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Pediatric TB therapeutics research: Framework
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DR-TB: More rapid pediatric 
development of new TB drugs



Timelines for Pediatric TB Research 
& Development Remain Too Long
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Delayed opening of pediatric trials Slow implementation of pediatric trials

Limited pressure/incentive for timely pediatric development

Lack of technical expertise in childhood TB trial design 

among sponsors/manufacturers

Sub-optimal trial design

Insufficient trial sites/infrastructure

Inefficient, fragmented processes with stand-alone studies





Potential strategy: CHEETA
• CHEETA = Chasing Expedited and Equitable Treatment Access for 

Children
• Platform trial using a master protocol to implement phase I/II pediatric trials 

of PK, dose, safety of TB drugs in children
• Hyper-focused on advancing investigations of new TB compounds
• Supra-network initiative, increase opportunities overall in this space

• Cross-cutting solution to current challenges: limit barriers to timely 
peds development, optimal design, increase site capacity, limit 
inefficiencies

• CHEETA Task Force – Seed funding, WHO’s GAPf (Garcia-Prats, 
McKenna, TAG)
• Map trial site capacity globally, focus high DR-TB burden settings
• Engage with current industry partners with compounds in phase II 

development
• Develop full funding proposal, protocol, and seek funding for trial, site 

development



DS-TB: Further 
shortening treatment



SHINE Trial

Rationale • Children have paucibacillary, less severe PTB than adults

• May be successfully treated with shorter, less intense regimens 

than adults

SHINE TB Trial • Open-label phase 3 randomized controlled non-inferiority trial of 4 

vs 6 m of standard first-line TB treatment in children <16y with 

non-severe TB

• N=1204, 16 vs 18 study endpoints (death, LTFU, failure, 

recurrence) for 4 vs 6 month

• Main results – 4 months non-inferior to 6 months

• WHO recommendation 2022

Future considerations • Can treatment be shortened further?  Very likely yes.



Challenges with further treatment shortening 
in children

Standard of care duration: 16 wks

Optimal duration: 8 wks
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Challenge 1: Design

• Phase 3 non-inf trial, short arm vs SOC

• Large (~1200 pts), long (5+ years), costly, 

complex to manage across multiple sites in 

resource-limited settings

• Outcome – relapse-free cure

Challenge 2: Selecting duration

• High-risk given large investment if 

“wrong”

• Too long: trial “successful” but failed 

to reduce as much as possible

• Too short: trial “unsuccessful”, no 

shortening achieved, risk to pts

• Little a priori data to inform duration 

selection: cannot extrapolate from 

adults, no good pre-clinical models



Duration randomization trial

• Challenges:  Deciding on minimal duration, acceptability 

frontier, handling different disease severity, regimen, minimizing 

risk for participants

• Progress:  Concept for phase II study in children with DS-TB 

(REDUCE) developed; select duration for definitive phase 3 trial
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