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National Prescribing Trends

of Direct-Acting Antivirals for Hepatitis C

Since initially becoming available in 2013, direct-acting anti-
virals (DAAs) have transformed the treatment of hepatitis C vi-
rus (HCV) infection. Treatment is well tolerated and results in
cure (sustained virologic response) in more than 95% of indi-
viduals. However, only about
a third of people in the US
with HCV infection receive
treatment within a year of diagnosis, an estimated 2.5 million
to 4 million remain chronically infected, and incident cases of
HCV have increased during the last decade."? To better un-
derstand how the use of DAAs has evolved in the US, this study
measured changes in patient and prescriber characteristics for
these medications from 2013 to 2025.
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Methods | This cross-sectional study analyzed data from the
Symphony Health Metys database, which estimates US pre-
scription counts based on a large sample of retail, mail-order,
and specialty pharmacy data. Counts of DAA treatment courses
were estimated by dividing total dispensed tablet counts by
drug-specific standard treatment durations (eTable 1in Supple-
ment 1). Data were aggregated at the US county and month level
from January 2013 to December 2025 and stratified by spe-
cific drug, payer type (private insurance, Medicare, Medic-
aid, self-pay), patient age and sex, and prescriber specialty (gas-
troenterology or infectious disease specialist vs primary care).
Treatment courses per 100 000 individuals in counties in and
around metropolitan areas compared with rural counties are
also reported (eAppendix in Supplement 1).

This study followed the Strengthening the Reporting of Ob-
servational Studies in Epidemiology (STROBE) reporting
guideline for cross-sectional studies. The use of deidentified,
aggregated data was determined not to represent human
participants research by the Mass General Brigham Institutional
Review Board. Analyses were conducted in R version 4.5.2
(R Foundation).

Results | An estimated 1.3 million courses of DAA were dis-
pensed from 2013 to 2025; the annual volume was highest in
2015 (185 677 courses), declining to 68 523 in 2025 (Figure 1A).
Prescribing reached its maximum number of courses prior to
the introduction of newer regimens in 2016, which can be used
to treat all genotypes of HCV (Figure 1B; eTable 2 in Supple-
ment 1). Medicare and commercial insurance accounted for
most prescriptions in 2015 (36.8% and 44.7%), whereas Med-
icaid represented the largest share in 2025 (48.7%) (Figure 2A).
Specialist prescribing declined from a peak of 66.1% of DAA
courses in 2015 to 28.3% in 2025 (Figure 2B). The age distri-
bution of patients being prescribed DAAs shifted over time,
with adults older than 61 years accounting for 41.8% of treated
patients in 2015 compared with 26.0% in 2025, while indi-
viduals younger than 40 years increased from 5.4% in 2015 to
28.9%in 2025 (Figure 2C). Treatment rates were initially higher
in metropolitan counties but have been higher in nonmetro-
politan counties since 2018 (Figure 2D).

Discussion | In this national cross-sectional study, DAA prescrib-
ing peaked in 2015 and then declined substantially. Initially,
DAA treatment was concentrated among older adults and in-
dividuals with Medicare or commercial insurance, consistent

Figure 1. Estimated Annual DAA Courses Dispensed at Retail, Specialty, and Mail-Order Pharmacies in the US, Overall and by DAA
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Figure 2. Estimated Annual DAA Courses Dispensed at Retail, Specialty, and Mail-Order Pharmacies in the US by Payer, Prescriber Specialty,
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DAA indicates direct-acting antiviral. Data are from Symphony Health Metys. Geographic distribution is at the county level and reflects treatment courses per
100 000 individuals based on the US Census Bureau Population Estimates Program, 2013-2024.

with previous Medicaid restrictions that limited coverage to
patients with advanced liver fibrosis.> We observed that DAA
prescribing among Medicaid beneficiaries increased from 2016
through 2019 and then began decreasing, possibly due to in-
terrupted access during the COVID-19 pandemic. This study
is limited by reliance on aggregated claims that could not be
linked longitudinally to assess treatment persistence. Other
limitations of this study are that nonretail claims were ex-
cluded, including DAAs dispensed in correctional facilities.
The current results from 2014 to 2020 were consistent with
a prior study using an alternate national prescription database.*
In more recent years, the annual treatment volume (approxi-
mately 69 000 courses) was similar to the estimated number
of incident HCV infections in the US but is substantially be-
low the approximately 260 000 annual treatment courses
needed to achieve national elimination targets.” This may ex-
plain why HCV prevalence in the US did not decrease in 2017
to 2020 compared with earlier periods, and may have even in-
creased according to estimates of national surveys adjusting
for underrepresentation of people who inject drugs.?
Toincrease HCV treatment and support eradication in the
US, several changes are needed. Improved screening is impor-
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tant but insufficient; in 1 trial, less than 20% of those diag-
nosed by universal screening received treatment.®” Further ef-
forts to accelerate progress include expanded point-of-care
diagnostics to facilitate same-day treatment, implementing
telehealth and mobile outreach, and financing reforms such
as the proposed national subscription model under the Cure
Hepatitis C Act of 2025.810
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