not used drugs or alcohol in the past 20 years. He complains
of fatigue but is otherwise healthy, with no additional medical
concerns. The liver biopsy shows moderate inflammation and
bridging fibrosis.

Mr. Brown is a 44-year-old man with HCV infection of unknown
duration. He is a heavy drinker who has come to the alcohol
detoxification unit three times in the past two years but has
missed several scheduled clinic visits. He reports having sex
with multiple sexual partners over the previous two years,
including prostitutes during drinking binges. His liver biopsy
shows moderate inflammation and bridging fibrosis.

Ms. Crown is a 40-year-old single mother with two young children

at home. She holds a low-paying job and does not have family
support nearby. At age 15, she contracted HCV (genotype 2)
from a blood transfusion. She currently complains of chronic
fatigue and nausea. Her medical history is significant for
depression, for which she was hospitalized last year. She has
been taking fluoxetine since that time but still has some mild
symptoms of depression. The liver biopsy shows minimal
inflammation and portal fibrosis.

Mr. Allen is high priority for treatment. His liver biopsy shows
moderately advanced disease, so he is at high risk for
progression to cirrhosis and has no other contraindications
to pharmacologic therapy for HCV infection.

Mr. Brown currently is not a candidate for pharmacologic
treatment, even though his risk of developing liver failure
is quite high. His initial treatment should attempt to reverse
and treat his psychosocial issues, especially the alcoholism. If
this patient’s alcoholism is addressed successfully, the issues
of his sexual promiscuity and unreliability probably will improve.
When these issues have been addressed successfully, he can
be considered for pharmacologic therapy.

Ms. Crown represents a difficult treatment decision. Because she
is infected with HCV genotype 2, she has a good prognosis, and
treatment could improve some of her debilitating symptoms.
However, her liver biopsy shows only minimal damage, and her
ability to work and care for her children could be compromised
if treatment reactivates her depression. This patient should be
approached from a social point of view, by trying to improve
psychosocial factors before considering therapy.

HCV = hepatitis C virus.

alone and must be made on an individual
basis. Table 5 presents three clinical scenarios
highlighting several factors that must be con-
sidered in deciding whether to treat a patient
who has chronic HCV infection.

Treatment of HCV Infection

In the initial evaluation of patients with
HCV infection, it is important to consider
the history, physical examination, and labo-
ratory work-up, as well as the patient’s social
situation. Providing treatment for patients
with HCV requires that the physician and
office personnel be familiar with the side
effects of the medications and able to provide
close follow-up during therapy. Currently,
most patients with HCV infection who are

MARCH 15, 2004 / VOLUME 69, NUMBER 6

candidates for treatment are referred to a
subspecialist. However, with the increasing
prevalence of HCV infection, more family
physicians may be treating uncomplicated
cases, with adequate back-up from an appro-
priate subspecialist.

The authors indicate that they do not have any
conflicts of interest. Sources of funding: none
reported.
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