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Appropriate Testing for Hepatitis C Virus (HCV) Infection for Clinicians 

 
 

SYNOPSIS AND RELEVANCE 

The goal of this module is to allow participants to determine if HCV testing (serologic, viral load, and 

genotyping) is being appropriately performed in their laboratory and if needed, to apply intervention(s) that will 

improve utilization. Potential assessments include: 

1. Are positive serologic HCV assays being unnecessarily repeated? 

2. Are all initially serologically positive patients receiving an HCV RNA test (ie, HCV viral load) and a 

genotype assessment? 

3. Are repetitive HCV genotyping tests being performed on the same patient without evidence of a new infection? 

 
INSIGHTS 

The diagnostic assessment of a patient with suspected HCV infection, who has never been previously infected by 

HCV, should: 

• Begin with serologic studies, in most instances. 

• Include a sensitive HCV RNA test for the initial assessment, if the patient is immunocompromised. 

 

Notes: 

A. Repeat the HCV serologic studies or HCV RNA testing for persons suspected of having liver disease if the 

initial serologic studies are negative and the exposure occurred within the past six months. 

 

B. Perform primary HCV RNA testing, rather than HCV serologic studies, for individuals at risk for re-infection 

after either spontaneous or treatment-related viral clearance, since the anti-HCV serologic assays are 

expected to remain positive regardless of the infection status. 

 

C. Perform HCV viral load (ie, RNA test) to determine the presence of active HCV replication and to obtain 

a baseline prior to therapy. 

 

Perform HCV genotyping to guide therapy, upon discovery of an initial, active infection (ie, positive HCV serology 

and/or positive HCV RNA test). 

 
BACKGROUND  

Joint guidelines for the testing, management and treatment of patients with HCV infections are available from the 

American Association for the Study of Liver Diseases and the Infectious Diseases Society of America.1 These 

recommendations are consistent with those provided by the Centers for Disease Control and Prevention.2 The 

recommendations from these guidelines concerning HCV testing for diagnosis and management are 

summarized below. 

 

Individuals with behaviors, exposures and conditions associated with an increased risk of HCV should be tested. 

It has also been recommended that individuals born between 1945 and 1965, who have not had prior testing, 

should be tested.3,4 Annual testing is recommended for individuals who continue to participate in high-risk 

activities. 

 

Serologic studies are the initial tests that should be performed in most instances. These are used to detect 

individuals who have been infected by HCV. Positive serologic studies should be confirmed by a sensitive HCV 

RNA test (ie, HCV viral load testing). 

 

A repeat HCV serologic study or HCV RNA testing is recommended for persons suspected of having liver 

disease, if the initial serologic studies were negative and the exposure occurred within the past six months. HCV 

RNA testing should be considered, rather than or in addition to serologic studies, in immunocompromised 

individuals.
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Primary HCV RNA testing is also recommended for individuals at risk for reinfection after either 

spontaneous or treatment-related viral clearance, since the anti-HCV serologic assays are expected to 

remain positive. 

It is recommended that a baseline HCV viral load be obtained prior to the initiation of therapy. HCV 

genotyping is also recommended to guide therapy. 

 

Individuals who have had positive serologic studies for HCV, but a negative HCV RNA test (ie, viral load) 

should be informed that they do not have evidence of current (active) HCV infection. 

 

The uniform implementation of these guidelines will produce substantial benefits for the laboratory, the 

medical facility, and patients: 

• Fewer patients will be lost to follow up and remain untreated. 

• More patients with HCV will receive a baseline viral load prior to the initiation of therapy. 

• More patients with HCV will receive HCV genotyping to guide therapy. 
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