
Investigational Three-Month TB
Regimen Is Safe but Ineffective
Shorter treatment is needed to curb tuberculosis, a leading killer of people living with HIV.

July 11, 2023 By National Institutes of Health

The first clinical trial of a three-month tuberculosis (TB) treatment regimen is closing enrollment
because of a high rate of unfavorable outcomes with the investigational course of treatment.

AIDS Clinical Trials Group 5362, also known as the CLO-FAST trial, sought to evaluate the safety
and efficacy of a three-month clofazimine- and high-dose rifapentine-containing regimen.

An interim data analysis showed that participants taking the investigational regimen experienced
ongoing or recurring TB at rates above thresholds set in the study protocol. Based on these
findings, the study’s independent Data Safety and Monitoring Board (DSMB) recommended closing
enrollment and modifying the treatment and follow-up of participants who received the
investigational regimen to optimize outcomes. The National Institute of Allergy and Infectious
Diseases (NIAID), part of the National Institutes of Health, accepted the DSMB recommendations.
Participants are being notified of the findings and analyses of the study data are ongoing.

The daily regimen evaluated in CLO-FAST consisted of eight weeks of clofazimine (a 300 mg two-
week loading dose followed by 100 mg for six weeks), high-dose rifapentine (1200 mg), isoniazid,
pyrazinamide and ethambutol (PHZEC), followed by five weeks of clofazimine (100 mg) with
rifapentine, isoniazid and pyrazinamide (PHZC).

Participants were randomly assigned to receive either the investigational regimen or six-month
standard-of-care treatment, or to participate in a sub-study focused on the investigational
regimen’s pharmacokinetics (i.e., the way the body distributes, absorbs, metabolizes and excretes
drugs).

The trial began enrollment in November 2021 and had enrolled 104 of 185 planned adult
participants at sites in Haiti, India, Malawi, South Africa and Zimbabwe at the time of the interim
analysis.

While the investigational regimen did not meet study efficacy criteria, the DSMB determined there
were no safety concerns with the drugs. In alignment with DSMB recommendations, participants
randomized to receive the investigational regimen will complete the full three-months of

https://clinicaltrials.gov/ct2/show/NCT04311502


treatment as planned, then take an additional three months of rifampin and isoniazid. Follow up of
participants in the investigational arm will be extended from 65 weeks to 117 weeks. Participants
who already successfully completed the investigational regimen will be monitored closely to
confirm they remain free of TB and will receive full standard treatment as indicated.

The World Health Organization estimates that 10.6 million people fell ill with TB in 2021, and 1.6
million people died—the first increase in those estimates in more than a decade. The Centers for
Disease Control and Prevention estimates that approximately 13 million people in the United
States live with latent TB infection—during which TB bacteria remain alive, but inactive—and 8,300
TB cases were reported nationwide in 2022. Identifying shorter TB treatment regimens is crucial
for limiting the spread of infection, reducing drug resistance, improving quality of life for people
with TB disease, and reducing demands on health systems worldwide.

The interim results of the CLO-FAST trial do not support advancing this specific regimen for further
evaluation, but the study data will provide essential evidence to inform TB science. NIAID
continues to prioritize research to advance TB treatment, including evaluating new drug
combinations to simplify or shorten treatment duration. NIAID and the A5362 study team express
deep gratitude to the study sites and participants who took part in the CLO-FAST trial.

This news release was published by the National Institutes of Health on July 5, 2023.
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