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Introduction

Tuberculosis remains the leading infective cause of death
worldwide. Progress towards elimination is slower than
required to meet targets. A quarter of the global population is
estimated to have TB infection (TBI), a large reservoir from
which future TB disease (TBD) may arise. The World Health
Organization (WHO) elimination goals expand tuberculosis
preventative therapy (TPT) for high-risk groups but the
majority of TBD does not arise in this population and
expanding TPT to the general community may be needed to
achieved elimination.

Objectives

This scoping review explored barriers and enablers to
implementing 3 months of weekly rifapentine and isoniazid
(3HP) in a community-wide settings of moderate- and high-TB
incidence countries, to inform a cluster-randomised trial of
universal testing and treatment in Ca Mau Province, Vietnam.
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Methods

We searched databases till 1 October 2025 for quantitative,
cost-effectiveness studies and qualitative studies on 3HP. Data
on adherence, adverse events and cost were extracted and
summarised descriptively. Sixty studies were included.

Results

3HP consistently achieved higher completion than longer
regimens due to shorter duration and low serious adverse
events, supporting suitability across diverse groups (PLHIV,
household contacts, children, those with comorbidities) and
high-turnover settings. Enablers included clinic efficiency,
fixed-doses, family reminders and provider education.
Barriers included adverse events (especially hypersensitivity),
costs (drugs, DOTs, travel, medical care for adverse events),
system gaps, provider workload, knowledge gaps, stigma and
competing patient priorities.

Enablers Identified in Studies of 3HP
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The findings of the scoping review show that the high efficacy and completion rate is not sufficient to justify scale up of 3HP
implementation for use in a community setting. This scale up would require mitigation of adverse events, especially serious adverse
events, through patient screening and monitoring. Also, the substantial heterogeneity in rates of hypersensitivity reaction between
populations suggests that 3HP implementation strategies would need to be adapted to local epidemiological and population

characteristics.
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