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Objectives

At the end of this lecture, the learner 
will be able to:

• Recommend appropriate, 
guideline-based screening for HCV 

• Discuss the key components of 
clinical and laboratory evaluation 
of HCV 

• Identify the primary factors to 
selecting HCV treatment



Menti Word Cloud

What words come to mind when you think 
about HCV?



Think-Pair-Share

• Think about a patient you have cared for with hepatitis C.

• Pair up with a colleague.

• Share your thoughts and experiences.
• Spend no more than 1-2 minutes.

• GO!

• Anyone willing to share?



Walter White Presents To Your Clinic
• 50 y/o man presents to establish primary care.

• Past Medical History:
• Hypertension
• Recent cough and fatigue

• Past Surgical History:
• Tonsillectomy as a child

• Past Family History:
• CAD, DM, prostate cancer

• Past Social History:
• Chemistry teacher
• Denies tobacco
• Occasional social alcohol use
• Tattoo placed in high school “with friends”
• Experimental intranasal drug use in distant past

This Photo by Unknown Author is licensed under CC BY-NC-ND

http://unfetteredbrilliance.blogspot.com/2012/02/walter-white-wednesday.html
https://creativecommons.org/licenses/by-nc-nd/3.0/


Walter’s 
Physical Exam 
& Laboratory 
Studies

• General, HEENT, CV, lung, and skin 
examination are unremarkable

• Abdominal exam reveals mild hepatomegaly 
three finger breadths beneath the R rib cage 
without splenomegaly or ascites

Physical:

• CBC notable for white blood cell count of 
3.7 and platelet count of 115

• CMP notable for AST of 87 and ALT of 65 
with a normal bilirubin and a normal 
albumin

Labs:



Menti Question

What is THIS patient’s 
indication for HCV screening as 
per the USPSTF?

A. Age
B. Substance use history
C. Laboratory findings
D. Tattoo



Risk Factors for HCV That 
Warrant Screening:
• Current or prior injection or inhaled drug use

• Unregulated tattoo and/or piercing

• Blood/clotting protein transfusion prior to 1992
• Birth to from HCV+ mother

• Hemodialysis patients
• People with HIV

• Occupational exposures

• Born between 1945-1965 (“baby boomer” generation)







HCV and 
Mortality in 
the USA
Ly KN et al. Clin Infect Dis 2016. 











Pregnant Women and HCV Cont.

Rate of HCV Among Pregnant Women Per 1000 Live Births in US and TN

Patrick SW et al. MMWR 2017.



Pregnant Women and HCV Cont.

Rate of HCV Among Pregnant Women Per 1000 Live Births in US and TN

Patrick SW et al. MMWR 2017.





Diagnostics 
Review

• Tests for exposure
• Near 100% sensitivity once >6 months 

after infection

HCV Antibody 

• Tests for active infection
• ~20% of patients spontaneously clear HCV

HCV RNA 

• Defines genetic subtype for prognostic 
information and treatment guidance

HCV Genotype



Yehia BR et 
al. PLoS One 

2014.



Walter: The Diagnosis

Walter’s HCV antibody is positive.

HCV RNA PCR is ordered and found to be 600,000 copies/mL.

You inform the patient of his laboratory testing.

Upon his return, the patient asks how this will impact his lifespan
(in order to make vocational and financial plans...)



Menti Question

What proportion of people infected with 
HCV die of liver failure or hepatocellular 
carcinoma?

A. 5%
B. 15%
C. 25%
D. 33%
E. 50%



Natural 
History of 

HCV

www.cdc.gov/hepatitis/HCV



Factors Associated with HCV Accelerated Fibrosis Progression (www.hcvguidelines.org)



Walter: 
The Evaluation
• You reassure Walter that he is unlikely 

to imminently die of liver failure.
• The patient would like to be assessed 

for treatment, as he is not convinced 
of your estimates.

• You recommend additional evaluation 
to assess his disease, liver function, 
and comorbid conditions…

This Photo by Unknown Author is licensed under CC BY-NC-ND

https://jessicadavidson.co.uk/2015/05/25/going-dark-stalking-the-predator/
https://creativecommons.org/licenses/by-nc-nd/3.0/


Clinical 
Manifestations 
of HCV

• Acute HCV (~20%)
• Fever
• Fatigue and anorexia
• Nausea and vomiting
• Abdominal pain
• Jaundice, dark urine, 

and clay-colored stools
• Arthralgias

• Chronic HCV (~80%)
• Often asymptomatic
• May cause fatigue, 

insomnia, depression, 
and mental status 
changes

• May cause extrahepatic 
manifestations 
including vasculitis and 
renal disease

• Long-term outcomes 
include cirrhosis, liver 
failure, and 
hepatocellular 
carcinoma



HCV Patient 
History

Disease History
• When? How? Why?
• Prior Staging
• Prior Treatment

Symptoms of chronic HCV infection:
• Fatigue
• Arthralgias
• Chronic abdominal pain
• Insomnia
• Many patients are asymptomatic!

Symptoms of advanced liver disease:
• Upper GI bleeding
• Ascites
• Hepatic encephalopathy
• Liver failure

Medication History 

Alcohol Use History 

Substance Use History



HCV Physical 
Exam

Palmar erythema

Spider nevi

Gynecomastia

Jaundice

Ascites

Asterixis

Encephalopathy



HCV 
Laboratory 
Assessment

Complete blood count

Comprehensive metabolic profile

HAV and HBV screening

HIV screening

HCV Genotype (?)



Staging Liver 
Disease

• Identify patients with greatest need 
for therapy

• Identify patients for cirrhosis-specific 
care

• Triage resources

Importance of Staging

• Liver biopsy
• Biomarkers
• Elastography

Types of Staging



Education and 
Counseling

Transmission

Natural history 

Alcohol and substance use abstinence

HAV and HBV 
immunization



Walter: 
The Treatment

• His laboratory studies and staging are most consistent with HCV genotype cirrhosis.

• He undergoes imaging, which does not reveal hepatocellular carcinoma.

• Walter would like to pursue treatment





www.hcvguidelines.org



Primary 
Factors when 
Selecting HCV 
Treatment

Genotype

Degree of fibrosis                 
(non-cirrhotic vs. cirrhotic)

Treatment history               
(naïve vs. experienced)



FDA Approved HCV Therapies
Nonspecific Antivirals

Interferon (IFN)

Ribavirin (RBV) 

Pegylated Interferon (PEG-IFN)

NS3/4 Protease Inhibitors

Telaprevir (TPV)

Boceprevir (BOC)

Simeprevir (SMV)

Paritaprevir (PTV)

Grazoprevir (GZP)

Voxilaprevir (VOX)

Glecaprevir (GLE)

NS5A Inhibitors
Ledipasvir (LDV)
Ombitasvir (OBV)
Daclatasvir (DCV)
Elbasvir (EBR)
Velpatasvir (VEL)
Pibrentasvir (PIB)

NS5B Polymerase Inhibitors
Sofosbuvir (SOF)
Dasabuvir (DBV)



Menti Question

What is the MOST appropriate 
treatment regimen for this 
patient?

A. Glecaprevir/pibrentasvir
B. Ledipasvir/sofosbuvir
C. Sofosbuvir/velpatasvir
D. Surely you can’t be 

serious.
E. I am serious. And don’t 

call me Shirley.









www.hcvguidelines.org



Most Common 
HCV Treatment 
Naive 
Regimens In 
My (and Most) 
HCV Practices

• 3 tablets by mouth daily
• GT 1-6
• 8-12 weeks

Glecaprevir/pibrentasvir (Mavyret®)

• 1 tablet by mouth daily
• GT 1, 4, 5, 6
• 8-12 weeks

Ledipasvir/sofosbuvir (Harvoni®)

• 1 tablet by mouth daily
• GT 1-6
• 12 weeks

Sofosbuvir/velpatasvir (Epclusa®)



Congratulations

• You cured Walter White of HCV, 
preventing him from breaking bad...

This Photo by Unknown Author is licensed under CC BY-NC-ND

http://unfetteredbrilliance.blogspot.com/2012/02/walter-white-wednesday.html
https://creativecommons.org/licenses/by-nc-nd/3.0/


Key Points

HCV screening should be obtained in people born between 1945-1965 and those 
with risk factors… for now.

Clinical evaluation includes history physical, laboratory studies, and assessment 
of liver fibrosis.

HCV treatment may be selected based on genotype, fibrosis stage, and treatment 
experience status.

HCV treatment is relatively straightforward and highly effective!



Thank You!
Questions?

Cody.a.chastain@vumc.org


