
Screening for Hepatitis C Virus Infection in Adults: A Systematic
Review for the U.S. Preventive Services Task Force
Roger Chou, MD; Erika Barth Cottrell, PhD, MPP; Ngoc Wasson, MPH; Basmah Rahman, MPH; and Jeanne-Marie Guise, MD, MPH

Background: Identification of hepatitis C virus (HCV)–infected per-
sons through screening could lead to interventions that improve
clinical outcomes.

Purpose: To review evidence about potential benefits and harms of
HCV screening in asymptomatic adults without known liver enzyme
abnormalities.

Data Sources: English-language publications identified from
MEDLINE (1947 to May 2012), the Cochrane Library Database,
clinical trial registries, and reference lists.

Study Selection: Randomized trials and cohort, case–control, and
cross-sectional studies that assessed yield or clinical outcomes of
screening; studies reporting harms from HCV screening; and large
series reporting harms of diagnostic liver biopsies.

Data Extraction: Multiple investigators abstracted and checked
study details and quality by using predefined criteria.

Data Synthesis: No study evaluated clinical outcomes associated
with screening compared with no screening or of different risk- or
prevalence-based strategies. Three cross-sectional studies in higher
prevalence populations found that screening strategies that tar-
geted multiple risk factors were associated with sensitivities greater

than 90% and numbers needed to screen to identify 1 case of HCV
infection of less than 20. Data on direct harms of screening were
sparse. A large study of percutaneous liver biopsies (n � 2740) in
HCV-infected patients with compensated cirrhosis reported no
deaths and a 1.1% rate of serious adverse events (primarily bleed-
ing and severe pain).

Limitations: Modeling studies were not examined. High or unre-
ported proportions of potentially eligible patients in the observa-
tional studies were not included in calculations of screening yield
because of unknown HCV status.

Conclusion: Although screening tests can accurately identify adults
with chronic HCV infection, targeted screening strategies based on
the presence of risk factors misses some patients with HCV infec-
tion. Well-designed prospective studies are needed to better un-
derstand the effects of different HCV screening strategies on diag-
nostic yield and clinical outcomes.
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The prevalence of anti–hepatitis C virus (HCV) anti-
body in the United States is about 1.6% (1). Approx-

imately 78% of affected patients have viremia, indicating
chronic infection. About two thirds of patients with HCV
infection were born between 1945 and 1964, with the
highest prevalence (4.3%) in people 40 to 49 years of age
in 1999–2002 (1). There were 16 000 new cases of HCV
infection in 2009 (2).

In 2007, HCV infection was associated with an esti-
mated 15 000 deaths in the United States (3). Liver disease
related to HCV is the most common indication for liver
transplantation among U.S. adults (4, 5) and is a leading
cause of hepatocellular carcinoma (6).

The virus is primarily acquired via percutaneous expo-
sures to infected blood, such as injection drug use (7–13).
Transfusions before 1992 and high-risk sexual behaviors
are also associated with increased risk, although the effi-
ciency of sexual transmission seems to be relatively low (7,
8, 14, 15).

The natural course of HCV infection varies. Studies of
community cohorts estimate cirrhosis in 7% of people after
20 years of infection, with rates about twice as high in
clinical and referral cohorts (16, 17). Studies with longer
follow-up suggest that disease progression accelerates after
20 years (18).

Screening for HCV infection could identify persons at
earlier stages of disease, before they develop serious or ir-

reversible liver damage, and lead to treatments to improve
clinical outcomes or reduce transmission risk. Up to three
quarters of HCV-infected persons are unaware of their sta-
tus (19).

In 2004, the U.S. Preventive Services Task Force
(USPSTF) recommended against HCV screening in adults
not at increased risk (D recommendation) and found in-
sufficient evidence to recommend for or against screening
in high-risk adults (I recommendation) (20). Although the
USPSTF found that screening tests are accurate and that
antiviral treatments improve viremia (21), the recommen-
dations were based on the lower prevalence of HCV infec-
tion in persons without risk factors; the relatively low rate
of long-term progression, potentially resulting in overtreat-
ment; and lack of evidence that screening improves impor-
tant health outcomes or reduces transmission risk. Other
groups recommend screening in higher-risk patients (22–
24). The Centers for Disease Control and Prevention
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(CDC) also recently recommended screening all persons
born between 1945 and 1965 (25).

The purpose of this report is to review the evidence on
HCV screening in asymptomatic adults without known
liver enzyme abnormalities (26). This review focuses on
research gaps identified in the 2004 USPSTF review (21)
and will be used together with a separate review on anti-
viral treatments (27) by the USPTF to update its HCV
screening recommendations.

METHODS

Scope
We developed a review protocol and analytic frame-

work that included the following key questions:
1. Does screening for HCV infection in nonpregnant

adults without known abnormal liver enzymes reduce mor-
tality and morbidity due to HCV infection, affect quality
of life, or reduce incidence of HCV infection?

2. What is the effectiveness of different risk- or
prevalence-based methods for screening for HCV infection
on clinical outcomes?

3. What is the sensitivity and number needed to screen
to identify 1 case of HCV infection of different risk- or
prevalence-based methods for screening for HCV
infection?

4. What are the harms associated with screening for
HCV infection, including diagnostic liver biopsies?

Detailed methods and data for the review, including
search strategies, detailed inclusion criteria, data abstrac-
tion tables, and tables with quality ratings of individual
studies, are available in the full report, which includes the
analytic framework and additional key questions (26). The
protocol was developed using a standardized process with
input from experts and the public. The analytic framework
focuses on direct evidence that HCV screening improves
important health outcomes compared with not screening,
as well as the chain of indirect evidence (diagnostic accu-
racy of screening, clinical utility and harms of subsequent
testing in HCV-infected persons, and benefits and harms
of treatments) linking screening with improved health out-
comes. Key questions related to risk modification of
mother-to-infant transmission are presented in the full re-
port (26) and in a separate article (28). We did not re-
review the diagnostic accuracy of HCV antibody testing,
which the 2004 USPSTF review found to be high (21).

Data Sources and Searches
A research librarian searched Ovid MEDLINE (1947

to May 2012), Embase, the Cochrane Library Database,
Scopus, and PsycINFO; clinical trial registries (including
ClinicalTrials.gov); and grants databases. We supple-
mented electronic searches by reviewing reference lists of
retrieved articles.

Study Selection
At least 2 reviewers independently evaluated each study

to determine inclusion eligibility. Papers were selected for
full review if they were relevant to a key question and met
the predefined inclusion criteria. For screening, we in-
cluded randomized trials, cohort studies, case–control studies,
and cross-sectional studies that compared different screen-
ing strategies in asymptomatic adults without known liver
enzyme abnormalities and reported clinical outcomes or
sufficient information to compute the sensitivity and num-
ber needed to screen to identify 1 HCV-infected person.
We also included large studies (sample size �1000 partic-
ipants) reporting harms associated with diagnostic liver bi-
opsy published since 2004 and uncontrolled or controlled
studies reporting direct harms associated with screening.

Clinical outcomes were mortality, end-stage liver dis-
ease, cirrhosis, hepatocellular carcinoma, need for trans-
plantation, quality of life, HCV transmission, harms asso-
ciated with screening (such as anxiety, labeling, and effects
on quality of life), and harms associated with liver biopsy
(including death, bleeding, and severe pain).

We restricted inclusion to English-language articles
and excluded studies published only as abstracts. We ex-
cluded studies of posttransplant patients, HIV-infected pa-
tients, patients undergoing hemodialysis, and persons with
occupational exposures, in whom screening and treatment
considerations may differ from those in the general popu-
lation (29–33).

Data Abstraction and Quality Rating
One investigator abstracted details about the study de-

sign, patient population, setting, interventions, analysis,
follow-up, and results. A second investigator reviewed data
for accuracy. Two investigators independently applied pre-
defined criteria (34–36) to assess the quality of each study
as good, fair, or poor. Discrepancies were resolved through
a consensus process.

Data Synthesis
For studies reporting the diagnostic yield of different

screening strategies, we computed the number needed to
screen to identify 1 case of HCV infection by dividing the
number of screening tests performed by the number of
HCV cases identified. The proportion screened was the
number of patients screened upon application of a partic-
ular screening strategy, divided by the total number of pa-
tients assessed.

We assessed the overall strength of each body of evi-
dence as “high,” “moderate,” “low,” or “insufficient” in
accordance with the AHRQ “Methods Guide for Effective-
ness and Comparative Effectiveness Reviews” (37), based
on the quality of studies, consistency between studies, pre-
cision of estimates, and directness of evidence.

Role of the Funding Source
This research was funded by AHRQ’s Effective Health

Care Program. Investigators worked with AHRQ staff to
develop and refine the scope, analytic framework, and key
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questions. AHRQ staff had no role in study selection, qual-
ity assessment, synthesis, or development of conclusions.
AHRQ staff provided project oversight, distributed the
draft report for peer review, and reviewed the draft report
and manuscript. The investigators are solely responsible for
the content of the manuscript and the decision to submit
for publication.

RESULTS

The Appendix Figure (available at www.annals.org)
shows the results of the search and study selection process.
No study compared clinical outcomes between individuals

screened and not screened for HCV infection or between
individuals screened by using different risk- or prevalence-
based strategies.

Yield of Risk-Based Screening Methods
Four cross-sectional studies (samples sizes ranging

from 985 to 3367) provided data to calculate the diagnos-
tic accuracy and yield of alternative HCV screening criteria
(Table 1) (38–41). Two studies evaluated patients attend-
ing sexually transmitted disease clinics (38, 41) and 2 eval-
uated patients attending urban primary care clinics (39,
40). Three studies evaluated higher-prevalence populations
(HCV prevalence, 4.6% to 8.3%) (38–40) and 1 a lower-

Table 1. Studies of Alternative Screening Strategies

Study, Year; Country
(Reference)

Study Design Sample Size, n Setting
Population
Characteristics

HCV Screening Strategies Quality

Gunn et al, 2003;
United States (38)

Cross-sectional 3367 STD clinic
Age �30 y: 4.6%
Female: Not reported
Self-reported injection drug

use: 5.7%

A: Screen all
B: Ever injected drugs (self-report)
C: Ever injected drugs or blood transfusions

before 1992 (self-report)
D: Same as C, or sex partner used injection

drugs (self-report)
E: Same as D (self-report or identified by

clinic staff)
F: Same as E, plus bacterial STD in last 5 y
G: Same as F, plus age �30 y

Fair

McGinn et al, 2008;
United States (39)

Cross-sectional 1000 Urban primary care clinic
Age: Mean, 50 y
Female: 73%
Nonwhite: 90%

A: Screen all
B: Positive findings in �1 of 3 domains
C: Positive findings in �2 domains
D: Positive findings in 3 domains

Fair

Nguyen et al, 2005;
United States (42)

Case–control 429 (225 HCV-positive,
204 HCV-negative)

Gastroenterology and
primary care clinics

Born 1940–1949: 20%
Born 1950–1959: 38%
Back 1960–1969: 18%
Female: 58%
Nonwhite: 37%
Reports seeing use of

injecting drugs: 34%

A: Screen all
B: �1 risk factor, based on 7-item

instrument (self-report history of sex
with a prostitute, history of exposure to
potentially infected blood during
transfusion, rejection as a blood donor,
refused life insurance, witnessing use of
injection drugs, sexual intercourse with
an injection drug user, self-report of
HBV infection)

C: �2 risk factors
D: �3 risk factors
E: �4 risk factors

Poor

Zuniga et al, 2006;
United States (40)

Cross-sectional 2263 Urban primary care clinics
Age 40–54 y: 31%
White: 78%
Female: 3.9%
Vietnam-era veteran: 50%
Blood transfusion before

1992: 17%
Any injection drug use:

4.5%
Abnormal liver function

test results: 9.1%

A: Any of 11 risk factors (Vietnam-era
veteran, multiple sexual contacts, tattoo
or body piercing, intemperate alcohol
use, blood transfusion before 1992,
intranasal cocaine use, blood exposure
[mucous membranes], abnormal liver
enzyme levels, injection drug use [past
or present], unexplained liver disease,
hemodialysis)

B: Any of 5 risk factors (Vietnam-era
veteran, tattoo or body piercing, blood
transfusion before 1992, abnormal liver
enzyme levels, injection drug use)

C: Self-reported injection drug use (past or
present)

Fair

Zuure et al, 2010;
the Netherlands (41)

Cross-sectional 985 STD clinics
Population characteristics

not reported

A: Screen all
B: �1 risk factor, based on 20-item

questionnaire*

Fair

HBV � hepatitis B virus; HCV � hepatitis C virus; STD � sexually transmitted disease.
* Injection drug use, born in HCV-endemic country, blood transfusion before 1992, HCV-infected mother, mother is/was injection drug user, living with HCV-infected
individual, living with injection drug user, needle exposure to high-risk person, needle exposure in HCV-endemic country, patient with hemophilia, hemodialysis patient,
organ recipient, received blood products in medium- or high-risk country, exposure of health care workers to blood or tissue in medium- or high-risk country, surgical or
dental procedure in medium- or high-risk country, ritual intervention (circumcision, scarification) in medium- or high-risk country, tattoo in medium- or high-risk country,
body piercing in medium- or high-risk country, HIV-positive status, noninjection drug use �3 times/wk for �3 mo.
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prevalence population (HCV prevalence, 1.0%) (41). One
study of patients in primary care and gastroenterology clin-
ics (n � 429) also evaluated alternative screening criteria
but used a case–control design (42). All of the studies
applied and evaluated alternative screening criteria retro-
spectively. Other limitations of the studies were that high
proportions of potentially eligible patients were not in-
cluded in analyses because of unknown HCV status or that
the study did not report the proportion with unknown
HCV status. Although the studies used different criteria for
targeted screening, several factors (a personal history of in-
jection drug use, sexual intercourse with an injection drug
user, and pre-1992 blood transfusion) were consistently
used across studies to identify higher-risk individuals.

One cross-sectional study of a lower-prevalence popu-
lation in a Dutch sexually transmitted disease clinic (n �

985; HCV seroprevalence, 1%) found that screening based
on presence of 1 or more positive items on a 20-item ques-
tionnaire was associated with a sensitivity of 90% for iden-
tifying persons with HCV infection and a number needed
to screen to identify 1 case of HCV infection of 2.4 (Table
2) (41).

Three cross-sectional studies in higher-prevalence pop-
ulations found that screening strategies targeting multiple
risk factors were associated with sensitivities of more than
90% and numbers needed to screen of 9.3 to 18 (Table 2)
(38–40). One cross-sectional study in a sexually transmit-
ted disease clinic (n � 3367; HCV seroprevalence, 4.9%)
found that screening patients with 1 of 5 risk factors (in-
jection drug user, sex partners of injection drug user, re-
ceived a pre-1992 blood transfusion, bacterial sexually
transmitted disease in last 5 years, or age �30 years) would

Table 2. Screening Strategies: Effects of Applying Alternative Screening Criteria on Proportion Screened, Sensitivity, Specificity,
and Number Needed to Screen to Identify 1 Case of HCV Infection

Study, Year;
Country
(Reference)

HCV Prevalence,
% (n/N)

Screening Strategy Proportion Screened,
% (n/N)

Sensitivity,
% (n/N)

Specificity,
% (n/N)

Number Needed to
Screen to Identify
1 Case of HCV
Infection, n (n/N)*

Gunn et al, 2003;
United
States (38)

4.9 (165/3367) A: Screened all
B: Injection drug use

(self-report)
C: Injection drug use or

blood transfusions
(self-report)

D: Injection drug use,
blood transfusions, or
sex partner was an
injection drug user
(self-report)

E: Same as D (self-report
or identified by clinic
staff)

F: Same as E, plus
bacterial STD in
last 5 y

G: Same as F, plus age
�30 y

A: 100 (3356/3356)
B: 5.8 (193/3356)
C: 7.5 (253/3356)
D: 10 (347/3356)
E: 12 (413/3356)
F: 34 (1145/3356)
G: 63 (2127/3356)

A: 100 (165/165)
B: 60 (99/165)
C: 64 (105/165)
D: 67 (110/165)
E: 70 (116/165)
F: 81 (134/165)
G: 97 (160/165)

A: 0 (0/3191)
B: 97 (3097/3191)
C: 95 (3043/3191)
D: 93 (2954/3191)
E: 91 (2894/3191)
F: 68 (2180/3191)
G: 38 (1224/3191)

A: 20 (3356/165)
B: 1.9 (193/99)
C: 2.4 (253/105)
D: 3.2 (347/110)
E: 3.6 (413/116)
F: 8.5 (1145/134)
G: 13 (2127/160)

McGinn, 2008;
United
States (39)

8.3 (83/1000) A: Screen all
B: Positive findings in

�1 of 3 domains
C: Positive findings in

�2 domains
D: Positive findings in

3 domains

A: 100 (1000/1000)
B: 71 (709/1000)
C: 23 (228/1000)
D: 5.6 (56/1000)

A: 100 (83/83)
B: 92 (76/83)
C: 65 (54/83)
D: 34 (28/83)

A: 0 (0/917)
B: 31 (284/917)
C: 81 (743/917)
D: 97 (889/917)

A: 12 (1000/83)
B: 9.3 (709/76)
C: 4.2 (228/54)
D: 2.0 (56/28)

Nguyen et al,
2005; United
States (42)

Case–control design:
225 HCV-positive,
204 HCV-negative

A: Screen all
B: �1 risk factor, based

on 7-item instrument
C: �2 risk factors
D: �3 risk factors
E: �4 risk factors

A: 100 (429/429)
B: 78 (335/429)
C: 48 (207/429)
D: 28 (118/429)
E: 13 (56/429)

A: 100 (225/225)
B: 94 (212/225)
C: 79 (178/225)
D: 51 (115/225)
E: 24 (55/225)

A: 0 (0/204)
B: 35 (81/204)
C: 86 (175/204)
D: 99 (201/204)
E: 100 (203/204)

Not applicable
(case–control
design)

Zuniga et al,
2006; United
States (40)

4.6 (103/2263) A: Any of 11 risk factors
B: Any of 5 risk factors
C: Self-reported injection

drug use (past or
present)

A: 100 (2263/2263)
B: 78 (1776/2263)
C: 3.0 (68/2263)*

A: 100 (103/103)
B: 97 (100/103)
C: 41 (42/103)

A: 0 (0/2160)
B: 22 (484/2160)
C: 99 (2134/2160)

A: 22 (2263/103)
B: 18 (1776/100)
C: 1.6 (68/42)

Zuure et al, 2010;
the
Netherlands (41)

1.0 (98/985) A: Screen all
B: �1 risk factor, based

on 20-item
questionnaire

A: 100 (985/985)
B: 21 (207/985)

A: 100 (98/98)
B: 90 (88/98)

A: 0 (0/887)
B: 87 (768/887)

A: 10 (985/98)
B: 2.4 (207/88)

HCV � hepatitis C virus; STD � sexually transmitted disease.
* Number of screening tests performed/number of HCV cases identified.

Review Screening for HCV Infection

104 15 January 2013 Annals of Internal Medicine Volume 158 • Number 2 www.annals.org



have resulted in testing 63% of clinic attendees, with a
sensitivity of 97% for identifying HCV infection and a
number needed to screen of 13 (38). One study of patients
in an inner-city primary care clinic (n � 1000; HCV sero-
prevalence, 8.3%) found that screening patients with pos-
itive findings in at least 1 of 3 domains (medical history,
exposure history, or social history) would have resulted in
screening 71% of the population, with a sensitivity of 92%
and a number needed to screen of 9.3 (39). A study of U.S.
veterans (n � 2263; HCV seroprevalence, 4.6%) found
that screening patients according to presence of 1 or more
of 5 risk factors (Vietnam-era veteran, tattoo/body pierc-
ing, blood transfusion before 1992, abnormal liver enzyme
levels, past or present injection drug use) would have re-
sulted in screening of 78% of the population compared
with screening based on the presence of these or 6 addi-
tional risk factors (multiple sexual contacts, intemperate
alcohol use, intranasal cocaine use, blood exposure [mu-
cous membranes], unexplained liver disease, hemodialysis),
with a sensitivity of 97% and number needed to screen of
18 (40).

More narrowly targeted screening strategies evaluated
in these studies were associated with specificities of more
than 95% and numbers needed to screen of less than 2, but
missed up to two thirds of infected patients (38–40). Two
studies found screening only injection drug users would
have resulted in testing of 3.0% or 5.8% of the population,
with sensitivities of 41% and 60%, and numbers needed to
screen of 1.6 and 1.9, respectively (38, 40). One study
found screening patients with positive findings in 3 do-
mains (medical, exposure, or social history) would have
resulted in testing of 5.6% of the population, with a sen-
sitivity of 34% and number needed to screen of 2.0 (39).

A case–control study (222 cases) found screening
based on presence of 4 or more of 7 risk factors (self-
reported history of sex with a prostitute, history of expo-
sure to potentially infected blood transfusion, rejections as
a blood donor, refused life insurance, witnessed use of in-
jecting drugs, sexual intercourse with an injection drug
user, or self-reported hepatitis B virus infection) would
have identified 24% of HCV-infected persons, with a spec-
ificity of nearly 100% (203 of 204) (42). Screening pa-
tients with 1 or more risk factors would have identified
94% of infected persons, with a specificity of 35%.

The 2004 USPSTF review (21) included a post hoc
analysis of National Hepatitis Screening Survey data that
found that screening using 1 of 3 risk factor models would
have identified 53% to 69% of HCV-infected persons
(43).

Potential Harms Associated With Screening
Three studies (n � 15 to 161) found diagnosis of

HCV infection associated with some negative effects on
psychological status, strain on spousal relationships, or
binge drinking, but these studies had important shortcom-
ings, including no control group of HCV-infected persons

unaware of their status, reliance on retrospective recall, and
poorly defined outcomes (44–46). A small, fair-quality
cross-sectional study (n � 34) included in the 2004
USPSTF review found that HCV-infected intravenous
drug users aware of their status reported worse quality of
life than those who were unaware (47) of their status.

One study of percutaneous liver biopsies (n � 2740)
in HCV-infected patients with compensated cirrhosis and
at least moderate fibrosis reported a 1.1% rate of serious
adverse events, most commonly bleeding or severe pain,
with no deaths (48). Two other small studies (n � 126 and
n � 166) included in the 2004 USPSTF review reported
no episodes of bleeding, perforation, or death after percu-
taneous liver biopsy in HCV-infected persons (49, 50).

In patients undergoing liver biopsy for various indica-
tions, large series (n � 1398 to 61 184) published since
2004 reported periprocedural mortality rates of 0% to
0.2% and major complications (primarily bleeding) in
0.3% to 1.0% (51–55), consistent with studies included in
the 2004 USPSTF review (56–62).

DISCUSSION

The evidence reviewed in this report is summarized in
Table 3. As in the 2004 USPSTF review (21), we found no
direct evidence on effects of HCV screening versus no
screening on clinical outcomes, or on the comparison of
clinical effects of alternative screening strategies. Retrospec-
tive studies found that screening strategies targeting multi-
ple risk factors were associated with sensitivities exceeding
90% and numbers needed to screen to identify 1 case of
HCV infection of less than 20 (38–41). More narrowly
targeted alternative screening strategies (such as screening
only persons with a history of injection drug use) were
associated with numbers needed to screen of less than 2,
but they missed up to two thirds of infected patients.

Although direct harms of screening seem minimal,
such harms as labeling, anxiety, and stigmatization remain
poorly studied and difficult to quantify (63–65). Harms of
biopsy include a risk for death of less than 0.2% and seri-
ous complications (primarily bleeding and severe pain) in
about 1% (48, 51–55). As detailed in our full report, non-
invasive tests have fair to good accuracy for diagnosing
fibrosis and good to excellent accuracy for diagnosing cir-
rhosis compared with liver biopsy (26). Although clinical
practice has evolved toward less routine use of liver biopsy
before antiviral therapy and the proportion of HCV-
infected patients undergoing liver biopsy has decreased
overall, no study reported the proportion of screen-
detected patients who undergo biopsy. Thus, it is difficult
to determine the magnitude of harms associated with liver
biopsy subsequent to screening.

In the absence of direct evidence on clinical outcomes
associated with screening, an indirect chain of evidence
showing the availability of accurate diagnostic tests and
effective treatments could link screening with improve-
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ments in clinical outcomes. The 2004 USPSTF review
found HCV antibody testing to be highly accurate (21).
Much of the benefits from screening are likely to be based
on the effectiveness of antiviral treatments, including newly
approved direct-acting antiviral agents, which are ad-
dressed in a separate review (27). Therefore, screening rec-
ommendations should be based on the evidence for screen-
ing and treatment in totality (27). Studies showing that
screening or subsequent interventions are associated with
decreased transmission risk could also significantly affect
estimates of potential benefits, but these are not yet avail-
able (26).

Our study has limitations. We excluded non–English-
language articles, which could result in language bias, al-

though we identified no non–English-language studies that
would have met inclusion criteria. We could not formally
assess for publication bias because of small numbers of
studies. We also excluded modeling studies, which might
be informative for understanding benefits and harms of
screening, given the challenges in conducting the large,
long-term studies needed to assess clinical outcomes asso-
ciated with screening. Available evidence regarding screen-
ing yield is derived from a few retrospective studies. High
or unreported proportions of potentially eligible patients in
these observational studies were not included in calcula-
tions of screening yield because of unknown HCV status.

The CDC recently recommended that all persons
born between 1945 and 1965 be screened for HCV infec-

Table 3. Summary of Evidence

Strength of
Evidence of
Findings From
2012 AHRQ
Report*

Studies Identified and
Participants

Overall
Quality

Consistency
(High, Moderate,
Low)

Directness
(Direct or
Indirect)

Precision
(High,
Moderate,
Low)

Summary of Findings

Does screening for HCV infection in nonpregnant adults without known abnormal liver enzymes reduce mortality and morbidity due to HCV, affect quality of
life, or reduce transmission of HCV?

No evidence No studies No studies No studies No studies No studies No study compared clinical outcomes between
individuals screened and not screened for
HCV infection.

What is the effectiveness of different risk- or prevalence-based methods for screening for HCV infection on clinical outcomes?
No evidence No studies No studies No studies No studies No studies No study compared clinical outcomes

associated with different risk- or
prevalence-based strategies for targeted
HCV screening.

What is the sensitivity and number needed to screen to identify 1 case of HCV infection of different risk- or prevalence-based methods for screening for HCV
infection?

Overall strength
of evidence:
low

5 studies (4 cross-sectional,
1 case–control)

8044 participants

Poor High Direct High Five studies found screening strategies that
targeted multiple risk factors were
associated with sensitivities of �90% and
numbers needed to screen to identify 1 case
of HCV infection of �20. More narrowly
targeted screening strategies were
associated with numbers needed to screen
of �2, but with the tradeoff of missing up
to two thirds of infected patients.

What are the harms associated with screening for HCV infection, including diagnostic liver biopsies?
Screening: overall

strength of
evidence: low

Screening: 5 studies
(1 cross-sectional,
3 intervention series,
and 1 controlled trial)

288 participants

Screening:
poor

Screening: unable
to assess
(assessed
different
outcomes)

Screening:
direct

Screening:
low

Screening: Five studies of patients with
diagnosis of HCV infection suggested
potential negative psychological and social
effects, but results are difficult to interpret
because of small sample sizes and
methodological shortcomings, including no
unscreened comparison group.

Liver biopsies:
overall strength
of evidence:
moderate

Liver biopsies: 6 studies
(intervention series)
88 587 participants

Liver
biopsies:
fair

Liver biopsies:
moderate

Liver
biopsies:
direct

Liver
biopsies:
moderate

Liver biopsies: One study (n � 2740) of
patients with chronic HCV infection and
compensated cirrhosis reported serious
adverse events in 1.1%, including 0.6%
serious bleeding episodes and 0.3% severe
pain, with no deaths. Five large (n �
1398–61 184) intervention series of
percutaneous liver biopsy for a variety of
conditions reported periprocedural mortality
in �0.2% and serious complications in
0.3%–1.0%.

AHRQ � Agency for Healthcare Research and Quality; HCV � hepatitis C virus.
* Additional questions are addressed in the full report (26). Questions related to prenatal screening are addressed in a separate article (28).
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tion, in addition to persons with risk factors for HCV
infection (25). The CDC based its recommendation on the
prevalence of patients with HCV infection in this birth
cohort (accounting for about three quarters of patients
with HCV infection in the United States), the high pro-
portion of patients with undiagnosed HCV infection, pro-
jected disease burden after several decades of infection, and
estimated benefits from antiviral treatments. Although
cost-effectiveness analyses suggest that the birth cohort
screening approach is highly cost-effective, no clinical data
are yet available (13). The CDC’s birth cohort approach
was not evaluated in the studies included in our review on
the yield of alternative screening strategies. Clinical studies
that prospectively evaluate the accuracy, yield, and out-
comes of alternative HCV screening strategies, including
the birth cohort approach, are needed.
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Appendix Figure. Summary of evidence search and selection.

Full-text articles assessed
for eligibility
(n = 366)†

Records screened
(n = 8127)

Studies included in synthesis (n = 16)†
Yield of targeted screening strategies: 5 studies
Harms of screening: 5 studies
Harms of diagnostic livery biopsy: 6 studies

Records after duplicates removed
(n = 8127)

Records excluded
(n = 7725)

Full-text articles
excluded (n = 200)

Records identified through
database searching other sources*

(n = 8283)

The flow diagram summarizes the search and selection of articles address-
ing the following key questions: 1. Does screening for hepatitis C virus
(HCV) infection in nonpregnant adults without known abnormal liver
enzymes reduce mortality and morbidity due to HCV, affect quality of
life, or reduce transmission of HCV? 2. What is the effectiveness of
different risk- or prevalence-based methods for screening for HCV infec-
tion on clinical outcomes? 3. What is the sensitivity and number needed
to screen to identify 1 case of HCV infection of different risk- or
prevalence-based methods for screening for HCV infection? 4. What are
the harms associated with screening for HCV infection, including diag-
nostic liver biopsies? Reproduced from reference 26.
* Includes hand searches and gray literature searches.
† The total number of studies included in the full report, which ad-
dresses additional key questions, is 166.
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