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Pediatric TB therapeutics research: Framework
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Immediate priorities
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IMPAACT 2020: 6-month all-oral regimens

for children with RR/MDR-TB
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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




2022 Global New TB Drug Pipeline’

Discovery

Preclinical Development

1

Clinical Development

— Regulatory
A D—'—-— Phase 1 Phase 2 Phase 3 Market
Optimization BRI / Approvals
. Results Reported /
PanD inhibitors JSF-3285* FNDR-20081* BVL-GSK098*| Delpazolid Expected in 2022
Indazole sulfonamides
Diarylthiazoles MPL-446, 447* TB-47* GSK-286* Sutezolid TB Practecal
DprE1 Inhibitors .
Direct InhA Inhibitors CPZEN-45* GSK-839* TBAJ-587 Sudapyridine (WX-081 ZeNix Bedaquiline*
Mtb
metaboliam NTB-3119*  OTB-658 TBAJ-876 BTZ-043* Simplici T8
acrolides - i
:Ycobacterial Gyrase T2v-5-84 Sanfetrinem TBI-223 TBA-7371* (- month regimen)
Inhibitors MBX-4888A . Truncate TB
Arylsulfonamides 1810)* Macozinone™| OPC-167832* (2-month regimens)
ihibitorsof Mmpts,  \ToL0) (PBTZ-169)
Translocase-1, Clp, ' ENDR-10045* GSK-656* (070) STREAM 2
PKS13, F-ATP synthase erifazimine . Underline = updates
Oxazolidinones FNDR-20364% (TBI-166) 5Q-109 Telacebec™ Mber 2021
SPR720*
*New chemical class. Known chemical classes for any indication are color coded: fluoroquinolene, rifam&am"“""‘"“" 44'_, inoline,

é% WORKING GROUP

® ON NEW TB DRUGS

benzothiazinone, imidazopyridine amide, beta-lactam.

1 New Molecular Entities not yet approved, being developed for TB or only conditionally approved for TB. Showing most advanced stage reported for each.

Details for projects listed can be found at http://www.newtbdrugs.org/pipeline/clinical

Ongoing projects without a lead compound series identified: http:

www.newtbdrugs.org

www.newtbdrugs.org/pipeline/discove

Updated: March 2022



Potential strategy: CHEETA

. &I;I_II%ETA = Chasing Expedited and Equitable Treatment Access for
ildren

 Platform trial using a master protocol to implement phase I/ll 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
pecllrs_ 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 |l
development
» Develop full funding proposal, protocol, and seek funding for trial, site
development
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DS-TB: Further

shortening treatment



Rationale
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Shorter Treatment for Nonsevere Tuberculosis in African
Children

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

Duratier—+-68WKS

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

* OQutcome - relapse-free cure

Optimal duration: 8 wks

Challenge 2: Selecting duration

Standard of care duration: 16 wks

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
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Duration randomization trial

Duration-Response Curve
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* Challenges: Deciding on minimal duration, acceptability
frontier, handling different disease severity, regimen, minimizing | ‘
risk for participants 8 10 12 14 16 18 20

* Progress: Concept for phase Il study in children with DS-TB
(REDUCE) developed; select duration for definitive phase 3 trial
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Duration
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