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Objectives

After this training, participants should be able 
to:

§Review the indications for screening for HCV
§ Identify clinical manifestations of HCV
§Discuss the principles of and indications for 

treatment of HCV
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July 2017

Lesson 1: Chronic Hepatitis C 
Virus Infection

Core Competency 3: Screening, Testing, Diagnosis, 
and Clinical Evaluation of HCV Infection among PLWH



July 2017

Lesson 2: Acute Hepatitis C 
Virus Infection

Core Competency 3: Screening, Testing, Diagnosis, 
and Clinical Evaluation of HCV Infection among PLWH



Lesson Objectives (Chronic HCV)

By the end of this lesson, the learner will be able to:
§ Define chronic HCV

§ Screen and diagnose chronic HCV

§ Identify factors that increase morbidity and mortality 
associated with chronic HCV 

§ Recognize clinical manifestations of chronic HCV
§ Evaluate chronic HCV, including taking a history, 

performing a physical examination, and ordering 
laboratory and imaging studies
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Lesson Objectives (Acute HCV)

By the end of this lesson, the learner will be able to:
§ Define acute HCV
§ Describe the epidemiology of acute HCV 
§ Understand the natural history of acute HCV
§ Recognize clinical manifestations of acute HCV
§ Screen and diagnose acute HCV
§ Evaluate acute HCV, including taking a history, performing a 

physical examination, and ordering laboratory and imaging 
studies

§ Understand considerations for treatment of acute HCV
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Outline

§ Screening and Testing
§ Diagnosis (Clinical Manifestations)
§ Principles and Indications for Treatment



Outline
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§ Principles and Indications for Treatment



Two Cases
§ Mr. B. Boomer is a 

60-year-old man with 
a past medical 
history of diabetes 
and hypertension.

§ He presents for an 
annual physical and 
health maintenance 
evaluation.

§ Mr. Y. Man is a 21-year-
old man who identifies 
as bisexual. He was 
recently diagnosed with 
HIV during an ED 
evaluation for an 
influenza-like illness.

§ He has been referred to 
clinic for HIV evaluation 
and care.
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Commonality?

§ Two individuals 
with different health 
histories and needs

§Both warrant HCV 
screening
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Screening Recommendations

§Mr. B. Boomer was 
born between 1945 
and 1965.

§Mr. Y. Man is HIV 
infected.
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Definition of Chronic HCV1-3

§ Infection with HCV and detectable/quantifiable 
HCV RNA at least 6 months after infection

§ For many patients, the initial date of HCV 
infection cannot be identified
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Definition of Acute HCV Infection1-4

§ 6-month time frame after HCV infection
§ Not defined by presence of symptoms
§ Laboratory-based diagnosis

§ Positive (detectable) HCV RNA with a negative HCV antibody
§ Positive HCV antibody with a documented negative HCV antibody 

in the past 12 months

§ Non-official clinically based diagnosis 
§ Fluctuating ALT levels without another cause
§ Low HCV RNA or fluctuating HCV RNA levels
§ Subsequent spontaneous clearance of HCV
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Screening and Diagnosis1-4

Anti-HCV test

Antibody negative; no 
concerns for acute 

infection

No further testing required 
unless risk exposures in 

future

Antibody negative;
acute infection suspected

Evaluate with sensitive 
RNA test

Antibody positive

Confirm with sensitive 
RNA test

RNA negative and no 
concerns for acute 

infection

No further testing required

RNA negative and acute 
infection suspected

Repeat RNA test in near 
future
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Screening and Diagnosis (of Acute HCV) 
1,2,10

§ Diagnosis may be difficult unless suspected exposure 
noted

§ See definition of acute HCV
§ Diagnosis may require both HCV antibody and RNA 

(often with repeated values over time)
§ Screening is often contingent on risk factor assessment
§ Anti-HCV test and HCV RNA test should be assessed for 

screening and diagnosis

17



Risk Factors for HCV Infection1-3

Risk Exposures
§ Persons on long-term hemodialysis
§ Persons with percutaneous/ 

parenteral exposures
§ Occupational health exposures
§ Children born to HCV-infected 

women
§ Transfusion/organ recipient prior to 

July 1992 
§ Clotting factor concentrate 

recipients prior to 1987
§ Persons ever incarcerated
§ PLWH

Risk Behaviors
§ Injection drug use (current or ever)
§ Intranasal illicit drug use
§ Sexually active individuals considering 

PrEP for HIV

Birth Cohort
§ Persons born between 1945 and 1965

Other Groups
§ Unexplained chronic liver disease 

and/or chronic hepatitis
§ Solid organ donors (deceased and 

living)
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https://www.ncbi.nlm.nih.gov/pubmed/
23798026

The USPSTF recommends 
screening for hepatitis C virus 
(HCV) infection in persons at 
high risk for infection.* The 
USPSTF also recommends 
offering 1-time screening for 
HCV infection to adults born 
between 1945 and 1965.

Evidence grade: B
* past or current IDU; transfusion before 
1992; long-term hemodialysis; born to HCV+ 
mother; incarceration; intranasal drug use; 
unregulated tattoos; other percutaneous 
exposures… ± sexual exposure

2013
Slide courtesy of Dr. Christopher Hurt



https://www.ncbi.nlm.nih.gov/pubmed/
23798026

Persons with continued risk 
for HCV infection (injection 
drug users) should be 
screened periodically. The 
USPSTF found no evidence 
about how often screening 
should occur in persons who 
continue to be at risk for new 
HCV infection.

Other areas of needed 
research include frequency 
of testing in high-risk 
populations…

2013
Slide courtesy of Dr. Christopher Hurt



https://hab.hrsa.gov/sites/default/
files/hab/clinical-quality-

management/hepccoinfectguide2011.pdf

Indications for Repeat HCV 
Antibody Screening in HIV+
HCV-Seronegative Persons

For HIV-infected patients who 
test HCV antibody negative, 
but continue to have risk for 
acquiring HCV (injection drug 
use, intranasal cocaine use, 
or unprotected sexual 
intercourse), repeat HCV 
antibody testing should be 
performed annually.

2011
Slide courtesy of Dr. Christopher Hurt



https://www.cdc.gov/std/tg2015/emerging.htm

HCV rescreening of PLwH

Because of accumulating 
evidence of acute HCV 
infection acquisition in 
persons with HIV infection, 
especially MSM, and cost-
effectiveness of regular 
screening, periodic HCV 
screening should be 
considered.

2015
Slide courtesy of Dr. Christopher Hurt



https://www.cdc.gov/std/tg2015/emerging.htm

HCV screening with HCV 
antibody can be 
considered at least yearly 
in those at high risk for 
infection and more 
frequently depending on 
specific circumstances 
(e.g., community HCV 
prevalence and incidence, 
high-risk sexual behavior, 
and… ulcerative STDs…)

2015
Slide courtesy of Dr. Christopher Hurt



https://aidsinfo.nih.gov/contentfiles/
lvguidelines/adult_oi.pdf

DHHS OI Guidelines 
(Oct/Nov 2017 edition)

On entry to HIV care, all HIV-
infected patients should 
undergo routine HCV 
screening.

For at risk HCV-
seronegative individuals, 
HCV antibody testing is 
recommended annually or 
as indicated by risk 
exposure.

2017
Slide courtesy of Dr. Christopher Hurt



Take-home messages
• Screening at entry-to-care is 

universally recommended (for
people living with HIV)

• Risk-based rescreening 
requires routine discussion of
sensitive topics

• HRSA2011 and DHHSOI 2017

support generalized, 
annual testing… but depends 
on how strictly “at risk” defined

Slide courtesy of Dr. Christopher Hurt
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§ Principles and Indications for Treatment



Natural History of HCV Mono-infection5
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Natural History of HCV Mono-infection5
(Continued)
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Natural History (of Acute HCV)2-4,8,9

§ Estimated 20-40% clear HCV spontaneously, 
though reports range from 10-60%

§ Rates of spontaneous clearance among PLWH 
appear to be lower (~10% in recent reports)9

§ Median time to clearance is about 16 weeks
§ Approximately 90% of those that clear do so by 6 

months
§ After 6 months, disease state is considered chronic
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Natural History of HIV/HCV 
Co-infection6-10

§ Increased likelihood of developing advanced 
fibrosis, cirrhosis, and end-stage liver disease

§ Faster progression to fibrosis
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Immune-Related Extrahepatic 
Manifestations of HCV11,12

§ Mixed cryoglobulinemia
§ Cryoglobulinemic vasculitis
§ B-cell non-Hodgkin 

lymphoma 
§ Sicca syndrome
§ Arthralgia/myalgia
§ Polyarteritis nodosa

§ Autoantibody production 
(i.e., cryoglobulins, 
rheumatoid factor, and 
antinuclear, anticardiolipin, 
antithyroid and anti-smooth 
muscle antibodies)

§ Monoclonal gammopathies
§ Immune thrombocytopenia
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Inflammation-Related Extrahepatic 
Manifestations of HCV11,12

§ Diabetes mellitus type 2
§ Insulin resistance
§ Glomerulonephritis
§ Renal insufficiency
§ Fatigue
§ Cognitive impairment
§ Depression

§ Impaired quality of life
§ Polyarthritis/fibromyalgia
§ Cardiovascular disorders 

(i.e., stroke, ischemic heart 
disease)

33



Clinical Manifestations of HCV4,14

§ Most persons with acute HCV are asymptomatic
§ See Lesson 3.2

§ Many persons with chronic HCV (>6 months of 
infection) are asymptomatic before end-organ 
dysfunction occurs

§ Nonspecific symptoms:
§ Fatigue
§ Joint pain
§ Abdominal pain
§ Depression
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Clinical Manifestations (of Acute HCV)2-4,8

§ Most persons with acute HCV infection are 
asymptomatic

§ Approximately 15-30% develop symptoms, 
usually within 4-12 weeks after exposure

§ Symptoms may include jaundice, flu-like 
symptoms, dark urine, light-colored stool, nausea, 
and/or abdominal pain 

§ <1% develop acute liver failure
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HCV and the Physical Exam
§ May be normal without evidence of disease!
§ Focus on stigmata of chronic liver disease: 

§ Palmar erythema
§ Spider nevi
§ Gynecomastia
§ Jaundice
§ Ascites
§ Asterixis
§ Encephalopathy

§ Evaluate for stigmata of injection drug use
§ Track marks
§ Thrombophlebitis
§ Skin scarring Brau N. Clin Infect Dis 2013.

Brau N. Clin Infect Dis 2013.



Clinical Evaluation for HCV

§History
§Physical Exam
§ Laboratory Assessment
§Staging
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Outline

§ Screening and Testing
§ Diagnosis (Clinical Manifestations)
§ Principles and Indications for Treatment



Who and When to Treat: 
Considerations13,19

Patient Factors
§ Readiness
§ Risk of reinfection

System Factors
§ Access
§ Affordability
§ Payer coverage 
§ Future alternatives

Hepatic Factors
§ Disease stage 
§ Anticipated progression
§ Urgency of therapy

Other Medical Factors 
§ Age
§ Limited life expectancy
§ Comorbid conditions

39



www.hcvguidelines.org



www.hcvguidelines.org



www.hcvguidelines.org



www.hcvguidelines.org



Conclusions

§ HCV care at an individual and population level is 
dependent on screening, testing, and diagnosis.

§ Work to integrate standard of care into your clinical 
practice.

§ Ask your state or regional AETC for help!
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Resources

§ AASLD and IDSA. HCV Guidance: Recommendations 
for Testing, Managing, and Treating HCV. 
§ http://hcvguidelines.org

§ Hepatitis C Online. Online training modules and 
resource library cover topics including screening, 
diagnosis, evaluation, staging, treatment, 
complications and comorbidities. From the CDC and 
University of Washington. Free CME and CEUs. 
§ http://www.hepatitis.uw.edu
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Disclaimer and Permissions

§ Users are cautioned that because of the rapidly changing 
medical field, information could become out of date 
quickly.  

§ You may use or present this slide set and other material 
in its entirely or incorporate into another presentation if 
you credit the author and/or source of the materials.

§ The complete HIV/HCV Co-infection: An AETC National 
Curriculum is available at: https://aidsetc.org/hivhcv
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Coinfection Fridays
May 17
June 21

Speakers and topics 
coming soon!



Questions?

Please email me!

Cody.A.Chastain@VUMC.org


