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Preventing tuberculosis (TB) infection from progressing to TB dis-
ease is essential for a comprehensive strategy for TB elimination.
Recent updates to international guidance underscore the benefits of
TB preventive treatment for household contacts of all ages [1]. How-
ever, data shows that approximately 80% of children under 5 years
and 99% of other household contacts eligible for preventive treatment
did not receive it in 2019 [2]. The COVID-19 pandemic has also
severely affected the delivery of TB services including decrease in
case finding and treatment disruption leading to a potential increase
in transmission. This further highlights the importance of preventive
treatment. Significant efforts are required globally to improve TB care
in line with this year's World TB Day’s theme, which is “The Clock is
Ticking.”

One high-stakes area that requires urgent attention is to expand
the delivery of TB preventive treatment for persons exposed at home
to drug-resistant tuberculosis (DR-TB) [3]. TB preventive treatment is
both effective and cost-effective in protecting these individuals from
avoidable illness and death [4]. DR-TB preventive treatment using a
fluoroquinolone-based regimen is estimated to afford about 65% pro-
tection [5]. Work from Pakistan and elsewhere has shown that DR-TB
preventive treatment is safe and can be successfully implemented in
a programmatic context [4�6]. However, the current standard of
treatment for many TB programs is close programmatic surveillance
of contacts of DR-TB patients without the use of preventive treat-
ment. Such surveillance may lead to earlier detection of those devel-
oping active TB disease. Still, it does not reduce the risk of becoming
sick with active TB disease. Failure to offer preventive treatment can
result in economic loss to individuals and the country if these con-
tacts develop TB, as many of them will.
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The currently recommended regimen for DR-TB preventive treat-
ment is a fluoroquinolone-based regimen, with evidence of effective-
ness [1,3�5]. However, hesitancy remains with regards to the use of
this regimen. One reason for this hesitancy is concern regarding the
safety of fluoroquinolone to children. The concerns stem from earlier
studies in animals and children showing musculoskeletal defects in
those exposed to the drug. However, a significant body of evidence
has shown fluoroquinolone use to be safe [7]. Still, these concerns
need to be addressed through continuing education for clinicians.
The institution of a robust pharmacovigilance framework and follow-
up for those starting TB preventive treatment can alleviate some of
these fears and build trust. On the research side, there is a need to
evaluate other regimens for TB preventive treatment, especially those
containing newer drugs such as bedaquiline and delaminid. There is
also a need for a shorter duration for DR-TB preventive treatment
coupled with evaluating other agents for disease treatment. Preven-
tive treatment for drug-susceptible TB with once-weekly isoniazid-
rifapentine regimen (3HP) shortened the duration and number of
doses dramatically— compared to six-month daily isoniazid— and
showed increased completion rates [8]. A one-month course of isoni-
azid-rifapentine (1HP) shows equal promise [9].

Another important area to consider is contacts initiating and com-
pleting treatment. The majority of the contacts are symptom-free
and generally well and hence do not wish to begin treatment, espe-
cially with a six-month daily regimen [5]. This is also a major factor
for discontinuation of treatment once started. It requires an enhanced
treatment-literacy campaign and psychosocial support and counsel-
ling for the contacts, which better communicates the benefits of pre-
ventive treatment [3].

The increasing evidence and WHO recommendation on the effec-
tiveness of DR-TB preventive treatment provides an opportunity for
policymakers at the national and international level to incorporate
DR-TB preventive treatment into all TB programs. Most TB programs
already contact trace the household contacts of DR-TB patients. Now
what is needed is the scale up of preventive treatment for contacts
free of TB disease. The first step towards this would be for national
programs to update their policies and guidelines to incorporate TB
preventive treatment for DR-TB. Currently only 20% (7/35) have DR-
TB preventive treatment options in their national policies [10]. Other
steps required to get programs ready to scale up DR-TB preventive
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treatment include updating existing recording and reporting tools,
estimating and providing the necessary human resources to the pro-
gram, synchronizing procurement and supply chain for preventive
treatment with DR-TB treatment supply management, and a robust
pharmacovigilance and treatment monitoring including adherence
monitoring infrastructure. High-quality interventions for the care of
persons exposed to TB, including DR-TB, need to be scaled up quickly
if we are to achieve the goal of TB elimination. ‘The clock is ticking,’
and we are on notice. It is time for the global TB community to up our
game to prevent lives lost from this preventable and curable disease.
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