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To the Editor:​ Thank you to the authors for 
highlighting the important changes in the testing 
and treatment of hepatitis C virus (HCV) infec-
tion. The authors note that the advent of direct-
acting antivirals has transformed HCV infection 
into a curable disease, and most patients who do 
not have cirrhosis or have compensated cirrhosis 
are easily treated in primary care.

The authors provide a simplified workup for 
treatment initiation;​ however, additional simplifi-
cation may decrease the number of tasks a patient 
needs to complete before starting treatment. If a 
patient is unable to undergo some aspects of a 
complete workup (e.g., transient elastography, 
imaging), clinicians should consider skipping a 
comprehensive assessment because a virologic 
cure is likely to lead to an overall benefit.1

Although a Fibrosis-4 (FIB-4) result of less than 
1.45 is helpful to exclude advanced fibrosis, chang-
ing the cutoff for the Aspartate transaminase to 
Platelet Ratio Index (APRI) from 0.7 to 1.0 can 
decrease unnecessary additional testing.2 Using a 
threshold of 1.0 is 76% sensitive and 72% specific 
for ruling out advanced fibrosis.3 Therefore, a 
patient with a FIB-4 of less than 1.45 or an APRI 
of less than 1.0 does not need additional hepatic 
assessment and can start treatment immediately. 
Several considerations influence which scores 
to use for which patient. FIB-4 incorporates age 
and therefore conservatively increases the likeli-
hood of requiring additional testing and has been 
shown to outperform APRI.4,5 Preferring FIB-4 is 
a reasonable approach;​ however, it has not been 
validated in patients younger than 35 years or 

older than 65 years. For those patients, APRI 
should be used. Recent guidelines from the Euro-
pean Association for the Study of the Liver have 
suggested that confirming a sustained virologic 
response after the end of treatment can be omit-
ted among those who do not have ongoing risk 
factors, especially if the patient faces barriers to 
completing laboratory testing.2 Confirmation of 
treatment completion is the most important end 
point in HCV infection therapy because there is a 
strong correlation between treatment completion 
and cure (greater than 95%), even when patients 
are actively using substances.6
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In Reply:​ HCV infection is a curable disease with 
straightforward regimens that can be supervised 
by family physicians due to the high sustained 

Letters to the Editor

Email letter submissions to afplet@aafp.org. Letters should 
be fewer than 400 words and limited to six references, 
one table or figure, and three authors. Letters submitted 
for publication in AFP must not be submitted to any other 
publication. Letters may be edited to meet style and space 
requirements.

This series is coordinated by Kenny Lin, MD, MPH, deputy 
editor.

BONUS DIGITAL CONTENT

Downloaded from the American Family Physician website at www.aafp.org/afp. Copyright © 2022 American Academy of Family Physicians. For the private, non-
commercial use of one individual user of the website. All other rights reserved. Contact copyrights@aafp.org for copyright questions and/or permission requests.

Downloaded from the American Family Physician website at www.aafp.org/afp. Copyright © 2022 American Academy of Family Physicians. For the private, non-
commercial use of one individual user of the website. All other rights reserved. Contact copyrights@aafp.org for copyright questions and/or permission requests.



603B  American Family Physician www.aafp.org/afp� Volume 106, Number 6 ◆ December 2022

LETTERS TO THE EDITOR

virologic response rates of direct-acting antivi-
ral therapy. Identifying patients infected with 
HCV and improving access to care and loss to 
follow-up are significant challenges. Implement-
ing the new Centers for Disease Control and 
Prevention screening guidelines should identify 
more individuals infected with HCV.1 Greater 
care participation by family physicians and other 
primary care specialists will help improve access. 
Our article focused on the American Association 
for the Study of Liver Diseases–Infectious Dis-
eases Society of America’s simplified approach to 
hepatitis C treatment to encourage more primary 
care physicians to treat these patients.1

According to the American Association for the 
Study of Liver Disease–Infectious Diseases Soci-
ety of America and the European Association for 
the Study of the Liver guidelines, assessing the 
severity of liver disease in a patient with newly 
diagnosed hepatitis C is essential to determine 
the best therapy and follow-up plan.1,2 The rec-
ommended evaluation includes transient elas-
tography (when available) and the appropriate 
blood test (APRI, FIB-4). Transient elastogra-
phy is considered the gold standard, and FIB-4 
is the best biochemical marker of fibrosis.1,3 You 
commented that FIB-4 had not been validated 
in patients younger than 35 years or older than 
65 years, which questions the proper use of this 
test because 36.5% of adults with newly reported 
chronic HCV infections are millennials between 
22 and 37 years of age, and 36.3% are baby boom-
ers between 54 and 72 years of age. Generation X 
adults between 38 and 52 years of age comprise 
only 23.1%.4

We agree that a simpler evaluation, treatment, 
and follow-up approach for HCV infection would 
be advantageous. We expect modifications to the 
current protocol as new direct-acting antiviral–
based research replaces the old ribavirin-based 
literature. A comprehensive review of the Con-
sensus Cascade of Care for Hepatitis C would 
allow streamlining of the process from diagnosis 
to treatment and might improve the problem of 
loss to follow-up.5
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