of elevated aminotransferase activity and remains detectable after
recovery (which is rare) and during chronic infection (common).
Nonspecificity can confound immunoassays for anti-HCV, especially
in persons with a low prior probability of infection, such as volunteer
blood donors, or in persons with circulating rheumatoid factor, which
can bind nonspecifically to assay reagents; testing for HCV RNA can
be used in such settings to distinguish between true-positive and
false-positive anti-HCV determinations. Assays for HCV RNA are the
most sensitive tests for HCV infection and represent the “gold
standard” in establishing a diagnosis of hepatitis C. HCV RNA can
be detected even before acute elevation of aminotransferase activity
and before the appearance of anti-HCV in patients with acute
hepatitis C. In addition, HCV RNA remains detectable indefinitely,
continuously in most but intermittently in some, in patients with
chronic hepatitis C (detectable as well in some persons with normal
liver tests, i.e., inactive carriers). In the very small minority of patients
with hepatitis C who lack anti-HCV, a diagnosis can be supported by
detection of HCV RNA. If all these tests are negative and the patient
has a well-characterized case of hepatitis after percutaneous
exposure to blood or blood products, a diagnosis of hepatitis caused
by an unidentified agent can be entertained.

Amplification techniques are required to detect HCV RNA.
Currently, such target amplification (i.e., synthesis of multiple copies
of the viral genome) is achieved by PCR, in which the viral RNA is
reverse transcribed to complementary DNA and then amplified by
repeated cycles of DNA synthesis. Quantitative PCR assays provide
a measurement of relative “viral load”; current PCR assays have a
sensitivity of 10 (lower limit of detection) to 25 (lower limit of

quantitation) 1U/mL and a wide dynamic range (10—107 IU/mL).
Determination of HCV RNA level is not a reliable marker of disease
severity or prognosis but is helpful in predicting relative
responsiveness to antiviral therapy. The same is true for
determinations of HCV genotype (Chap. 341). Of course, HCV RNA
monitoring during and after antiviral therapy is the sine qua non for
determining on-treatment and durable responsiveness.

A proportion of patients with hepatitis C have isolated anti-HBc in
their blood, a reflection of a common risk in certain populations of



