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Preamble

The US Preventive Services Task Force (USPSTF) makes recommen-
dations about the effectiveness of specific preventive care services
for patients without obvious related signs or symptoms to improve
the health of people nationwide.

It bases its recommendations on the evidence of both the ben-
efits and harms of the service and an assessment of the balance.
The USPSTF does not consider the costs of providing a service in
this assessment.

The USPSTF recognizes that clinical decisions involve more con-
siderations than evidence alone. Clinicians should understand the
evidence but individualize decision-making to the specific patient or

IMPORTANCE In the US, tuberculosis remains an important preventable disease, including
active tuberculosis, which may be infectious, and latent tuberculosis infection (LTBI),
which is asymptomatic and not infectious but can later progress to active disease.
The precise prevalence rate of LTBI in the US is difficult to determine; however, estimated
prevalence is about 5.0%, or up to 13 million persons. Incidence of tuberculosis varies by
geography and living accommodations, suggesting an association with social determinants
of health.

OBJECTIVE To update its 2016 recommendation, the US Preventive Services Task Force
(USPSTF) commissioned a systematic review on LTBI screening and treatment in
asymptomatic adults seen in primary care, as well as the accuracy of LTBI screening tests.

POPULATION Asymptomatic adults 18 years or older at increased risk for tuberculosis.

EVIDENCE ASSESSMENT The USPSTF concludes with moderate certainty that there is a
moderate net benefit in preventing active tuberculosis disease by screening for LTBI in
persons at increased risk for tuberculosis infection.

RECOMMENDATION The USPSTF recommends screening for LTBI in populations at increased
risk. (B recommendation)

JAMA. 2023;329(17):1487-1494. doi:10.1001/jama.2023.4899

Editorial page 1457

Multimedia

Related article page 1495 and
JAMA Patient Page page 1526

Supplemental content

Related article at
jamanetworkopen.com

Author/Group Information: The
US Preventive Services Task Force
(USPSTF) members are listed at the
end of this article.

Corresponding Author: Carol M.
Mangione, MD, MSPH, David Geffen
School of Medicine, University of
California, Los Angeles, 10940
Wilshire Blvd, Ste 700, Los Angeles,
CA 90024 (chair@uspstf.net).

Asymptomatic adults at
increased risk of latent
tuberculosis infection (LTBI) B

The USPSTF recommends screening for LTBI in populations at
increased risk.

See the Assessment of Risk section for additional information
on adults at increased risk.

Population Recommendation Grade

USPSTF indicates US Preventive
Services Task Force.

Pathway to Benefit

To achieve the benefit of screening, it is important that persons
who screen positive for LTBI receive follow-up and treatment.
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situation. Similarly, the USPSTF notes that policy and coverage deci-
sions involve considerations in addition to the evidence of clinical
benefits and harms.

The USPSTF is committed to mitigating the health inequities
that prevent many people from fully benefiting from preventive ser-
vices. Systemic or structural racism results in policies and practices,
including health care delivery, that can lead to inequities in health.
The USPSTF recognizes that race, ethnicity, and gender are all social
rather than biological constructs. However, they are also often
important predictors of health risk. The USPSTF is committed to
helping reverse the negative impacts of systemic and structural rac-
ism, gender-based discrimination, bias, and other sources of health
inequities, and their effects on health, throughout its work.

Importance
In the US, tuberculosis remains an important preventable disease,
including active tuberculosis, which may be infectious, and latent
tuberculosis infection (LTBI), which is asymptomatic and not infec-
tious but can later progress to active disease. The precise preva-
lence rate of LTBI in the US is difficult to determine; however, esti-
mated prevalence is about 5.0%,1 or up to 13 million persons.2

Tuberculosis is spread through respiratory transmission. Approxi-
mately 30% of persons exposed to Mycobacterium tuberculosis will
develop LTBI3,4 and, if left untreated, approximately 5% to 10% of
healthy, immunocompetent persons will progress to having active
tuberculosis disease.5,6 Rates of progression may be higher in per-
sons with certain risk factors or medical conditions.

Tuberculosis disproportionately affects certain populations in the
US, including Asian, Black, Hispanic/Latino, Native American/Alaska
Native, and Native Hawaiian/Pacific Islander persons.7 Incidence
of tuberculosis varies by geography8 and living accommoda-
tions,9 suggesting an association with social determinants of
health.10 An effective strategy for reducing the transmission, mor-
bidity, and mortality of active tuberculosis disease is the identifica-
tion and treatment of LTBI.

USPSTF Assessment of Magnitude of Net Benefit
The US Preventive Services Task Force (USPSTF) concludes with
moderate certainty that there is a moderate net benefit in prevent-

ing active tuberculosis disease by screening for LTBI in persons at
increased risk for tuberculosis infection.

See the Table for more information on the USPSTF recommen-
dation rationale and assessment and the eFigure in the Supplement
for information on the recommendation grade. See the Figure for a
summary of the recommendation for clinicians. For more details on
the methods the USPSTF uses to determine the net benefit, see the
USPSTF Procedure Manual.11

Practice Considerations
Patient Population Under Consideration
This recommendation applies to asymptomatic adults 18 years or
older at increased risk for tuberculosis (see the Assessment of Risk
section for more information). It does not apply to adults with symp-
toms of tuberculosis or to children and adolescents.

Definitions
According to the Centers for Disease Control and Prevention
(CDC),12 latent tuberculosis infection or LTBI is an infection with
M tuberculosis in which the bacteria are alive but contained by
the immune system. Persons with LTBI have no apparent symp-
toms, do not feel sick, cannot spread tuberculosis to others, and
usually have a positive tuberculosis skin test result or positive
tuberculosis blood test reaction. Persons with LTBI may develop
tuberculosis disease if they do not receive treatment for LTBI.
Active tuberculosis or tuberculosis disease is an illness in which
tuberculosis bacteria are multiplying and attacking a part of the
body, usually the lungs. Tuberculosis disease may be symptomatic
(including weakness, weight loss, fever, no appetite, chills, sweat-
ing at night, bad cough, pain in the chest, or coughing up blood).
A person with tuberculosis disease may be infectious and spread
tuberculosis bacteria to others.

Assessment of Risk
Populations at increased risk for LTBI based on increased preva-
lence of active disease and increased risk of exposure include per-
sons who were born in, or are former residents of, countries with
high tuberculosis prevalence and persons who live in, or have lived
in, high-risk congregate settings (eg, homeless shelters or correc-
tional facilities). Clinicians can consult their local or state health
departments for more information about populations at increased

Table. Summary of USPSTF Rationale

Rationale Assessment
Detection The USPSTF found adequate evidence that the tuberculin skin test and interferon-gamma release assay are

accurate screening tests to detect LTBI.
Benefits of early detection and intervention
and treatment

• The USPSTF found no studies that evaluated the direct benefits of screening for LTBI.
• The USPSTF found adequate to convincing evidence that treatment of LTBI with regimens recommended by

the CDC decreases progression to active tuberculosis, resulting in a substantial magnitude of benefit.
• The USPSTF found adequate evidence to link screening for and treatment of LTBI to a substantial health

benefit in preventing active tuberculosis.
Harms of early detection and intervention
and treatment

• The USPSTF found no direct evidence on the harms of screening for LTBI.
• The USPSTF found adequate evidence that the magnitude of harms of treatment of LTBI with

CDC-recommended regimens is small. The primary harm of treatment is hepatotoxicity.
• The USPSTF found convincing evidence to link screening for and treatment of LTBI to a small magnitude of

harms, mainly hepatotoxicity.
USPSTF assessment The USPSTF concludes with moderate certainty that there is moderate net benefit in preventing progression to

active tuberculosis disease by screening for LTBI in persons at increased risk for tuberculosis infection.

Abbreviations: CDC, Centers for Disease Control and Prevention; LTBI, latent tuberculosis infection; USPSTF, US Preventive Services Task Force.
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risk in their community, since local demographic patterns may vary
across the US.

In 2020, 71.5% of all cases of active tuberculosis in the US oc-
curred among persons born outside the US.13 According to the CDC,
tuberculosis disease is common in most countries in Latin America,

the Caribbean, Africa, Asia, Eastern Europe, and Russia.14 In 2020,
among persons with new tuberculosis living in the US who were born
outside the US, the most common countries of birth were Mexico
(18.0%), the Philippines (12.5%), India (10.4%), Vietnam (8.2%),
and China (5.1%), accounting for 54.2% of total cases.15Most

Figure. Clinician Summary: Screening for Latent Tuberculosis Infection in Adults

What does the USPSTF
recommend?

For asymptomatic adults at increased risk of latent tuberculosis infection (LTBI):

To whom does this
recommendation apply?

What’s new?

How to implement this
recommendation?

The USPSTF recognizes that clinical decisions involve more considerations than evidence alone. Clinicians should understand the evidence but individualize
decision-making to the specific patient or situation.

This recommendation applies to asymptomatic adults 18 years or older at increased risk for tuberculosis (TB).
It does not apply to adults with symptoms of TB or to children and adolescents.

• This recommendation replaces and is consistent with the 2016 USPSTF recommendation on LTBI screening.
• In 2016, the USPSTF recommended screening for LTBI in populations at increased risk (B recommendation).

What additional
information should
clinicians know about
this recommendation?

• TB disproportionately affects Asian, Black, Hispanic/Latino, Native American/Alaska Native, and Native Hawaiian/Pacific
Islander persons. Incidence of TB varies by geography and living accommodations, suggesting an association with social
determinants of health.

• LTBI is an infection with M tuberculosis in which the bacteria are alive but contained by the immune system. Persons with
LTBI have no apparent symptoms, do not feel sick, cannot spread TB to others, and usually have a positive TB skin test result
or positive TB blood test reaction.

• Active TB or TB disease is an illness in which TB bacteria are multiplying and attacking a part of the body, usually the lungs.
TB disease may be symptomatic (including weakness, weight loss, fever, no appetite, chills, sweating at night, bad cough,
pain in the chest, or coughing up blood). A person with TB disease may be infectious and spread TB bacteria to others.

What are additional
tools and resources?

• The CDC offers expert medical consultation to US clinicians with questions about patients being evaluated for TB or LTBI
(https://www.cdc.gov/tb/education/tb_coe/default.htm).

• In addition, the CDC maintains several resources and continuing education activities on LTBI for clinicians
(https://www.cdc.gov/tb/education/provider_edmaterials.htm), a guide for primary health care clinicians
(https://www.cdc.gov/tb/publications/ltbi/pdf/LTBIbooklet508.pdf), and an online resource hub for information
about LTBI (https://www.cdc.gov/tb/publications/ltbi/ltbiresources.htm).

• Also, the CDC’s “Think.Test.Treat TB” campaign offers community and clinician information to help inform and guide
patient and clinician conversations and other LTBI communications (https://www.cdc.gov/thinktesttreattb/index.html).

• Populations at increased risk for LTBI, based on increased prevalence of active disease and increased risk of exposure, include
persons who were born in, or are former residents of, countries with high TB prevalence and persons who live in, or have lived
in, high-risk congregate settings (eg, homeless shelters or correctional facilities).

• Clinicians can consult their local or state health departments for more information about populations at increased risk in their
community, since local demographic patterns may vary across the US.

• Two types of screening tests for LTBI are currently available in the US: the tuberculin skin test (TST) and the interferon-gamma
release assay (IGRA).

° The TST requires trained personnel to administer intradermal purified protein derivative and interpret the response
48 to 72 hours later.

° The IGRA requires a single venous blood sample that measures the CD4 T-cell response to specific Mycobacterium
tuberculosis antigens and laboratory processing within 8 to 30 hours after collection.

° Testing with IGRA may have advantages over TST for persons who have received a BCG vaccination, as IGRA does not
cross-react with the vaccine, and for persons who may be unlikely to return for TST interpretation.

• The USPSTF found no evidence on the optimal frequency of screening for LTBI.
• In the absence of evidence, a reasonable approach is to repeat screening based on specific risk factors; screening frequency

could range from 1-time-only screening among persons at low risk for future TB exposure to annual screening among those
who are at continued risk of exposure.

• Additional examinations, diagnostics, and tests (ie, medical history, physical examination, chest radiograph, and other
laboratory tests) are essential to completing a diagnosis of LTBI.

• Current recommendations for the treatment of LTBI are available from the Centers for Disease Control and Prevention (CDC).

Why is this
recommendation
and topic important?

Approximately 30% of persons exposed to M tuberculosis will develop LTBI and, if left untreated, approximately
5% to 10% of healthy, immunocompetent persons will progress to having active TB disease.

Where to read the full
recommendation
statement?

Visit the USPSTF website (https://www.uspreventiveservicestaskforce.org/uspstf/) or the JAMA website
(https://jamanetwork.com/collections/44068/united-states-preventive-services-task-force) to read the full recommendation
statement. This includes more details on the rationale of the recommendation, including benefits and harms; supporting evidence;
and recommendations of others.

Screen for LTBI in populations at increased risk.
Grade: B
See “How to implement this recommendation” for additional information on adults at increased risk.
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of these cases are believed to be due to progression of latent infec-
tion to active tuberculosis disease rather than new transmission
within communities.16-21

Persons who live, or have lived, in high-risk congregate set-
tings also have a higher prevalence rate of active tuberculosis and
an increased risk for exposure. In 2020, 4.3% of tuberculosis dis-
ease cases diagnosed in persons 15 years or older occurred in per-
sons experiencing homelessness and 2.6% occurred in residents of
correctional facilities.22 It is estimated that persons experiencing
homelessness have an 11 times higher incidence of tuberculosis dis-
ease compared with persons who are not experiencing homeless-
ness (36 cases per 100 000 population vs 2.9 cases per 100 000
population, respectively, during 2011 to 2016).23

Other populations at increased risk for LTBI or progression to
active disease include persons who have immunosuppression
(eg, persons living with HIV, patients receiving immunosuppressive
medications such as chemotherapy or tumor necrosis factor inhibi-
tors, and patients who have received an organ transplant) and
patients with silicosis (a lung disease).9 However, given that
screening in these populations may be considered standard care as
part of disease management or indicated prior to the use of certain
medications, the USPSTF did not review evidence on screening in
these populations. Information on testing in these populations is
provided by other groups, such as the Office of AIDS Research at
the National Institutes of Health,24 and in a guideline issued jointly
by the American Thoracic Society, Infectious Diseases Society of
America, and CDC.25 Some evidence from observational studies
has explored the association between poorly controlled diabetes
and progression of LTBI to active disease. However, there is insuffi-
cient evidence on screening for and treatment of LTBI in persons
with diabetes for the USPSTF to make a separate recommendation
for this important population.9,26

Persons who are contacts of individuals with active tuberculo-
sis, health care workers, and workers in high-risk congregate set-
tings may also be at increased risk of exposure. Because screening
in these populations is conducted as part of public health or
employee health surveillance, the USPSTF did not review the evi-
dence in these populations. Clinicians seeking further information
about testing for tuberculosis in these populations can refer to
the Additional Tools and Resources and Recommendations of
Others sections.

Screening Tests
Two types of screening tests for LTBI are currently available in the
US: the tuberculin skin test (TST) and the interferon-gamma
release assay (IGRA). The TST requires trained personnel to admin-
ister intradermal purified protein derivative and interpret the
response 48 to 72 hours later.25,27 The IGRA requires a single
venous blood sample that measures the CD4 T-cell response to
specific M tuberculosis antigens and laboratory processing within 8
to 30 hours after collection. Three types of IGRA are currently
approved by the US Food and Drug Administration: T-SPOT.TB
(Oxford Immunotec Global), QuantiFERON-TB Gold In-Tube
(Qiagen), and QuantiFERON-Gold Plus (Qiagen).9,28

Diagnosis of LTBI is based on further clinical assessment of posi-
tive screening results and ruling out active tuberculosis. Consistent
with CDC guidelines, tuberculosis disease is diagnosed by medical
history, physical examination, chest radiograph, and other labora-

tory tests. These additional examinations, diagnostics, and tests are
essential to completing a diagnosis of LTBI.

Screening Intervals
The USPSTF found no evidence on the optimal frequency of screen-
ing for LTBI. In the absence of evidence, a reasonable approach is
to repeat screening based on specific risk factors; screening fre-
quency could range from 1-time only screening among persons at
low risk for future tuberculosis exposure to annual screening among
those at continued risk of exposure.

Treatment
Several antibiotics are available for the treatment of LTBI. Isoniazid
was the first medication shown to prevent progression to active tu-
berculosis; however, concerns about hepatotoxicity and drug resis-
tance resulting from low adherence with long courses of treatment
have prompted recommendations of shorter courses and that it be
used in combination with other medications such as rifapentine and
rifampin. Current recommendations for the treatment of LTBI are
available from the CDC.29

Implementation
Screening with the TST requires that patients return 48 to 72 hours
after administration of the skin test for interpretation of results. When
placing a TST, clinicians should plan with patients accordingly to en-
sure they can return in time and that the facility is able to interpret
the test results within the proper time frame.

Screening with an IGRA requires obtaining a single venous blood
sample, and patients do not need to return for interpretation of re-
sults. However, clinicians should be aware of processing require-
ments for blood samples and ensure that venous blood samples
are drawn and can reach the laboratory for processing within the
appropriate time frame (8 to 30 hours, depending on the test).
Consistent with CDC guidelines, testing with IGRA may have advan-
tages over TST for persons who have received a BCG vaccination,
because IGRA does not cross-react with the vaccine, and also for per-
sons who may be unlikely to return for TST interpretation.25

With the exception of twice-weekly isoniazid monotherapy,
CDC-recommended regimens can be self-administered, including
once-weekly combination therapy with isoniazid and rifapentine
taken for 3 months.30

Additional Tools and Resources
The CDC offers expert medical consultation to US clinicians with
questions about patients being evaluated for tuberculosis or LTBI
(https://www.cdc.gov/tb/education/tb_coe/default.htm). In addition,
the CDC maintains several resources and continuing education
activities on LTBI for clinicians (https://www.cdc.gov/tb/education/
provider_edmaterials.htm), a guide for primary health care clinicians
(https://www.cdc.gov/tb/publications/ltbi/pdf/LTBIbooklet508.
pdf), and an online resource hub for information about LTBI (https://
www.cdc.gov/tb/publications/ltbi/ltbiresources.htm). Also, the
CDC’s “Think.Test.Treat TB” campaign offers community and clinician
information to help inform and guide patient and clinician
conversations and other LTBI communications (https://www.cdc.
gov/thinktesttreattb/index.html). Partnerships between primary
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care clinicians, federally qualified health centers, and communities
at increased risk for LTBI and tuberculosis, as well as organizations
that serve these communities, are important tools for working
toward tuberculosis prevention and elimination.

Resources for tuberculosis screening of health care personnel
are also available (https://www.cdc.gov/tb/topic/infectioncontrol/
healthCarePersonnel-resources.htm).

Information on estimated tuberculosis burden by country is
available from the World Health Organization at its website (https://
worldhealthorg.shinyapps.io/tb_profiles/?_inputs_&entity_type=%
22country%22&lan=%22EN%22&iso2=%22AF%22) and through
its annual Global Tuberculosis Report (https://www.who.int/teams/
global-tuberculosis-programme/tb-reports/global-tuberculosis-
report-2022).

Guidelines for the prevention and treatment of opportunistic
infections in adults and adolescents with HIV are available through
HIV.gov (https://clinicalinfo.hiv.gov/en/guidelines/hiv-clinical-
guidelines-adult-and-adolescent-opportunistic-infections/
mycobacterium-0?view=full).

Update of Previous USPSTF Recommendation
This recommendation replaces the 2016 USPSTF recommenda-
tion on LTBI screening. In 2016, the USPSTF recommended screen-
ing for LTBI in populations at increased risk (B recommendation).31

The current recommendation is consistent with the 2016 USPSTF
recommendation.

Supporting Evidence
Scope of Review
The USPSTF commissioned a systematic evidence review9,28 to up-
date its 2016 recommendation on screening for LTBI. The review fo-
cused on the benefits and harms of LTBI screening and treatment
in asymptomatic adults seen in primary care, as well as the accu-
racy of LTBI screening tests. It did not include evidence on screen-
ing in persons for whom LTBI screening would be considered man-
agement of a specific condition (eg, persons living with HIV), public
health surveillance (ie, tracing contacts of persons with active tu-
berculosis disease), surveillance of employees working in high-risk
settings, or screening indicated prior to the use of specific immu-
nosuppressive medications.

Accuracy of Screening Tests
There is no direct test for the diagnosis of latent infection with
M tuberculosis. In the absence of a reference standard for detec-
tion of LTBI, screening test performance is based on detection of dis-
ease in persons with known active tuberculosis and nondetection
of disease in populations at low risk for the disease and presumed
not to have LTBI or active tuberculosis.

Currently available TST and IGRA screening tests are moder-
ately sensitive and highly specific for LTBI.9,28 The sensitivity and
specificity of TST depends on the threshold used to determine posi-
tivity. Using a threshold of 5-mm induration, the pooled sensitivity
of TST was 80% (12 studies; n = 1323) and the pooled specificity was
95% (3 studies; n = 5149).9,28 Using a threshold of 10-mm indura-

tion, the pooled sensitivity was 81% (15 studies; n = 1427) and the
pooled specificity was 98% (8 studies; n = 9604).9,28 Last, using a
threshold of 15-mm induration, the pooled sensitivity was 60% (9
studies; n = 1004) and the pooled specificity was 99% (10 studies;
n = 9563).9,28

For IGRA tests, pooled sensitivity of the T-SPOT.TB test was 90%
(37 studies; n = 5367) and pooled specificity ranged from 95% to
97% (2 studies; n = 1664).9,28 For QFT-GIT, pooled sensitivity was
81% (48 studies; n = 7055) and pooled specificity was 99% (3 stud-
ies; n = 2090).9,28 For QFT-Gold Plus, pooled sensitivity was 89%
(11 studies; n = 939) and specificity was 98%, based on a single study
(n = 211).9,28 No eligible studies reported on the accuracy of sequen-
tial testing (TST followed by IGRA or IGRA followed by TST).

Additional studies reporting on the reliability of TST and IGRA
screening tests suggest moderate to substantial agreement be-
tween 2 observers.9 Interrater reliability was higher for IGRA and var-
ied by whether results were read manually or by automation.9

Benefits of Early Detection and Treatment
The USPSTF identified no randomized clinical trials that directly
compared the benefits on health outcomes of LTBI-screened popu-
lations compared with unscreened populations. The International
Union Against Tuberculosis (IUAT) trial,32 a randomized clinical trial
of LTBI treatment published in 1982, compared isoniazid with pla-
cebo in 27 830 European adults with fibrotic pulmonary lesions
(but not active tuberculosis). Treatment with isoniazid (300 mg
daily for 24 weeks) was associated with a decreased risk of devel-
oping active tuberculosis (relative risk [RR], 0.35 [95% CI, 0.24-
0.52]), which translates to a number needed to treat of 112. The
IUAT trial also suggested a potential reduction of risk of death from
tuberculosis at 5 years with isoniazid treatment (RR, 0.14 [95% CI,
0.01-2.78]).

More recent comparative effectiveness trials have compared
other treatment regimens with isoniazid alone to establish the
noninferiority of other regimens in asymptomatic persons with
positive TST or IGRA results.9 Two clinical trials compared treat-
ment of LTBI with rifampin vs isoniazid (n = 6910)9,28,33,34: 8 vs 9
participants developed active tuberculosis in the rifampin group
vs isoniazid group, and there were 22 deaths (all-cause mortality)
in the rifampin group compared with 15 deaths in the isoniazid
group. Two clinical trials (n = 7149) have compared treatment of
LTBI with rifapentine plus isoniazid vs isoniazid alone9,28,35,36: 30
vs 34 deaths (all-cause mortality) in rifapentine plus isoniazid vs
isoniazid-alone groups were reported across both studies, and 1
trial (n = 6886)35 reported 5 vs 10 cases of subsequent active
tuberculosis in the rifapentine plus isoniazid group vs isoniazid-
alone group. None of the treatment studies reported on transmis-
sion rates of tuberculosis.

Harms of Screening and Treatment
The USPSTF identified no studies that directly reported on the harms
of screening. Potential hypothesized harms of screening include
stigma associated with screening and diagnostic workup, as well as
treatment of false-positive results. The IUAT trial reported on harms
of treatment of LTBI with isoniazid compared with placebo.32,37

An increased risk of hepatoxicity with isoniazid (300 mg for 24 weeks
of treatment) was reported in the IUAT trial (RR, 4.59 [95% CI,
2.03-10.39]), translating to a number needed to harm of 279.
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Deaths due to hepatoxicity were rare; increased risk of death
from hepatotoxicity was reported with an RR of 2.35 (95% CI, 0.12-
45.46), translating to a number needed to harm of 6947. There
was also a greater risk of treatment discontinuation because of ad-
verse events reported with isoniazid (RR, 1.50 [95% CI, 1.18-1.89])
and a greater risk of gastrointestinal adverse events (RR, 1.33 [95%
CI, 1.01-1.75]).

More recent trials have evaluated whether other treatment regi-
mens, including lower doses or shorter durations of isoniazid in com-
bination with other medications, may be associated with lower risk
of hepatotoxicity. Meta-analysis of 3 trials (n = 7339) that compared
isoniazid vs rifampin found a higher pooled RR of hepatotoxicity with
isoniazid (pooled RR, 4.22 [95% CI, 2.21-8.06])9,28,33,34,38,39; deaths
from hepatotoxicity were not reported in any treatment groups. Two
trials reported on harms of rifapentine plus isoniazid vs isoniazid
alone.9,28,35,36,40 The PREVENT TB study (n = 7731)35 reported a sta-
tistically nonsignificant difference in grade 3 or 4 hepatotoxicity be-
tween participants receiving rifapentine plus isoniazid and those tak-
ing isoniazid alone (RR, 0.90 [95% CI, 0.75-1.08]); post hoc analyses
showed a smaller number of cases of hepatotoxicity attributable to
the study drug in the rifapentine plus isoniazid group compared with
the isoniazid-alone group (RR, 0.16 [95% CI, 0.10-0.28]).40 The sec-
ond trial (n = 263)36 reported a statistically nonsignificant de-
creased risk of clinically relevant hepatoxicity in the rifapentine plus
isoniazid group compared with the isoniazid-alone group (RR, 0.28
[95% CI, 0.06-1.34]); no deaths due to hepatoxicity were reported
in either treatment group.

Recent trials also reported on discontinuation due to adverse
events. There was a statistically nonsignificant increase in discontinu-
ation due to adverse events in a meta-analysis of 3 trials of isoniazid
vs rifampin (pooled RR, 2.25 [95% CI, 0.90-5.59]; 3 trials; n = 7339).
Both the PREVENT TB study and a second trial of participants receiv-
ing rifapentine plus isoniazid vs isoniazid alone reported increased dis-
continuation due to adverse events in study participants in the rifa-
pentine plus isoniazid group compared with isoniazid alone; however,
this was statistically significant in only 1 trial.9,28 Overall, study re-
ports of gastrointestinal adverse events other than hepatotoxicity
were heterogeneous, with mixed results.9,28

Response to Public Comment
A draft version of this recommendation statement was posted for
public comment on the USPSTF website from November 22, 2022,
to December 27, 2022. Most commenters agreed with the conclu-
sions of the USPSTF. Several commenters requested that the
USPSTF highlight that TST and IGRA screening tests should not be
used to screen for active tuberculosis and that in certain scenarios,
IGRA may have advantages over TST. In response, the USPSTF
added information to make clear that clinical assessment, physical
examination, and diagnostic workup are necessary for the diagno-

sis of LTBI. The USPSTF also clarified scenarios in which IGRA could
be preferable to TST. Other commenters sought additional infor-
mation on persons at increased risk for LTBI or requested that the
USPSTF identify additional populations at increased risk for LTBI in
the recommendation. The USPSTF outlined evidence of persons at
increased risk in the Assessment of Risk section of the recommen-
dation. Given regional variations in the local populations consid-
ered at increased risk for tuberculosis, clinicians may consult their
local or state public health agency for additional details on specific
populations at increased risk in their community. Last, the USPSTF
added clarifications to the Practice Considerations section and
materials to the Additional Tools and Resources section to assist
and guide clinicians in screening for and treatment of LTBI, as well
as the need for community partnerships to prevent and eliminate
LTBI and tuberculosis.

Research Needs and Gaps
More research is needed on the following.
• Although risk factors for active tuberculosis disease are well de-

scribed, studies are needed on the accuracy of risk assessment tools
to help clinicians identify who is at increased risk for LTBI and who
should receive screening.

• Evidence is needed to inform which populations should receive re-
peat screening for LTBI and how frequently.

• More research is needed to inform which screening strategies are
more effective for specific patient populations.

Recommendations of Others
The CDC, together with the American Thoracic Society and the In-
fectious Diseases Society of America, recommends screening for LTBI
to identify persons who may benefit from treatment before pro-
gression to active tuberculosis infection.25,41 Joint guidelines from
the American Academy of Pediatrics and American College of
Obstetricians and Gynecologists recommend screening for latent tu-
berculosis in early pregnancy for women at high risk for tuberculo-
sis, including those with recent tuberculosis exposure, HIV infec-
tion, risk factors increasing risk of progression to active disease (such
as diabetes, lupus, cancer, alcoholism, and drug addiction), use of
immune-suppressing drugs such as tumor necrosis factor inhibi-
tors or chronic steroids, kidney failure with dialysis, homelessness,
living or working in long-term care facilities such as nursing homes
and prisons, being medically underserved, and being born in a coun-
try with high prevalence of tuberculosis.42 The American Academy
of Family Physicians supports the 2016 USPSTF recommendation
on screening for LTBI.43
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