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One size for everyone?
Standard duration:

6 months RIPE  (Drug Sen TB)

6 months RPE + moxi   (INH R)

6 months BPAL  (MDR TB)
6 months BPALM ( MDR TB)



One Size for everyone…

• Current TB Guidelines suggest 
Standard dose:
•  Rifampin/rifabutin/rifapentine
•  INH
•  Bedaquiline
•  Pretomanid
•  Linezolid
• Moxifloxacin 



How can we give each person what they 
really need?

Optimized dosing
Risk Stratified Care
PK/PD monitoring

Assessing clinical response
Assessing Patient wishes and life-style needs

Assessing immune response



Where we are with attempting to 
individualize care?

• Nurse Case Management – VDOT – patient-based therapy
• Assessment of co-morbid conditions, medications, lifestyle
• Informal provider-based assessment of extent of disease
• Serum Drug level monitoring
• Assessment of treatment response for treatment duration

• Clinical
• Bacteriological
• Radiographic 



Treatment Shortening:  Drug Susceptible TB Disease

• TB Trial Consortium Study 31
• 4 months of Rifapentine, INH, Moxifloxacin, PZA

• Shine Trial
• 4 months for drug susceptible, limited disease in children
• RIPE x 2; RI x 2



Treatment Shortening: MDR or RR TB

• BDQ, Pretomanid, Linezolid plus moxifloxacin (BPALM) x 6 months

• BDQ, Pretomanid, Linezolid (BPAL) x 6 months



With gratitude to Dr. Rada Savic for sharing her work a number of 
subsequent slides are hers or from her publications.

Stratified Care – Precision Medicine
Giving each patient what they need



Nov 2018





November 2021

Six item risk score successfully grouped participants into low, moderate and high-risk 
requiring treatment durations of 4, 6 and greater than 6 months to reach a target cure of 93% 

when receiving standard dose rifamycin containing regimens

With current “one –duration-fits-all approaches:
High risk groups have a 3.7-fold and a 4-fold higher hazard risk of unfavorable outcomes 

compared with low and moderate risk groups.

Four-month regimens were noninferior to the standard 6-month regimen in the low-risk group



Imperial et al, Am J Resp Crit Care Medicine, Nov 2021



Imperial et al, Am J Resp Crit Care Medicine, Nov 2021





Imperial et al, Am J Resp Crit Care Medicine, Nov 2021



Risk factors for unfavorable 
outcomes for TBTC Study 31: 
4-month RPT/INH/Moxi/PZA 
regimen

In RPT-Moxi regimen strongest driver 
of TB unfavorable outcome was low 
rifapentine exposure

Only other risk factors were markers 
of disease severity

     Xpert MTB RIF cycle threshold

     Extent of disease on baseline   CXR



Multivariable Hazard Ratios for TB Related Unfavorable Outcomes
Chang et al, Nature Communications October 2024

Xpert cycle
Less than or = 18 vs > 18

Better  ------------------ Worse





TB Endotypes
Distinct molecular profiles, with specific metabolic, epigenetic, transcriptional, and immune 

phenotypes.

Characterized by either immunodeficiency or pathologic excessive inflammation.



DiNardo et al, Medicine 2, March 2021



Where should research be going?
What does the TB Community Want?

• Safety    Efficacy

• Tolerability   Time
• Pill burden, side effects                 Duration, home time

One Size Does Not Fit All
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