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Hepatitis C and Renal Disease: An Update
Catherine M. Meyers, MD, Leonard B. Seeff, MD, Catherine O. Stehman-Breen, MD, MS,
and Jay H. Hoofnagle, MD
● Hepatitis C is both a cause and a complication of chronic renal disease. Chronic infection with hepatitis C virus
(HCV) can lead to the immune complex syndromes of cryoglobulinemia and membranoproliferative glomerulonephritis (MPGN). The pathogenetic mechanisms for these conditions have not been defined, although they are clearly
caused by the chronic viral infection. Management of HCV-related cryoglobulinemia and MPGN is difficult; antiviral
therapy is effective in clearing HCV infection in a proportion of patients, but these conditions can be severe and
resistant to antiviral therapy. Hepatitis C also is a complicating factor among patients with end-stage renal disease
and renal transplants. The source of HCV infection in these patients can be nosocomial. Screening and careful
attention to infection control precautions are mandatory for dialysis units to prevent the spread of hepatitis C.
Prevention of spread is particularly important in these patients because HCV infection is associated with significant
worsening of survival on dialysis therapy, as well as after kidney transplantation. Furthermore, therapy for hepatitis
C is problematic, only partially effective, and associated with significant side effects in this population. There are
significant needs in both basic and clinical research in the pathogenesis, natural history, prevention, and therapy
for hepatitis C in patients with renal disease. Am J Kidney Dis 42:631-657.
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OTH HEPATITIS C and chronic renal disease are common and potentially serious
medical problems in the United States and
throughout the world. In recent years, it has
become clear that these 2 conditions are linked in
several important ways. Some forms of renal
disease are precipitated by hepatitis C virus
(HCV) infection. In addition, persons with renal
disease are at increased risk for acquiring HCV
because of their frequent exposure to blood from
transfusions or exposure to HCV-contaminated
medical equipment during hemodialysis or at the
time of renal transplantation.
Despite these known associations, the role
of hepatitis C in the course, morbidity, and mortality of renal disease is not well established
and often not considered in the care of persons
with kidney disease. Furthermore, advances in
knowledge about hepatitis C have not been
applied fully to cohorts of patients with renal
disease.
The critical need for more information on the
pathogenesis, natural history, control, and treatment of hepatitis C in persons with renal disease
was highlighted at The National Institutes of
Health Consensus Development Conference on
Management of Hepatitis C, held in June 2002.
In response to these needs, the Division of Kidney, Urologic and Hematologic Diseases and the
Division of Digestive Disease and Nutrition of

the National Institute of Diabetes and Digestive
and Kidney Diseases (NIDDK) organized a 2-day
research workshop on hepatitis C and renal disease, focusing on outlining current knowledge
and defining needs for future research. The
meeting summarized information on hepatitis
C in the general population and addressed the
problems of hepatitis C in the end-stage renal
disease (ESRD) population, concerns regarding dialysis patients, potential therapeutic options, and renal transplantation in HCV-infected
patients.
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HCV

Dr Marian Major, Center for Biologics
Evaluation and Research, US Food and Drug
Administration, Rockville, MD
HCV is a small double-shelled virus consisting of a lipid envelope (E) with virally encoded
glycoproteins (E1 and E2) and an inner nucleocapsid (core) that contains a positive-sense singlestranded RNA genome consisting of 9,500 nucleotides.1 HCV has well-defined structural (core,
E1, and E2) and nonstructural ([NS]; P7, NS2,
NS3, NS4A, NS4B, NS5A, and NS5B) components. The nonstructural proteins encode several
proteases, a virus-specific helicase, and an RNAdependent RNA polymerase responsible for replication of the genome. HCV isolates are classified into 6 distinct clades (genotypes 1 to 6)
based on sequence homology. The virus circulates in serum as quasispecies with wide genomic
variation, particularly in the envelope proteins
E1 and E2.
HCV does not replicate in cell culture, but
mammalian cell expression systems have been
developed for the in vitro study of viral replication. Most helpful has been a subgenomic replicon system that allows assessment of replication
and screening of antiviral agents.2,3 This system
does not support full viral production and therefore cannot assess transmission and protective
immunity, elements critical to vaccine development. Because there are no reliable small-animal
models for HCV, studies of infectivity have relied on the chimpanzee, the only reliable animal
model for HCV infection and disease.
Exposure of chimpanzees to infectious inocula is followed by the appearance of HCV
RNA in serum within 1 to 2 weeks.4 Viral levels
increase rapidly and serum alanine aminotransferase (ALT) values generally become abnormal as
HCV levels peak 4 to 8 weeks after exposure.
Antibody to HCV (anti-HCV) arises late, and the
initial antibody response is targeted mostly against
HCV core, NS3, and NS4 proteins; low levels of
anti-E1 and anti-E2 generally arise later. Recovery is marked by loss of HCV RNA and resolution of disease activity, whereas chronicity is
marked by persistence of viremia. The immunologic basis for viral clearance and immunity in
hepatitis C has yet to be fully defined.1 Studies in
chimpanzees and limited data in humans indicate

that immunity from reinfection in hepatitis C is
not absolute. Reinfection occurs with different
HCV genotypes, the previously infected strain,
or the same quasispecies. Anti-HCV, including
anti-E1 and anti-E2, is only weakly protective,
and the presence of anti-E1/E2 correlates poorly
with recovery and immunity. To date, candidate
vaccines using recombinant E1 and E2 have
provided only partial immunity to reinfection
and disease.5 Perhaps more critical are the cellular immune responses to HCV during infection.4
Recovery from infection has correlated best with
an early, vigorous, and broadly based CD4⫹ and
CD8⫹ immune response against HCV peptides.
Accordingly, approaches to stimulate CD4⫹ and
CD8⫹ responses are attractive avenues to the
development of effective HCV vaccines. Thus,
for the near future, approaches to control this
disease will have to depend on public health
measures, rather than a specific HCV vaccine.
NATURAL HISTORY AND COURSE OF
HEPATITIS C

Dr Leonard Seeff, Division of Digestive
Diseases and Nutrition, NIDDK, Bethesda, MD
Acute hepatitis C is often mild and associated
with few, if any, symptoms. Fulminant or severe
cases are rare. The major complication of acute
HCV infection is chronic hepatitis, which occurs
in up to 70% of cases. Neither clinical, laboratory, nor serological features of acute infection
predict whether infection will resolve or persist.6
The overall chronicity rate of hepatitis C is
70%, but lower rates have been reported in
specific cohorts.7,8 In children and young healthy
women, chronicity rates have been only 50% to
60%,9-11 whereas in older individuals and African Americans, rates are higher. Two studies
have shown chronicity rates greater than 90% in
African-American men.7,12 In addition, acute icteric hepatitis C is associated with a lower rate of
chronicity than anicteric asymptomatic disease.6,11 Defining chronicity also can be problematic. During the acute illness, HCV RNA levels
fluctuate, and some patients are intermittently
negative by current assays despite ultimately
developing chronic disease with high viral levels.12 At present, continued presence of HCV
RNA for 6 months after (estimated) onset defines
chronic infection; and subsequent spontaneous
loss of virus is unusual.
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The natural history of chronic hepatitis C has
been the subject of many studies, but remains
only partially defined.6 The initial onset of acute
infection often is not recognized. Evolution from
acute to chronic hepatitis ensues without clinical
symptoms, and chronic hepatitis continues for
decades before clinically apparent end-stage liver
disease emerges, if it does at all.12,13 The major
long-term complication of chronic hepatitis C is
hepatic fibrosis, which can eventuate in cirrhosis,
portal hypertension, and hepatic failure. Patients
with cirrhosis also are at high risk for hepatocellular carcinoma.
Three strategies have been used to define the
natural history of hepatitis C and quantify risks
for morbidity and mortality: (1) retrospective,
(2) prospective, and (3) combination retrospective/prospective (nonconcurrent prospective)
studies.6 Retrospective studies have suggested
that severe consequences can emerge in a high
proportion of patients. These studies usually originate from tertiary care centers and may have
referral bias, but suggest that 17% to 55% (mean,
42%) of patients develop cirrhosis within 20
years of the estimated onset of infection.14,15
Conversely, prospective studies reported detection of cirrhosis by the 20-year mark in only 7%
to 16% (mean, 11%) of HCV-infected individuals.6,8,13 Finally, retrospective/prospective studies, which require the ability to identify and
recall patients who were involved in a defined
outbreak of hepatitis C in the past have identified
cirrhosis in only 0.3% to 4% (mean, 2.1%) of
patients.9-11,16 These natural history studies were
based largely on patients infected as children or
young adults; a similar study that enrolled older
people (age ⬃ 50 years) infected by blood transfusion reported cirrhosis in 15% within 20 years
of onset.8
Thus, the development of cirrhosis in published studies has ranged from 2% to 42%.
Combined data suggest that progression of disease is uncommon and slow in children and
young adults, but more rapid in older individuals. These studies have not yet extended beyond
the first 2 decades after infection; thus, information regarding lifelong morbidity and mortality is
not known other than through modeling.15 Modeling has been based on the assumption that
fibrosis progresses in a linear fashion throughout
life, but it is possible that the process may
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increase exponentially as aging advances or, conversely, that it may plateau and not advance at
all.
Several factors correlate with a greater rate of
fibrosis progression.6,15 Viral factors, such as
HCV RNA level, viral genotype, or quasispecies
diversity, do not appear to be important. Conversely, several host factors are important, including older age, older age at onset of infection,
male sex, white race, coinfection with human
immunodeficiency virus (HIV) or hepatitis B
virus (HBV), and other comorbid conditions,
such as hemochromatosis, nonalcoholic steatohepatitis, obesity, and diabetes. Among environmental factors, chronic alcoholism undoubtedly
contributes to progression of liver disease, but
the lowest level of alcohol intake that accelerates
progression has not been defined. How chronic
renal disease and its complications, management, and therapy affect the natural history of
hepatitis C is now the focus of several retrospective and prospective studies.
THERAPY FOR HEPATITIS C

Dr Charles Howell, University of Maryland,
Baltimore, MD
Interferon alfa was first shown to have activity
against chronic hepatitis C in the mid-1980s, and
by 1991, it was licensed for use in this disease.17
The basis for approval was the demonstration
that a 24- to 48-week course of interferon could
lead to a sustained loss of HCV RNA, normalization of ALT levels, and resolution of the liver
disease. Early studies provided the definition of a
sustained response as the absence of detectable
HCV RNA at least 6 months after stopping
therapy. Long-term follow up of patients who
achieved a sustained virological response (SVR)
indicated that more than 95% continued to have
undetectable HCV RNA, normal ALT levels, and
improved liver histological characteristics, which
in some cases returned to normal.18,19
Unfortunately, the SVR rate to monotherapy
with interferon alfa was poor, with rates of only
6% to 12% after a 24-week course and 12% to
20% after a 48-week course of treatment. A
major advance in therapy came with the addition
of ribavirin to interferon therapy, which led to
increases in SVR rates to as high as 38% to
43%.20,21 In post hoc analyses, genotype was the
strongest predictive factor; responses were only
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Fig 1. SVR rates in 3 large
controlled trials comparing
48-week courses of peginterferon (Peg IFN) with standard interferon alfa (Std IFN)
monotherapy. Trials compared standard interferon
alfa-2a (5 MU thrice weekly)
with peginterferon alfa-2a
(180 g/wk)23,24 or peginterferon alfa-2b (1.5 g/kg/wk)
with standard interferon alfa2b.25 Numbers of patients in
each group are listed in
brackets.

28% to 31% in patients with genotype 1 compared with 64% to 66% in those with genotypes
2 and 3. Furthermore, patients with genotypes 2
and 3 responded equally well to 24- and 48-week
courses of combination therapy.20,21
A more recent advance in therapy for hepatitis
C was the introduction of pegylated forms of
interferon (peginterferon). Pegylation refers to
the covalent attachment of a large inert molecule
of polyethylene glycol (PEG) to a protein to
yield a molecule that retains biological activity,
but has delayed absorption and clearance, allowing for weekly rather than daily or thrice-weekly
administration.22 Delayed clearance also led to
greater, more potent, and longer lasting antiviral
effects. Two forms of peginterferon have been
developed: peginterferon alfa-2a (Pegasys; Hoffmann-LaRoche, Nutley, NJ), which has a 40-kd
branched PEG moiety, and peginterferon alfa-2b,
which contains a small, linear, 12-kd molecule of
PEG (PegIntron; Schering Plough Corp, Kenilworth, NJ).
SVR rates from 3 large, randomized, controlled trials of peginterferon monotherapy are
shown in Fig 1.23-25 All patients received 48
weeks of therapy with peginterferon alfa-2a (135
or 180 g/wk), peginterferon alfa-2b (1.0 or 1.5
g/kg/wk), or standard interferon alfa-2a or
alfa-2b (3 million units [MU] thrice weekly). All
3 studies showed the superiority of peginterferons, with response rates 2 to 3 times greater than
with standard interferons.
More recently, the combination of peginter-

feron and ribavirin has been compared with both
peginterferon monotherapy and combination
therapy using standard interferon (Fig 2). Overall response rates to a 48-week course of combination therapy were 54% using peginterferon
alfa-2b and 56% using peginterferon alfa-2a compared with 47% and 44% using standard interferon and ribavirin.26,27 SVR rates to peginterferon combination therapy correlated with
genotype; SVR rates were 76% to 82% in patients with non-1 genotypes and only 42% to
46% in those with genotype 1. Patient age, body
weight, HCV RNA level, and degree of fibrosis
correlated with response rate, but to a lesser
extent than genotype.
A recent study compared response rates to
peginterferon combination therapy using different doses of ribavirin (800 versus 1,000 to 1,200
mg) and different durations of therapy (24 versus
48 weeks).28 The study showed that optimal
response rates were achieved with the greater
dose of ribavirin and 48 weeks of treatment in
patients with genotype 1, but SVR rates were
equivalent with either dose of ribavirin and both
24 and 48 weeks of therapy in patients with
genotypes 2 and 3 (Fig 3). These results have
helped define the current recommended therapeutic regimen for chronic hepatitis C. For patients
with genotype 1, treatment should consist of a
48-week course of peginterferon alfa-2a (180
g) or peginterferon alfa-2b (1.5 g/kg) weekly
combined with 1,000 to 1,200 mg of ribavirin
daily (based on body weight ⬍ or ⱖ 75 kg). For
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Fig 2. SVR rates in 2 large
controlled trials comparing
combination therapy using
peginterferon (Peg IFN) or
standard interferon (Std IFN)
with ribavirin (Rbv). Manns
et al26 compared peginterferon alfa-2b (1.5 g/kg/wk)
and ribavirin (800 mg/d) with
standard doses of interferon
alfa-2b (3 MU thrice weekly)
and ribavirin (1,000 to 1,200
mg/d based on body weight).
Fried et al27 used peginterferon alfa-2a (180 g/wk) and
ribavirin (1,000 to 1,200 mg/d)
compared with standard
doses of interferon alfa-2b
and ribavirin. Numbers of patients in each group are listed
in brackets.

patients with genotype 2 or 3, a 24-week course
of peginterferon combined with 800 mg/d of
ribavirin is appropriate.
Both interferon and ribavirin have frequent
side effects. In the registration trials of combination therapy, 42% to 45% of patients required
dose reduction, and 10% to 19%, early discontinuation of therapy.26,27 The most common side
effects of interferon are fatigue, headache, body
aches, fever, nausea, poor appetite, irritability,
anxiety, sleep disturbance, and depression. Interferon has myelosuppressive effects and decreases white blood cell and platelet counts by
30% to 40%. Ribavirin causes a dose-related

hemolysis, which usually results in a 10% to
15% decrease in hemoglobin levels and can be a
major problem in patients with preexisting anemia or hemolysis or those in whom sudden onset
of anemia might trigger myocardial or cerebral
ischemia. Combination therapy also can have
serious adverse events, including bacterial infections, induction of autoimmune disease, and rare
instances of renal, pulmonary, cardiac, hepatic,
neurological, visual, or auditory injury.
Thus, current optimal therapy for chronic hepatitis C is problematic, but can result in a sustained loss of virus and long-term improvement
in liver disease in slightly more than half the

Fig 3. SVR rates by patient genotype (1 versus non-1) in a study comparing 24- to 48-week courses and 2
different ribavirin (Rbv) doses combined with peginterferon alfa-2a.28 Ribavirin doses were either the standard dose
(Std) of 1,000 to 1,200 mg/d based on body weight or a fixed dose of 800 mg/d.
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patients. An important shortcoming of therapy is
that it is not appropriate for many categories of
patients, particularly those with other significant
underlying medical conditions, including renal
failure. The efficacy and safety of current therapy
in patients with ESRD have not yet been shown.
HCV-RELATED CRYOGLOBULINEMIA

Dr Vincent Agnello, Lahey Clinic, Boston, MA
Chronic HCV infection has been associated
with extrahepatic manifestations, including cryoglobulinemia, glomerulonephritis, porphyria cutanea tarda, lichen planus, seronegative arthritis,
keratoconjunctivitis sicca, Mooren’s corneal ulcer, and lymphoproliferative disorders.29 The most
frequent is essential mixed cryoglobulinemia.30
Cryoglobulinemia is defined as the presence of
immunoglobulins in serum that precipitate in
vitro at reduced temperatures. Hepatitis C is
associated most commonly with mixed cryoglobulinemia, in which cryoglobulins consist of
complexes of rheumatoid factor (RF) with immunoglobulin G (IgG). Mixed cryoglobulinemia
can be classified as type II (monoclonal RF and
polyclonal immunoglobulin) or type III (in which
both RF and immunoglobulin are polyclonal).30
Testing unselected patients with cryoglobulinemia has shown that up to 90% have anti-HCV,
indicating that the disease is not really essential,
but rather related to HCV. Cryoglobulins consist
of complexes of RF, IgG, anti-HCV, and HCV
virions.31 The cause of cryoglobulinemia is not
well understood; it appears to be excessive proliferation of B cells induced by the chronic antigenic stimulation of HCV infection.32 The typical RF in type II cryoglobulinemia has an
antibody combining site cross-idiotype called
WA, suggesting a common antigenic stimulus.30
Testing cohorts of patients with hepatitis C
indicates that cryoglobulins can be detected in up
to 50%, but usually at low levels (cryocrit ⬍
3%).33 Frank symptomatic cryoglobulinemia occurs in 1% or less of patients and usually is
associated with high levels of RF and cryoglobulins. In these patients, typical symptoms are
fatigue and palpable purpura, which histologically consists of a leukoclastic vasculitis (with
complexes of anti-HCV and HCV in injured
tissue). A smaller proportion of patients have
arthritis, neuropathy, and/or renal disease or other
systemic vasculitic symptoms.30 Typical renal

manifestations of cryoglobulinemia include proteinuria and microscopic hematuria with mild to
moderate renal insufficiency, with renal histological evaluation showing membranoproliferative
glomerulonephritis (MPGN).34 Cryoglobulinemia is more common in women than men and
typically occurs after years or decades of HCV
infection. The systemic illness can be severe and
even fulminant. Non-Hodgkin’s B-cell and
splenic lymphomas can arise in the setting of
cryoglobulinemia.35,36 Whether this represents a
frank malignancy as opposed to a nonmalignant
proliferation of B cells is not well established,
but responses to interferon alfa therapy suggest
that these lymphomas arise from chronic HCVinduced antigenic stimulation, not from an autonomous malignant lymphocyte clone.
The cause, natural history, and optimal management of HCV-related cryoglobulinemia remain poorly defined. Central unresolved questions are why patients produce cryoglobulins and
how cryoglobulins cause or are associated with
tissue injury.
HCV-RELATED GLOMERULAR DISEASE

Dr Charles E. Alpers, University of Washington,
Seattle, WA
The principal renal manifestation of HCV infection is MPGN, usually in the context of cryoglobulinemia.34,37 HCV is probably the major cause of
idiopathic MPGN.37-42 The renal disease is rare in
children and typically occurs in patients with longstanding infection, often in association with mild
subclinical liver disease. Clinically, patients may
have symptoms of cryoglobulinemia, including palpable purpura, arthralgias, neuropathy, and weakness.30,34 Rarely, the presentation includes severe
vasculitis with gastrointestinal, pulmonary, cardiac,
or central nervous system involvement. Renal manifestations include nephrotic or nonnephrotic proteinuria and microscopic hematuria.34,37-44 Renal insufficiency, frequently mild, commonly is identified.
Laboratory testing establishes the diagnosis of
HCV-related MPGN. Most patients will have
anti-HCV, as well as HCV RNA, in serum.
Serum aminotransferase levels are elevated in
70% of patients, and the majority have RF and
low levels of complement. Cryoglobulins are
detected in 50% to 70% of patients.
Renal histological evaluation typically shows
evidence of immune complex deposition in glo-
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meruli and changes of MPGN.34,45 Glomerular
capillaries may have marked inflammatory cell
infiltrates with both mononuclear cells and polymorphonuclear leukocytes (Fig 4A). Glomeruli
show accentuation of lobulation of the tuft architecture and may have a combination of increased
mesangial cellularity and matrix, capillary endothelial swelling, splitting of capillary basement
membranes, and intracapillary globular accumulations of eosinophilic material representing precipitated immune complexes or cryoglobulins.
On electron microscopy, immune complexes are
usually subendothelial and may have a finely
fibrillar or tactoid pattern suggestive of cryoglobulin deposition (Fig 4B and C).
In noncryoglobulinemic MPGN, histological
features are similar, but features of leukocytic
infiltration and intracapillary immune aggregates
are less apparent or absent. Both subendothelial
and mesangial immune complexes can be identified by electron microscopy, typically without
distinctive substructure. In both forms of HCVassociated MPGN, mesangial and capillary wall
deposition of IgM, IgG, and C3 are usually, but
not invariably, shown.
Other forms of glomerular injury have been
associated with HCV infection in individual case
reports and small series, including membranous
glomerulonephritis, IgA nephropathy, postinfectious glomerulonephritis, focal and segmental
glomerulosclerosis, fibrillary glomerulonephritis, and immunotactoid glomerulopathy.40-44 Occasional patients will have small-vessel vasculitis, and necrotizing inflammation of interlobular
arteries and arterioles may dominate the biopsy
picture.
Recurrence of MPGN in renal allografts has
been suspected in a small number of patients.44
Establishing the diagnosis of MPGN after transplantation is made especially difficult by similarities of the glomerular lesions to transplant glomerulopathy. Patients with HCV also may be at
greater risk for rejection than uninfected patients.46
The pathogenesis of the glomerular injury in
HCV infection is not known. Currently, the injury is believed to result from deposition of
circulating immune complexes of HCV, antiHCV, and RF at the site of injury. There are no
adequate animal models of HCV-related glomerulonephritis, and reagents for identifying HCV
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Fig 4. (A) Typical light microscopic findings of
HCV-related MPGN, with mesangial hypercellularity,
mesangial matrix accumulation, splitting of capillary
basement membranes, and leukocyte influx into capillary loops. (Silver methenamine; original magnification ⴛ400.) Electron microscopic demonstrations of
(B) subendothelial electron-dense deposits in a glomerular capillary wall with a finely fibrillar pattern
typical of cryoglobulins and (C) intracapillary accumulation of electron-dense material characteristic of
precipitated cryoglobulins. Glomerular capillary
walls contain smaller deposits of immune complexes in subendothelial locations. Histological
specimens provided by Dr Charles E. Alpers, University of Washington, Seattle, WA.
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antigens and RNA in tissue are limited. Most
recently, several mouse models of cryoglobulinemia and MPGN, similar to the human disease,
have been identified.47,48 These models may be
useful for the identification of strategies for treatment of this disease.
THERAPY FOR HCV-RELATED
CRYOGLOBULINEMIA AND RENAL DISEASE

Dr Giuseppe D’Amico, San Carlo Hospital,
Milan, Italy
Extrahepatic manifestations of chronic HCV
infection appear to be caused by an abnormal
B-cell response to viral antigens. Therapy therefore can be directed at either the immune response (prednisone or cytotoxic or immunomodulatory agents) or viral replication (interferon and
ribavirin).
Controlled trials have shown that antiviral
therapy with interferon alfa is associated with
improvements in cryoglobulin, RF, and creatinine levels and lessening of symptoms of immune complex disease.49,50 Unfortunately, relapse after therapy occurs in a large proportion of
patients, particularly with interferon monotherapy administered for only 6 months. Longterm remission in cryoglobulinemia can occur
with interferon therapy, and response rates are
similar in patients with hepatitis C without cryoglobulinemia.51-54 Greater doses of interferon and
combination therapy with ribavirin yield greater
response rates, but relapses and nonresponses
still occur.55-57 In some instances in which sustained viral eradication was unsuccessful, longterm maintenance interferon therapy has led to
amelioration of disease. Importantly, worsening
of vasculitis during interferon therapy has been
reported.58 Results of peginterferon and ribavirin
combination therapy have yet to be published,
but response rates are likely to be similar to those
in patients without cryoglobulinemia.26,27 In patients unable to tolerate or not responding to
interferon therapy, disease amelioration has been
achieved in some cases by using ribavirin alone.59
There are fewer data regarding antiviral treatment of HCV-related glomerular diseases, largely
because they are uncommon and the renal disease complicates therapy. In the initial report of
HCV-related MPGN, interferon therapy was reported to improve renal function and decrease
proteinuria, but subsequent relapses were com-
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mon,34 findings that have been duplicated in
other case series.60-66 Combination therapy also
has been used with variable responses.67,68
Thus, antiviral therapy can be successful in
eradicating HCV in patients with cryoglobulinemia or glomerulonephritis, but sustained responses are uncommon. Furthermore, antiviral
therapy can be associated with worsening of
renal disease.69,70 In cases of severe acute systemic vasculitis, anti-inflammatory and cytotoxic drugs and plasma exchange have been used
with apparent partial success.71 For these reasons, corticosteroids and cyclophosphamide continue to be used, particularly when interferon
therapy is ineffective.72 Although these drugs
may increase viral titers, they have not been
associated with worsening of the underlying hepatic disease. An appropriate approach to treatment of severe acute flares of cryoglobulinemia
with glomerulonephritis or vasculitis is combination antiviral therapy using peginterferon and
ribavirin for 48 weeks, adding corticosteroids
and cyclophosphamide as needed to control severe symptoms. In the most severe cases, plasmapheresis (exchanges of 3 L of plasma 3 to 4
times/wk for 2 to 3 weeks) can be helpful.
Recent promising results suggest that monoclonal antibody to B cells (anti-CD20; rituximab)
may be helpful in refractory cases.73
EPIDEMIOLOGICAL CHARACTERISTICS OF
HEPATITIS C IN DIALYSIS UNITS

Dr Miriam Alter, Centers for Disease Control
and Prevention, Atlanta, GA
Hemodialysis patients are at particularly high
risk for blood-borne infections because of prolonged vascular access and the potential for
exposure to infected patients and contaminated
equipment. Recent data indicate that 8% to 10%
of dialysis patients in the United States have
anti-HCV, and the incidence of new cases of
hepatitis C has ranged from less than 1% to 3%
yearly.74,75 There is considerable variation in the
prevalence of anti-HCV and the incidence of
new cases among dialysis centers. Risk factors
for spread include a history of transfusion, number of blood products transfused, and number of
years on hemodialysis therapy.76
Measures to prevent the spread of hepatitis C
have been derived at least in part from studies of
other blood-borne infections in hemodialysis
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units. For instance, previous investigations of
outbreaks of hepatitis B almost invariably showed
problems in infection control practices.77 Such
factors precipitated the 1977 Centers for Disease
Control and Prevention (CDC) Infection Control
Recommendations for hemodialysis units. Implementation of these recommendations, followed
by the development and availability of a hepatitis
B vaccine, led to a marked decline in both the
incidence and prevalence of hepatitis B among
hemodialysis patients.77 Transmission of HCV,
as with HBV, depends on the presence of chronically infected patients and potential exposure to
blood and blood products, and recommendations
are similarly based on hemodialysis-specific infection control practices (Table 1). In addition to
standard universal precautions, additional practices are recommended because exposure to blood
is routinely anticipated.76,77 These recommendations include special dialysis unit precautions,
regular serological testing, active surveillance,
and training and education. Recommended precautions include routine use of gloves and restriction of use of common supplies, medications,
and carts to deliver them. In addition, there
should be strict attention to cleaning and disinfecting items shared between patients and careful
disposal of dialyzers and blood tubing after treatments. The CDC has not recommended isolation
of HCV-infected patients in dialysis units.76,77
Similarly, HCV-infected patients need not be
excluded from participating in dialyzer reuse
programs.
Recommendations for routine biochemical and
virological testing in dialysis patients are listed
in Table 2.76,77 Baseline testing should include
serum ALT levels and assays for both HBV and
HCV infection. For anti-HCV–negative patients,
recommended monitoring includes testing ALT
levels monthly and anti-HCV every 6 months.
Elevations in ALT levels should lead to antiHCV testing. If ALT levels are persistently abnormal despite the absence of anti-HCV, testing for
HCV RNA by qualitative assay (such as polymerase chain reaction) should be considered. Routine HCV RNA testing is expensive and rarely
identifies patients not detected by third-generation tests for anti-HCV.76 Dialysis patients who
develop anti-HCV should be reported to local
health departments.
The CDC also recommends that dialysis units

639

maintain surveillance records relevant to infection control.76,77 Patient records should include
the location of the dialysis station, machine number, and names of attending staff members. Centralized records should include logbooks or files
of serological test results and patient vaccine
status. Staff should be designated to review results regularly, and a plan should be developed to
investigate new cases. Dialysis units also are
encouraged to take advantage of opportunities
for training and education, available at http://
www.cdc.gov/mmwr/PDF/rr/rr5005.pdf.
HEPATITIS C IN DIALYSIS PATIENTS

Dr Brian Pereira, Tufts-New England Medical
Center, Boston, MA
There is considerable variability in the prevalence of anti-HCV and chronic HCV infection in
dialysis units worldwide, ranging from as low as
1% to as high as 63%.78,79 There also is great
variability in HCV testing practices in dialysis
centers.78,79 Some nations have introduced routine screening of dialysis patient populations,
whereas other countries have been less consistent.80-83 In the United States, the proportion of
dialysis units that test for HCV among patients
and staff has been increasing and is now approximately 60%.84 With the introduction of routine
screening and heightened attention to prevention
of spread, the incidence of HCV infection has
declined in dialysis centers in many countries,
but remained high in others (⬃15%).80-83 In the
United States, the prevalence of hepatitis C in the
dialysis population has not changed, and the
incidence of new cases of hepatitis C has remained constant, in the range of 1% to 3% per
year.74,85 Conversely, there has been a marked
decrease in the incidence of acute hepatitis C in
the general nondialysis population. The prevalence of anti-HCV among dialysis patients is still
in the range of 8% to 10% and has not changed to
an appreciable extent since tests for anti-HCV
were first developed in the early 1990s.79,85,86
The high prevalence of HCV in dialysis patients is of great concern in view of studies that
suggest these patients have a higher mortality
than HCV-negative patients.87,88 Although HCV
transmission through blood product transfusion
previously was a significant source of infection,
current cases are more likely related to nosocomial exposure. Dialysis units with a greater preva-

640
Table 1.

MEYERS ET AL
Recommended Infection Control Practices
for Hemodialysis Units

Wear disposable gloves when caring for the patient or
touching the patient’s equipment at the dialysis
station; remove gloves and wash hands between
each patient or station.
Items taken into the dialysis station should either be
disposed of, dedicated for use only on a single
patient, or cleaned and disinfected before taken to a
common clean area or used on another patient.
Nondisposable items that cannot be cleaned and
disinfected (eg, adhesive tape, cloth-covered blood
pressure cuffs) should be dedicated for use only on a
single patient.
Unused medications (including multiple-dose vials
containing diluents) or supplies (eg, syringes, alcohol
swabs) taken to the patient’s station should be used
only for that patient and should not be returned to a
common clean area or used on other patients.
When multiple-dose medication vials are used (including vials
containing diluents), prepare individual patient doses in a
clean (centralized) area away from dialysis stations and
deliver separately to each patient. Do not carry multipledose medication vials from station to station.
Do not use common medication carts to deliver
medications to patients. Do not carry medication
vials, syringes, alcohol swabs, or supplies in pockets.
If trays are used to deliver medications to individual
patients, they must be cleaned between patients.
Clean areas should be clearly designated for the
preparation, handling and storage of medications and
unused supplies and equipment. Clean areas should
be clearly separated from contaminated areas where
used supplies and equipment are handled. Do not
handle and store medications or clean supplies in the
same area or one adjacent to that where used
equipment or blood samples are handled.
Use external venous and arterial pressure transducer
filters/protectors for each patient treatment to prevent
blood contamination of dialysis machines’ pressure
monitors. Change filters/protectors between each
patient treatment and do not reuse them. Internal
transducer filters do not need to be changed routinely
between patients.
Clean and disinfect the dialysis station (eg, chairs, beds,
tables, machines) between patients.
Give special attention to cleaning control panels on the
dialysis machines and other surfaces that are
frequently touched and potentially contaminated with
patients’ blood.
Discard all fluid and clean and disinfect all surfaces and
containers associated with the prime waste (including
buckets attached to the machines).
For dialyzers and blood tubing that will be reprocessed, cap
dialyzer ports and clamp tubing. Place all used
dialyzers and tubing in leak-proof containers for
transport from station to reprocessing or disposal area.
Adapted from the CDC recommendations for preventing transmission of infections among long-term hemodialysis patients.77

lence of HCV also have a greater incidence.80 In
addition, patients on peritoneal dialysis and home
hemodialysis therapy, who have less exposure to
the environment of the dialysis unit, have a lower
prevalence of HCV infection.89-92
Current CDC recommendations to control the
spread of HCV in dialysis units include dialysis
unit–specific precautions, as well as routine serological testing and surveillance.76,77 In view of
the unchanging prevalence of HCV infections in
the US dialysis patient population and observations that suggest a decreased incidence of HCV
in units that implement additional infection control measures, additional strategies to control the
nosocomial transmission of HCV in dialysis units
should be considered, particularly in units with a
high prevalence of infection.80 Such strategies
might include isolation of HCV-positive patients, use of dedicated machines, and a restriction on dialyzer reuse for HCV-infected patients.80
NATURAL HISTORY OF HEPATITIS C IN
DIALYSIS PATIENTS

Dr Paul Martin, Cedar-Sinai Medical Center,
Los Angeles, CA
Assessing the natural history of hepatitis C in
patients on hemodialysis therapy is problematic
because of unique characteristics of this population. First, ALT levels are frequently normal and
appear to be less reflective of the activity of the
liver disease in HCV-positive dialysis patients
compared with patients without renal disease.93
Second, anti-HCV testing may not be reliable in
dialysis patients because of the blunted humoral
immune responses that occur with renal disease.
A small proportion of patients with ESRD have
HCV RNA in serum, but lack detectable antiHCV.94 Third, liver biopsy is the typical gold
standard for assessing severity of hepatitis C, but
has yet to be applied to a large number of dialysis
patients. Finally, chronic hepatitis C has an insidious and prolonged natural history, and the competing mortality of complications of ESRD and
hemodialysis may obscure the long-term consequences of hepatitis C.95
Cross-sectional studies have provided an overview of the spectrum of liver disease in HCVpositive hemodialysis patients (Table 3).96-102 Disease activity was reported to be mild to moderate
in most series, and a high proportion of patients
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Schedule for Routine Testing for HBV and HCV Infections in Dialysis Patients

Patient Status

On Admission

All patients

Monthly

Semiannual

Annual

HBsAg,* anti-HBc (total),* antiHBs,* anti-HCV, ALT

HBV susceptible, including nonresponders to vaccine
Anti-HBs positive (ⱖ10 mIU/mL),
anti-HBc negative
Anti-HBs and anti-HBc positive
Anti-HCV negative

HBsAg
Anti-HBs
No additional HBV testing needed
ALT
Anti-HCV

Abbreviations: HBsAg, hepatitis B surface antigen; anti-HBc, antibody to hepatitis B core antigen; anti-HBs, antibody to
hepatitis B surface antigen.
*Results of HBV testing should be known before the patient begins dialysis therapy.
Adapted from CDC recommendations for preventing transmission of infections among long-term hemodialysis patients.77

had normal ALT levels. Importantly, the proportion of patients with advanced fibrosis or cirrhosis tended to be low. In these studies, the frequency of bridging hepatic fibrosis (stage 3) or
cirrhosis (stage 4) ranged from 5% to 32%. In
most studies, there were no associations between
ALT or HCV RNA levels and severity of histological changes, indicating that liver biopsy is the
only accurate means of assessing hepatitis C
disease severity.
The natural history of hepatitis C in patients
with ESRD on hemodialysis therapy has been
the focus of several prospective studies with
somewhat brief follow-ups. In a study from Seattle, WA, 220 patients, of whom 34 patients
were HCV RNA positive, were followed up for
an average of 3 years.103 Multivariate analysis
Table 3.

Spectrum of Liver Disease in HCV-Positive
Dialysis Patients

Reference

No. of
Patients
Studied

Caramelo et al96
Pol et al97
Sterling et al98
Glicklich et al99
Martin et al100
Cotler et al101
Roth et al102†

33
17
50
22
37
46
152

Normal
ALT

Bridging
Fibrosis

Cirrhosis

7 (21)
(69)*
48 (96)
13 (59)

1 (3)
NR
6 (11)
1 (5)
3 (8)
2 (5)
7 (5)

3 (9)
2 (12)
6 (11)
0 (0)
9 (24)
4 (9)
7 (5)

34 (74)

NOTE. Values expressed as number (percent).
Abbreviation: NR, not reported.
*Proportion with normal ALT levels from the total cohort
of 52 patients, of whom only 17 patients underwent liver
biopsy.
†Meeting abstract.

showed an increased relative risk (RR) for death
in HCV RNA–positive patients of 1.78 (95%
confidence interval [CI], 1.01 to 3.14). In a
multicenter prospective study from Japan, 1,470
patients (19% positive for anti-HCV) from 16
dialysis centers were followed up for an average
of 6 years.87 Mortality was greater in the antiHCV–positive group (33%) than in controls
(23%; Fig 5), and the excess mortality appeared
to be accounted for by deaths from cirrhosis
(5.5% versus 0%) and hepatocellular carcinoma
(8.8% versus 0.4%). The RR for death in antiHCV–positive patients was 1.57 (95% CI, 1.23
to 2.00). In a study from the United States, 287
anti-HCV–positive and 286 randomly selected
dialysis control patients from 14 transplant centers were assessed, with a median follow-up of 7
years.88 In multivariate analysis, RR for death
from all causes in anti-HCV–positive patients
was 1.41 (95% CI, 1.01 to 1.97), and for death
from liver disease or infection, 2.39 (95% CI,
1.28 to 4.48). Death from liver disease occurred
in 14% of anti-HCV–positive and only 2% of
anti-HCV–negative controls. These data show
that chronic hepatitis C adversely affects survival in patients with ESRD; cirrhosis and liver
cancer account for 13% to 14% of deaths.
THERAPY FOR HEPATITIS C IN PATIENTS
WITH ESRD

Dr Stanilas Pol, Hopital Necker, Paris, France
There have been at least 17 published studies
of interferon therapy in patients with ESRD, but
none have been of sufficient size and duration to
permit definitive recommendations regarding the
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Fig 5. Patient survival
during hemodialysis in 276
anti-HCV–positive (solid line)
and 1,194 anti-HCV–negative
(dotted line) patients on longterm hemodialysis therapy
followed up for 6 years. Cumulative survival was significantly less among HCV-infected patients (P < 0.01).
Modified and reprinted from
Nakayama et al.87

benefits and risks of therapy.104-120 In addition,
there is virtually no information on the use of
peginterferon or interferon-ribavirin combination therapy. Ribavirin is cleared by the kidneys
and causes dose-related hemolysis, which makes
it contraindicated in patients with kidney disTable 4.

Trials of Interferon Alfa in Patients With Hepatitis C and ESRD

Reference

Year

Koenig et al104
Okuda et al105
Pol et al106
Raptopoulou-Gigi et al107
Chan et al108
Fernandez et al109*
Izopet et al110
Rodrigues et al111
Benci et al112
Uchihara et al113
Campistol et al114*
Huraib et al115
Tokumoto et al116
Casanovas-Taltavul et al117
Espinosa et al118
Degos et al119
Hanrotel et al120

1994
1995
1995
1995
1997
1997
1997
1997
1998
1998
1999
1999
1999
2001
2001
2001
2001

Total

ease. For these reasons, studies of therapy in
patients with ESRD have used interferon monotherapy.121
Published studies of interferon alfa therapy in
patients with ESRD in which follow-up information is available on HCV RNA are listed in Table

No. of
Patients

37
15
19
19
11
14
23
7
10
9
19
17
6
29
13
37
12
260

Interferon
Type

Dose
(MU 3 times/wk)

Duration
(wk)

ETR Rate
(%)

SVR Rate
(%)

Discontinue
Rate (%)

Alfa
Alfa-2a
Alfa-2b
Alfa-2b
Alfa-2b
Alfa-2b
Alfa-2b
Alfa-2b
Alfa-n1
Alfa-2b
Alfa-2b
Alfa-2b
Alfa-n
Alfa-n1
Alfa-2b
Alfa-2b
Alfa-2a

5
633
3
3
3
1.5 3 3
3
3
1
3 or 6
3
3
5 or 10
3 3 1.5
3
3
3

16
24
24
24
24
24
24 or 48
24
48
24
24
48
24
48
48
48
48

49
NR
53
53
100
36
92
43
NR
NR
74
88
NR
79
61
32
75

32
53
20
63
27
14
52
14
20
33
42
71
50
59
46
19
33

38
33
5
32
0
21
13
14
10
33
53
NR
NR
28
23
51
8

64

40

26

NOTE. All response rates calculated on the basis of intention to treat.
Abbreviations: IFN, interferon; ETR, end-of-treatment virological response; NR, not reported.
*Randomized, controlled trial.
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4. Studies have ranged in size from 6 to 37
patients and used varying formulations of interferon (alfa-2a, alfa-2b, alfa-n1) in varying doses
(1 to 10 MU) and varying regimens (usually
thrice weekly, but for periods ranging from 16 to
48 weeks). Most studies used a 6-month posttherapy SVR as the end point for successful
therapy, but different assays of varying sensitivity and specificity were used to detect HCV
RNA. Most, but not all, studies also reported the
end-of-treatment virological response rate (absence of HCV RNA during the last week of
treatment), and most reported on safety, tolerance, dose modification, and early discontinuation rates.
Overall, 40% of treated patients had an SVR, a
rate greater than that usually reported for monotherapy with interferon alfa in patients with hepatitis C without renal disease (6% to 18%). Furthermore, in studies that included controls without
renal disease, response rates were similar or
greater in patients with renal disease.109,113 These
results suggest that patients with ESRD have a
similar, if not better, likelihood of a sustained
response to interferon alfa therapy for hepatitis C
than patients without renal disease.
Striking in most studies of interferon therapy
of patients with ESRD has been a high rate of
serious adverse events and high rates of dose
modification and early discontinuation (Table 4).
Although adverse events were not reported in all
studies, the early discontinuation rate ranged
from 0% to 51%, averaging 26%. These rates are
greater than those reported from most large controlled trials of interferon in patients without
renal disease (average, 9% to 19%).122,123 A large
prospective French trial of interferon alfa-2b
therapy was terminated early after enrollment of
only 37 of 120 patients by the data safety committee because of a high rate of serious adverse
events.119 In this largest study of therapy in
patients with ESRD, there was a 57% rate of
dose modification and 51% rate of early discontinuation. Severe adverse events included pulmonary edema, cerebral hemorrhage, acute pancreatitis, cardiomyopathy, lymphoma, diplopia, and
septic shock after severe graft rejection. These
results indicate that side effects of interferon are
more common and more severe in patients with
renal disease.
Nevertheless, SVRs that have occurred in pa-
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tients with advanced renal disease appear to be
durable and clinically significant. In several studies, follow-up was available after subsequent
renal transplantation.113,115,116,118,121 In patients
without an SVR, persistent viremia was detected
in all patients undergoing transplantation. Conversely, in 27 of 30 patients (90%) with a 6-month
post-therapy SVR, HCV RNA was still undetectable and liver disease appeared inactive during
long-term follow-up after transplantation. These
results indicate that sustained responses can be
achieved in patients with ESRD, and these responses are likely to be clinically significant. The
challenge in therapy for hepatitis C in this group
is to identify the optimal and safest regimen. At
present, therapy for hepatitis C in patients with
ESRD is controversial and should be considered
only in patients with significant liver disease,
minimal other comorbidities, and a reasonable
likelihood of prolonged survival and if renal
transplantation is contemplated. Patients with
acute hepatitis C also are likely to be suitable
candidates for treatment. Finally, persistence of
HCV RNA despite interferon monotherapy for 8
to 12 weeks should lead to early discontinuation
because the chance of an SVR is highly unlikely.119,120
PHARMACOKINETICS OF PEGINTERFERON
IN ESRD

Dr S. Chris Pappas, Hoffman-LaRoche Inc,
Nutley, NJ
Interferon alfa is a natural, 19-kd, nonglycosylated serum protein that circulates in nanomolar
concentrations and is induced by exposure to
foreign antigens and viruses. Several forms of
recombinant interferon alfa (alfa-2a, alfa-2b, alfan1) have been developed for human use, and their
serum half-life and pharmacokinetics have been
analyzed in detail. Interferon is filtered at the glomerulus and undergoes proteolytic degradation during proximal tubular reabsorption.123-125 Negligible
amounts are detectable in urine. Liver catabolism is
believed to have a minimal role in turnover, and the
molecule most likely is cleared by natural proteases
in cells that endocytose interferon that has bound to
cell-surface receptors. The serum half-life of interferon alfa averages 6 to 8 hours, and peak levels are
detected within 2 to 4 hours of injection. Interferon
alfa usually is undetectable 16 to 24 hours after a
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Table 5.

Pharmacokinetic Parameters of Standard and Pegylated Interferon Alfa

Parameter

Interferon
Alfa-2a

Interferon
Alfa-2b

Peginterferon
Alfa-2a

Peginterferon
Alfa-2b

Volume of distribution (L)
Clearance (mL/min)
Absorption half-life (h)
Elimination half-life (h)
Time to maximum serum concentration (h)

⬃70
7,700
2.3
5.1
8-12

⬃70
6,000
2.3
8.1
8-12

⬃70
725
4.6
40-54
20

⬃8
60
5.0
65-80
80

single injection of 3 to 5 MU: standard doses used
in the treatment of chronic hepatitis B and C.
Although interferon is cleared by the kidneys,
serum levels and clearance rates of standard
interferon alfa are reported to be similar in patients with and without renal disease.23,24,125 Differences in pharmacokinetics may be seen at
greater doses of interferon or in patients with
more advanced renal disease.24 A multiple-dose
study reported that the elimination half-life of
interferon is increased in patients with ESRD (10
versus 6 hours in patients without renal disease),
and the resulting area under the curve (AUC) is
greater, suggesting that 65% to 80% of interferon
is cleared by the kidney. Greater levels and
AUCs of interferon levels in patients with renal
disease may account for the greater end-oftreatment and SVR rates to interferon alfa therapy
in this patient group.
The 2 peginterferons (alfa-2a and alfa-2b)
have different pharmacokinetics (Table 5).25,126,127
Furthermore, the metabolism of both molecules
is complicated because interferon and PEG have
different metabolic fates and half-lives, particularly as intact molecules undergo catabolism.
Peginterferon alfa-2a is metabolized in the liver
and other organs by nonspecific proteases, and
metabolic products are excreted in urine.26,27,128
The PEG moiety is inert and is removed slowly
from the body in 50 to 60 days.
In patients with renal disease, peginterferon
half-life, time and concentration of peak levels,
and AUC are similar down to a creatinine clearance of 20 mL/min (0.33 mL/s). However, there
are large interindividual variations in pharmacokinetics and little correlation with creatinine clearance. Products of interferon action, such as 2⬘5⬘
oligoadenylate synthetase activity, tend to be
lower in patients with renal disease, but only in
those with a creatinine clearance less than 40
mL/min (0.67 mL/s).

Studies of patients with ESRD have shown
that peginterferon pharmacokinetics are clearly
altered.27 In a study of 4 different once-weekly
doses of peginterferon alfa-2a, clearance fraction
decreased from 94 mL/h in controls to 63 mL/h
in patients with ESRD, whereas peginterferon
half-life increased from 52 to 58 hours. In addition, serum concentrations of peginterferon were
greater in patients with ESRD. A dose of 135 g
of peginterferon alfa-2a in patients with ESRD
gave similar serum concentrations to a dose of
180 g in patients with normal renal function.
On the basis of such pharmacokinetic studies as
these, trials of peginterferon in patients with
ESRD have been designed using weekly doses of
either 135 g (as opposed to 180 g) of peginterferon alfa-2a or 0.5 to 1.0 g/kg (as opposed to
1.0 to 1.5 g/kg) of peginterferon alfa-2b.
PEGINTERFERON MONOTHERAPY FOR
HEPATITIS C IN ESRD

Dr Mark Russo, University of North Carolina,
Chapel Hill, NC
High rates of end-of-treatment and SVR to
interferon alfa monotherapy in patients with renal disease, coupled with the propensity of liver
disease to progress and complicate ultimate renal
transplantation, led to attempts to improve therapeutic regimens for this cohort. Although peginterferons have been superior to standard interferons in patients without renal disease, they may
not have increased efficacy in patients with renal
impairment. The enhanced activity of peginterferon is partially attributable to a more prolonged
half-life and decreased renal clearance, advantages that may not be applicable in patients with
ESRD. Furthermore, side effects, which often
are severe with standard interferon, may be more
common, severe, and prolonged with peginterferons. These factors make it imperative that controlled trials of peginterferon be conducted in
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patients with advanced renal disease before this
therapy is adopted in clinical practice.
A large multicenter trial of peginterferon in
120 patients with ESRD on hemodialysis therapy
has been initiated in 7 sites in the United States.
Enrollment criteria include the presence of HCV
RNA in serum and a liver biopsy showing chronic
hepatitis C. Serum ALT levels can be normal or
elevated. Patients are randomly assigned to the
administration of either 0.5 or 1.0 g/kg of
peginterferon alfa-2b once weekly for 48 weeks.
The end point for successful therapy is the absence of HCV RNA 6 months or more after
completion of therapy. Information on this trial is
available at www.med.unc.edu/wrkunits/2depts/
medicine/gi/russo.htm
RIBAVIRIN THERAPY FOR HEPATITIS C IN
PATIENTS WITH RENAL DISEASE

Dr Bruce A. Luxon, Saint Louis University
School of Medicine, St Louis, MO
In patients without renal disease, the combination of peginterferon and ribavirin is now the
standard recommended therapy for chronic hepatitis C. Peginterferon alone is recommended only
for patients who have specific contraindications
to ribavirin, such as renal disease. Ribavirin is
cleared by the kidneys and causes a dose-related
hemolysis that can be severe and life threatening
in patients with renal disease, most of whom
have preexisting anemia and low-grade hemolysis.
The cause of hemolytic effects of ribavirin
appears to be related to the metabolic fate of
ribavirin within cells. Ribavirin is taken up by an
active cell-surface transporter and phosphorylated in the cytoplasm to ribavirin-triphosphate
(TP). Red blood cells, being anucleate, can take
up and phosphorylate ribavirin, but are unable to
dephosphorylate or secrete ribavirin-TP. As a
result, ribavirin-TP accumulates in red blood
cells and results in depletion of adenosine TP,
damage to red blood cell membranes, and subsequent splenic uptake and destruction.
Pharmacokinetic studies show that ribavirin is
cleared predominantly in the kidneys, and after a
single dose, serum concentrations are 3-fold
greater in patients with ESRD than subjects with
normal renal function. Hemodialysis does not
change serum concentrations; thus, ribavirin accumulates even with adequate dialysis.
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Despite the renal clearance and potential for
toxicity, several pilot studies of ribavirin therapy
in patients with advanced renal disease have
been performed. Bruchfeld et al129 treated 5
patients on hemodialysis therapy and 1 patient
on peritoneal dialysis therapy with interferon
alfa-2b (3 MU thrice weekly after each dialysis
treatment) for 4 weeks, then added ribavirin in a
dose of 200 mg/d. Ribavirin doses were adjusted
to achieve serum concentrations of 10 to 15
mol/L, which is typical of patients with normal
renal function administered standard doses. The
average dose required to achieve these concentrations ranged from 170 to 300 mg/d. Adverse side
effects were common; 1 patient died of heart
failure, and only 3 patients completed the 28
weeks of therapy. Patients required increased
doses of erythropoietin to support hemoglobin
levels. Five of 6 patients achieved an end-oftreatment response, but only 1 (16%) had sustained loss of HCV RNA.
Tan et al130 treated 5 patients on hemodialysis
therapy with interferon alfa-2b (3 MU thrice
weekly) and low doses of ribavirin (200 mg/d)
with a plan to increase the ribavirin dose based
on tolerance. Hemoglobin levels decreased in all
patients, all required increased doses of erythropoietin, and 4 patients were administered blood
transfusions. Two patients developed intolerable
side effects and stopped therapy early. Three
other patients were able to continue therapy; 2
patients were administered 200 mg of ribavirin
thrice weekly and 1 patient was administered
200 mg/d. Four patients became HCV RNA
negative on therapy, but posttreatment follow-up
was not provided in this preliminary report.
These results indicate that ribavirin can be
administered to patients with ESRD, but only in
low doses and with aggressive support for hemolysis and anemia. These studies did not resolve
whether ribavirin at these low doses increased
response rates. For these reasons, a prospective,
randomized, controlled trial of peginterferon with
or without low doses of ribavirin has been initiated in 4 centers in the United States. Patients
with ESRD on dialysis therapy who have chronic
hepatitis C and HCV RNA in serum are eligible.
Patients undergo liver biopsy before therapy, but
neither histological features nor serum ALT levels are used in enrollment criteria. Patients are
randomly assigned to the administration of either
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Fig 6. Patient survival
after renal transplantation
comparing 216 anti-HCV–
positive (solid line) and 216
age-, sex-, and immunosuppressive regimen–matched
anti-HCV–negative (dotted
line) patients followed up
for up to 10 years. Survival
was significantly decreased
among HCV-infected patients (P ⴝ 0.001). Modified
and reprinted from Mathurin
et al.131

peginterferon alfa-2a monotherapy (1.0 g/kg/
wk) for 48 weeks or the combination of peginterferon and ribavirin in a dose of 3 mg/kg once
weekly, with dosage increases based on tolerance and maintenance of hemoglobin levels at
greater than 9.5 g/dL (95 g/L) supported only
with erythropoietin. The end point for assessing
benefit is a 6-month posttreatment SVR rate.
Thus, ribavirin currently is contraindicated in
patients with advanced renal disease and should
not be used outside controlled trials. It remains
unclear whether low doses of ribavirin can increase the SVR to greater than that achieved with
peginterferon alone.
NATURAL HISTORY OF HEPATITIS C AFTER
RENAL TRANSPLANTATION

Dr David Roth, University of Miami, Miami, FL
In view of the lack of uniform pretransplantation data collection in HCV-positive patients,
such as liver biopsy, viral titers, and viral genotyping, the natural history of HCV in the transplant patient population is difficult to define.
Several single-center studies have shown that
short-term graft and patient survival are not
affected greatly by HCV infection, but long-term
(10 to 20 years) survival clearly is worse (Fig
6).131,132 Analysis of the US Renal Data System
(USRDS) database of transplantations performed
between 1994 and 1997 indicated an increased
RR for death (RR, 1.23; 95% CI, 1.01 to 1.49) in

HCV-positive transplant recipients.133 Excess
mortality was attributable to liver disease.
At issue is whether renal transplantation
changes the natural history of hepatitis C, what
factors are associated with worsening of disease,
and which of these can be predicted and modified. In a French study, the presence of cirrhosis
before transplantation was an independent predictive factor of poor 10-year survival.131 Crosssectional studies suggest that up to 25% of patients with ESRD who are HCV RNA positive
have significant fibrosis (bridging fibrosis or cirrhosis; Table 3), but there are no prospective
studies of how such patients fare individually
after transplantation.96-100,102 Investigating patterns of posttransplantation liver disease in HCVpositive recipients, several studies have shown a
greater incidence of ALT level elevations, an
increase in viral replication, and occasional occurrence of fibrosing cholestatic hepatitis and progressive liver disease.134-137
To assess the impact of transplantation on
hepatitis C, Zylberberg et al138 compared changes
in liver histological characteristics in 28 HCVpositive renal transplant recipients who had undergone 2 or more liver biopsies without intervening antiviral therapy with those among 28
immunocompetent matched controls. Histological characteristics worsened in renal transplant
recipients, but changed minimally in controls
during an average interval of 7 years. In particu-
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lar, hepatic fibrosis worsened in 14 transplant
recipients (50%), but only 4 controls (16%; P ⬍
0.001), with 6 transplant recipients (21%) developing cirrhosis and 3 transplant recipients (10%)
dying of liver disease. This was a retrospective
study (and included only 28 of 150 transplant
recipients with hepatitis C at this center), but it
supported the hypothesis that renal transplantation accelerates the course of chronic hepatitis C.
A prospective study of liver disease in all
HCV-positive renal transplant candidates has been
initiated at the University of Miami, FL.102 To
date, 152 patients have been enrolled. Almost all
patients had genotype 1 (60%, genotype 1a;
30%, genotype 1b). Baseline liver histological
evaluation showed that most patients had some
degree of inflammation and necrosis, but fibrosis
was generally mild, and only 10% had bridging
fibrosis or cirrhosis.102 Approximately 20% of
enrolled patients have undergone a follow-up
liver biopsy, either posttransplantation or while
still on the transplant list. Follow-up biopsies
suggested that liver histological state was stable,
with little or no evidence of acceleration in
progression after renal transplantation (D. Roth,
unpublished observations).
Factors that predict progression of hepatitis C
in patients without renal disease include older
age, male sex, obesity, concurrent alcohol use,
and such comorbid conditions as diabetes, hemochromatosis, hepatitis B, and HIV infection.139
Although there have been few studies of factors
that predict progression of hepatitis C in patients
with renal transplants, they are likely to be similar.139-146 Timing of infection may be important
because patients who acquire hepatitis C de novo
from an infected donor at transplantation often
have a rapidly progressive course.139,140 In addition, both HBV and HIV coinfection appear to
worsen the course of hepatitis C after transplantation.141,142 Degree and form of immunosuppressive
therapy (antilymphocyte globulin, azathioprine, mycophenolate mofetil) have major effects on HCV
titers after transplantation and consequently may
affect disease outcome.102,135,143,144,147,148 Finally,
HCV may have other adverse effects on posttransplantation patients; HCV-infected patients appear
to have a greater risk for diabetes mellitus and
proteinuria.149-151 Definitive prospective clinical
studies addressing potential adverse effects of different immunosuppressive agents and antirejection
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regimens in HCV-positive patients are critically
needed to provide information on optimal management of HCV-infected patients with ESRD.
RENAL TRANSPLANTATION ISSUES WITH
HCV-INFECTED DONORS AND RECIPIENTS

Dr Svetlozar Natov, Tufts-New England Medical
Center, Boston, MA
Because HCV is transmitted readily by organ
and tissue transplantation, organ procurement
organizations routinely screen for anti-HCV.
However, tests for anti-HCV do not differentiate
between active viremia and resolved hepatitis C,
and anti-HCV–positive donors without HCV
RNA in serum may not be infectious. Routine
testing for HCV RNA (or HCV core antigen)
may be more accurate in assessing risk for infectivity, but also are more expensive and have not
been adequately standardized or assessed for
reliability. Furthermore, testing for HCV RNA is
not always available in the time required for
cadaveric donation.
The prevalence of HCV infection in cadaveric
organ donors has considerable worldwide variation, ranging from 1% to 11%.152 The US National Collaborative Study (1986 to 1992) estimated that 5.1% of cadaveric organ donors were
anti-HCV positive by using the first-generation
enzyme immunoassay (EIA-1). Extrapolating to
newer assays, the prevalence of anti-HCV
(EIA-2) is likely to be 4.2%, and HCV RNA,
2.4%.152,153 The prevalence of anti-HCV in cadaveric organ donors is severalfold greater than in
the healthy blood donor population, probably
because of the greater rate of risk factors for
parenterally transmitted viral infections in cadaveric donors.153 Such risk factors include male
sex, history of alcohol or injection drug use,
blood alcohol level greater than 100 mg/dL,
history of multiple sexual partners, or history of
HBV or cytomegalovirus infection.153
Variable transmission rates of HCV with the
use of anti-HCV–positive donors have been reported.153 A recent summary of published studies
on outcomes after receipt of an organ from an
anti-HCV–positive donor reported that 35%
(range, 0% to 55%) of recipients developed
liver disease, 50% (range, 14% to 100%) became anti-HCV positive, and 73% (range, 14%
to 96%) developed detectable HCV RNA posttransplantation.153 Variability in reported out-
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comes probably reflected the frequent subclinical nature of HCV infection and lack of uniform
follow-up and testing of recipients for HCV
RNA.153 Risk for transmission also may relate
to prevalence of HCV RNA in anti-HCV–
positive donors.152 Finally, the method of organ preservation may impact on HCV transmission; pulsatile perfusion, rather than static
storage, is associated with a reduction in HCV
RNA levels in kidneys harvested from HCVinfected donors.154
In view of potential serious long-term complications of HCV transmission, exclusion of HCVinfected donors has been adopted by most organ
procurement organizations. The use of HCVinfected donors currently is restricted to lifesaving transplants (heart, lung, liver) and requires full disclosure of risks to the recipient.152
However, policies excluding anti-HCV–positive
donors from transplantation result in discarding
potentially useful organs, particularly those from
donors without HCV RNA.
A rational approach to the use of kidneys from
anti-HCV–positive donors is to reserve these
organs for recipients who are already infected.
Small studies have shown that this approach
shortens transplant waiting time and does not
adversely affect short-term survival or lead to
worsening of preexisting liver disease.147,155 Potential for reinfection or superinfection with a
newly introduced strain or genotype of HCV,
particularly in an anti-HCV–positive recipient
without HCV RNA, is an additional issue.147,155,156
An alternative approach is use of anti-HCV–
positive organs only in recipients with documented HCV RNA in serum.152,157,158 This approach requires routine HCV RNA testing of
patients awaiting transplantation, but is the most
practicable approach to use of organs from HCVinfected individuals. Prospective studies of consequences of transplanting HCV-positive organs
in HCV-positive recipients are needed before
this policy can be universally adopted.
HCV-RELATED RENAL DISEASE AFTER
RENAL TRANSPLANTATION

Dr John Pirsch, University of Wisconsin,
Madison, WI
Several different renal diseases have been reported in HCV-infected patients after kidney
transplantation, including recurrent or de novo

MPGN, membranous nephropathy, minimal
change disease, renal thrombotic microangiopathy, acute transplant glomerulopathy, and chronic
transplant glomerulopathy.44,51,151,159-162 MPGN
has been reported most commonly, at rates ranging from 5% to 54% in HCV-positive renal
transplant recipients.151,161,162 In such patients,
proteinuria or nephrotic syndrome is the most
common clinical presentation.161,163,164 Circulating cryoglobulins are usually, but not always,
detected.151,161,162 However, it should be stressed
that the most common cause of proteinuria and
renal insufficiency after kidney transplantation,
even in HCV-positive patients, is chronic allograft nephropathy, not HCV-related injury.46,164
Most studies of patient and graft survival in
HCV-positive renal transplant recipients focused
on recurrent liver disease as the cause of morbidity and mortality, rather than on recurrent renal
disease or graft loss.83,133,165 Single-center studies, as well as USRDS data, suggest that both
graft and patient survival are lower for HCVpositive than HCV-negative patients.83,85,133,165
Delineation of the effects of recurrent HCVrelated renal disease in causing the decreased
graft and patient survival has not been possible.
A prospective study of the effect of hepatitis C
in cadaveric kidney transplant recipients has been
ongoing at the University of Wisconsin since
1991.166 HCV-positive donor kidneys were given
only to high-risk recipients with type 2 diabetes,
high cardiovascular risk, lack of dialysis access,
or retransplantation. Between 1991 and 2001, a
total of 1,368 transplantations were performed,
including 115 transplantations using an HCVpositive donor kidney in an anti-HCV–negative
transplant recipient, 71 transplantations using a
positive donor in a positive recipient, and 43
transplantations using an HCV-negative donor in
an HCV-positive recipient. Preliminary results
show that patients who received HCV-positive
organs had greater mortality rates, but significant
comorbidities were the major reason for the
increased mortality. Liver failure accounted for
only 2% of deaths. Kidney graft survival in
HCV-positive transplant recipients, whether they
received an HCV-positive or HCV-negative organ, was less favorable than that for HCVnegative transplant recipients. Allograft survival
in HCV-negative patients who received HCVpositive organs also was less favorable. Although
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trends regarding the incidence of acute rejection
and infection in HCV-positive transplant recipients were not markedly different, there appeared
to be a greater likelihood of chronic allograft
nephropathy in HCV-positive transplant recipients. In addition, there did not appear to be a
difference in the incidence of de novo or recurrent glomerulonephritis in HCV-negative and
HCV-positive transplant recipients (J. Pirsch, unpublished observations).
Published studies and such large single-center
preliminary reports underscore the need for additional investigations routinely assessing the baseline status of HCV-positive transplant candidates
and for prospective studies characterizing the
impact of HCV donor and recipient status on
renal transplantation.
HCV-RELATED RENAL DISEASE AFTER
LIVER TRANSPLANTATION

Dr Raymond Chung, Massachusetts General
Hospital, Boston, MA
Just as liver disease can complicate the outcome of kidney transplantation, so can renal
disease complicate the outcome of liver transplantation in HCV-infected recipients. There have
been at least 7 case series or case reports of
MPGN and cryoglobulinemia after liver transplantation for chronic hepatitis C.167-173 In most
instances, cryoglobulinemia and MPGN appeared soon after transplantation, averaging 3
months and presenting with proteinuria and nephrotic syndrome. When tested before transplantation, patients were always found to have preexisting cryoglobulins. The natural history of
MPGN and cryoglobulinemia after transplantation has not been well characterized. However,
some patients develop progressive renal failure
or worsening cryoglobulinemia with clinical signs
and symptoms of disease.
In a direct comparison of HCV-positive and
HCV-negative liver transplant recipients, Kendrick et al171 found similar absolute and proportional decreases in creatinine clearance in the 2
groups, but a greater frequency of proteinuria
(protein ⬎ 1 g/d) in HCV-positive (25%) than
HCV-negative (5%; P ⫽ 0.05) transplant recipients. Biopsy-proven MPGN also was more frequent in HCV-positive (4 of 91 patients) than
HCV-negative patients (0 of 106 patients).
Cryoglobulinemia can occur with minimal or
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no symptoms, and its long-term consequences
are unknown. Abrahamian et al167 tested a cohort
of HCV-positive and HCV-negative liver transplant patients for cryoglobulins by using a rigorous and reliable technique. Six of 31 HCVpositive patients (19%), but no HCV-negative
patients, had cryoglobulins. Among 6 patients
with cryoglobulinemia, 3 patients had clinically
apparent disease and 1 patient developed progressive renal insufficiency. Another HCV-positive
patient without detectable cryoglobulins developed glomerulonephritis and progressed to ESRD.
The potential adverse long-term consequences
of cryoglobulinemia in liver transplant patients
have led to attempts at therapies using single
agents or combinations of interferon alfa, plasmapheresis, cyclophosphamide, and ribavirin, with
mixed clinical responses.59,167,169-171 Reduction
in proteinuria and stabilization of renal function
have been reported in a few patients, such as
those treated with ribavirin as a single agent, but
others have developed progressive disease despite therapy.59,167,169-171 In as much as interferon
alfa has not been associated with an increased
risk for allograft rejection in liver transplant
recipients, a 24- to 48-week course or even
maintenance therapy with interferon may be appropriate for transplant recipients with HCVassociated cryoglobulinemia or glomerular disease.59,167,169-171 Ultimately, renal transplantation
may be needed in HCV-positive liver transplant
patients, and preliminary results indicate that
patient and graft survival in this situation are
reasonably good (graft survival rates, 88% at 1
year and 61% at 3 years).174
Thus, cryoglobulinemia and MPGN appear to
be uncommon, but potentially severe, complications of liver transplantation for chronic hepatitis
C. Although published reports indicate that HCVpositive liver recipients with glomerulonephritis
are at greater risk for developing ESRD, prospective studies are needed to more accurately define
the risk for cryoglobulinemia and MPGN in this
patient population.
THERAPY FOR HEPATITIS C AFTER
RENAL TRANSPLANTATION

Dr Lionel Rostaing, University Hospital,
Toulouse, France
Increasing success rates of therapy for hepatitis C in patients with renal disease and the
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knowledge that long-term survival after renal
transplantation is compromised have led to attempts to treat hepatitis C after renal transplantation. Initial studies of antiviral therapy in renal
transplant recipients administered interferon alfa
monotherapy in doses of 1.5 to 6 MU 3 times
weekly for 24 or 48 weeks.175-180 Approximately
half the patients had improvements in ALT levels
during therapy, and up to 25% had loss of HCV
RNA, but only rare patients had a sustained
response to treatment. More worrisome was that
acute cellular rejection appeared to be increased
among interferon-treated patients, and in many
series, instances of renal failure and graft loss
(despite aggressive immunosuppressive therapy)
were common. These reports led to recommendation that patients with renal transplants not be
administered interferon alfa.175-180
An exception to the proscription against interferon therapy in renal transplant recipients is the
occurrence of fibrosing cholestatic hepatitis, a
rare but severe form of chronic hepatitis C that
occurs most commonly in the setting of severe
immunosuppression after solid-organ transplantation. This severe and progressive form of liver
dysfunction was originally described in liver
transplant recipients with recurrent hepatitis B,
but also was reported with HCV infection after
liver and renal transplantation.134,135 A dramatic
report of interferon use in 2 renal transplant
recipients with fibrosing cholestatic hepatitis suggested that this life-threatening form of HCVrelated liver disease can be treated effectively
with interferon alfa, and risk for severe rejection
in this situation is counterbalanced by risks of the
untreated liver disease.136
Early studies of ribavirin indicated that monotherapy with this oral nucleoside analogue was
associated with improvements in ALT levels and
liver histological characteristics in 30% to 50%
of patients, although ribavirin has little or no
effect on HCV RNA levels.181,182 In a small
open-label study of ribavirin monotherapy (400
to 800 mg/d), 4 of 7 renal transplant recipients
with chronic hepatitis C had improvements in
ALT levels and slight decreases in HCV RNA
levels.183 In an ongoing study of ribavirin monotherapy in patients with hepatitis C after renal
transplantation, improvements were found in ALT
levels, but not liver histological characteristics;
there also were mild improvements in protein-

MEYERS ET AL

uria. Dose-dependent hemolysis caused by ribavirin can be severe in patients after solid-organ
transplantation.
In several small studies, the oral antiviral
agent amantadine was reported to lead to improvements in ALT levels in patients with hepatitis C. Early results of amantadine use in renal
transplant recipients suggest it is well tolerated
and has some effect on serum ALT levels, but not
HCV RNA levels.
Thus, there are no clearly effective therapies
for hepatitis C that can be used safely in renal
transplant recipients. In view of this limitation,
there has been increased focus on the identification of and therapy for hepatitis C in patients
with ESRD who are eligible for transplantation.
This conundrum makes it even more essential to
gather accurate information on the natural history of hepatitis C in patients with renal disease.
SUMMARY RECOMMENDATIONS FOR
FUTURE RESEARCH

Hepatitis C is both a cause and complication
of chronic renal disease. Chronic infection with
HCV is a well-established, but uncommon, cause
of glomerulonephritis, occurring largely in the
context of cryoglobulinemia. Perhaps more importantly, hepatitis C frequently complicates the
course of renal disease and becomes a significant
cause of morbidity and mortality, particularly
after transplantation. Although there have been
major advances in the understanding, management, and therapy for hepatitis C, these advances
have not been readily applicable to patients with
renal disease. Important needs and challenges
remain for future research in hepatitis C and
kidney disease. These needs fall into 4 major
categories: (1) the pathogenesis, natural history,
and optimal management of HCV-related renal
disease; (2) epidemiological characteristics and
prevention of the spread of hepatitis C in dialysis
units; (3) natural history and therapy for hepatitis
C in patients with ESRD; and (4) natural history
and therapy for hepatitis C after renal transplantation.
Pathogenesis, Natural History, and
Management of HCV-Related Renal Disease
The cause of cryoglobulinemia and the pathogenesis and risk factors for the development of
glomerulonephritis in patients with chronic hepa-
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titis C are not established. Furthermore, tests for
cryoglobulinemia and their components have not
been standardized and are not always reliable.
Better understanding of B-cell abnormalities that
accompany chronic hepatitis C and factors that
lead to the expansion of clones of cells producing
monoclonal RF are needed. In addition, little is
known of the natural history of cryoglobulinemia, both before and after the appearance of
vasculitic symptoms. Studies also are needed
regarding the nature of cryoglobulinemic renal
disease and why some cryoglobulins are associated with kidney damage, whereas others are not.
The issue of whether noncryoglobulinemicassociated glomerulonephritis can be caused by
HCV needs to be resolved. Finally, results of
therapy for HCV-related cryoglobulinemia need
to be published, and sufficiently large cohorts
need to be developed for prospective studies of
optimal treatment. Therapy for severe cases of
cryoglobulinemia not responsive to interferon
therapy are needed, such as the use of monoclonal antibodies to tumor necrosis factor-␣ or B
cells. Many of these goals might be helped by the
development of a multicenter cryoglobulinemia
working group to collect cases, establish diagnostic criteria, evaluate and follow up patients in a
standardized fashion, develop and apply reliable
laboratory assays for cryoglobulins and immune
complexes, provide resources of immunologic
and virological laboratory investigation, and enter patients into prospective clinical trials.
Epidemiological Characteristics of Hepatitis C
in Dialysis Units
Better information is needed about the current
incidence, prevalence, and risk factors for HCV
infection in dialysis patients. It is not clear what
proportion of patients with renal disease have
acquired HCV infection as a result of the usual
risk factors (injection drug use, unsafe sexual
practices) as opposed to the management of their
renal disease (from blood transfusions, unsafe
injection practices, and contaminated equipment
used for hemodialysis). The CDC recommendations for screening and infection control practices to prevent and monitor HCV transmission
should be widely adopted, including mounting a
practical and efficient educational effort to train
dialysis personnel in hemodialysis precautions.
Algorithms for the diagnosis and management of
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hepatitis C should be developed by academic
societies. Routine screening and monitoring for
hepatitis C also would allow for better definition
of the natural history of hepatitis C in patients
with ESRD.
Natural History and Therapy of Patients With
Hepatitis C and ESRD
The rate of progression of fibrosis in hepatitis
C in patients with ESRD needs to be more
carefully defined, as well as risk factors that
predict progression (whether they are the same
as in patients without renal disease). The reliability of serum markers in predicting severe hepatic
disease and the role of liver biopsy need to be
established in patients with kidney disease.
Knowledge of the natural history of hepatitis C
in dialysis patients is crucial in developing indications for therapy and recommendations regarding transplantation. Although therapy for hepatitis C has advanced considerably in the last 10
years, the applicability of the current regimens
for patients with ESRD remains unclear. Prospective, randomized, controlled trials are needed to
evaluate the risks and benefits of therapy and
identify the optimal regimen for different categories of patients (based on genotype and other
predictive factors). Of great need is a simple
algorithm to evaluate whether therapy is ineffective early during the course of treatment. Early
stopping rules for patients who have little or no
likelihood of responding to therapy would be
doubly helpful in patients with ESRD. Furthermore, better means of managing side effects in
this challenging group are needed. Several industry-sponsored studies of peginterferon with and
without ribavirin are currently underway in the
United States. Results of these studies are likely
to provide a basis for recommendations regarding therapy, which presently cannot be made
with any certainty. Studies of therapy also should
include long-term follow-up of responders to
show whether virological responses are durable
and persist even after transplantation.
Natural History, Management, and Therapy for
Hepatitis C After Renal Transplantation
Implications of HCV infection for the prognosis of patients undergoing renal transplantation
are not well defined. Patient and graft survival
appear to be good, at least for the initial 10 years.
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Prospective natural history studies are needed to
define risk factors for poor outcomes, including
serum biochemical and virological markers, histological features, and other factors. Important are
the differing effects of various immunosuppressive
regimens, the role of liver biopsy, and the reliability
of routine serum tests in determining and monitoring the progression of hepatitis C.
Use of kidneys from anti-HCV–positive donors in renal transplantation is controversial. Use
of anti-HCV–positive donor kidneys in antiHCV–negative recipients should be avoided, but
their use in patients with ESRD with preexisting
HCV RNA may be appropriate. The safety of this
strategy needs to be evaluated prospectively before a definitive recommendation on the use of
anti-HCV–positive organs can be made.
Therapy for hepatitis C after renal transplantation currently is problematic. Therapy with interferon appears to increase the risk for allograft
rejection and graft loss. Ultimately, better tolerated and more effective antiviral agents are
needed before treatment trials can start again for
hepatitis C after renal transplantation.
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