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RATIONALE FOR IMPROVED TREATMENT PARADIGM
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• Issues with current standard of care
/ Too long

• 6 months duration  ↑ loss to follow-up

/ Too toxic
• Hepatitis, neuropathy, eye toxicity, skin reaction, 

joint pains

/ Too many drug interactions
• Most important: Hormonal contraceptives and HIV 

antiretrovirals

• Current DS TB treatment success 
rates stagnant for years

• Standards of MDR TB treatment 
changing rapidly but still long & toxic

RATIONALE FOR NOVEL REGIMENS
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OPTIMAL TARGET REGIMEN PROFILE
ENABLE “TEST AND TREAT” PARADIGM

TPP Criteria Hypothesis

Pan TB No DST required; fewer patients lost to system after diagnosis

Shorter ≤ 3 months  improves adherence  improves outcomes  less transmission

Safe No baseline/ongoing safety monitoring; well tolerated  improves adherence

Simpler All Oral (no injectables), QD administration,  no DDIs to manage

Efficacy Short, forgiving regimen non-inferior to SoC to minimize efficacy – effectiveness gap

Affordable Low barrier to uptake
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The TB Drug Accelerator
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PAN-TB Collaboration 

Funded 
by BMGF and 
clinical  
studies to 
be conducted 
by Gates MRI

4

Focused on achieving Pan-TB Target Regimen Profile
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NEW TB VACCINES ARE NEEDED TO ACCELERATE THE END OF THE 
TB EPIDEMIC

WHO priority targets: 

1. Developing a safe, effective and affordable TB vaccine for adolescents 
and adults 

• Immunization for Prevention Of active pulmonary TB Disease (POD)

• Prevention Of Mtb Infection (POI) if relationship btw. POI and POD can be 
established

2. Developing an affordable TB vaccine for neonates and infants with 
improved safety and efficacy as compared to BCG 

• Prevention of TB disease, including severe, disseminated TB, TB 
meningitis and pulmonary TB, in infants and young children

3. Therapeutic Vaccines

• Protection against TB recurrence, following initial cure

• Increase the proportion of cure at end of drug treatment



GLOBAL CLINICAL PIPELINE OF CANDIDATE TB VACCINES

Phase 3Phase 2bPhase 2aPhase 1

MTBVAC 
Biofabri, TBVI, Zaragoza, 

Aeras/IAVI

AdHu5Ag85A
McMaster, CanSino

ChAdOx185A/MVA85A
(ID/IM/Aerosol)

Univ of Oxford

TB/FLU-04L
RIBSP

DAR-901
Dartmouth, GHIT

RUTI
Archivel Farma, S.L

H56: IC31®

SSI, Valneva, IAVI

M72/AS01E
GSK, IAVI, Gates MRI

Viral Vector
Protein / Adjuvant
Mycobacterial – Killed or Lysate

Mycobacterial – Live attenuated

BCG Revaccination
Gates MRI

Working Group on New Vaccines

POI
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(LTBI+)
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POR

VPM 1002
SIIPL/VPM

POD  
(HHC)

Immuvac
Cadila, ICMR 

POD  
(HHC)

AEC/BC02
Anhui Zhifei Longcom

POI

POI Prevention of Infection;
POSI Prevention of sustained infection
POD Prevention of Disease;
POR Prevention of Recurrence; 
HHC Household Contact(s)
LTBI+ TST+ or IGRA+

GamTBvac
MoH Russia

ID93 + GLA-SE
IDRI, WT, Quartis

POR

POI

POR

Information as reported by sponsors



BCG REVACCINATION OF ADOLESCENTS FOR POSI
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Aeras C-040-404 trial: 330 participants per group

• BCG Revaccination is associated with 45%: 
reduction in sustained IGRA conversion

Nemes et al, NEJM 2018, DOI: 10.1056/NEJMoa1714021
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Months until sustained conversion

Gates MRI BCG ReVax trial

• Randomized, controlled, observer-blind Phase 2b trial

• 1,800 IGRA-negative participants 10-18 years of age 
are randomized 1:1 to receive BCG or placebo

• Follow-up for 48 months with biannual IGRA test & 
post- conversion evaluation

• Primary objective: To demonstrate the efficacy of BCG 
revaccination against sustained Mtb infection 

• Event-triggered analysis once 118 cases are observed

• Other objectives (selected):
/ Evaluate safety & reactogenicity

/ Evaluate durability of efficacy

/ Explore and/or develop candidate correlates of risk (CoRs) 
and correlates of protection (CoPs)

ClinicalTrials.gov NCT04152161

https://doi.org/10.1056/nejmoa1714021
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• Vaccine Efficacy (VE) 49.7% (95% CI 2.1 to 74.2%)
• Acceptable safety profile

DOI: 10.1056/NEJMoa1803484 & DOI: 10.1056/NEJMoa1909953 

M72/AS01E & PREVENTION OF TB DISEASE
PHASE 2B TRIAL IN A IGRA-POSITIVE POPULATION

https://doi.org/10.1056/nejmoa1803484
https://doi.org/10.1056/nejmoa1909953


M72/AS01E PRODUCT DEVELOPMENT
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Gates MRI obtained a commercial license from GSK to enable continued development and potential use in LMICs

CMC

• Process development

• Scale up manufacturing 
for Phase 3 & 
commercial supply

• Develop release 
assays

• Develop look-alike 
placebo

• Status: Work ongoing, 
Phase 3 material 
release expected in 
late 2022

Phase 2 trial in PLHIV

• Goal: enable inclusion 
of PLHIV in pivotal 
Phase 3 trial

• Randomized, controlled, 
observer-blind Phase 2 
trial in 400 PLHIV 16-
35 yoa in South Africa

• Status: Enrolment 
completed in July 2021

Epi study & capacity

• Goal: Identify clinical trial 
sites with very high 
incidence of TB and build 
Phase 3 capacity where 
needed

• Enrol 8,000 participants 
15-34 years of age at 50 
sites in 12 to 15 countries

• Determine IGRA positivity 
by site by age at baseline 
and conduct active & 
enhanced passive TB 
surveillance, switch to 
Phase 3 asap

• Status: Enrolment start in 
Q1 2022

Phase 3 VE trial

• Goal: Demonstrate VE for 
POD & support licensure 
irrespective of IGRA status, 
incl. PLHIV  

• Global study in Africa, Asia 
and LatAm

• Up to 20,000 participants, 
incl. PLHIV and IGRA-
negative participants

• Intended first dossier 
submission in South Africa

• Status: Enrolment start in 
2023



• After COVID-19 is (hopefully) brought under control, TB will return to being the largest infectious 
disease cause of global mortality.

• The ongoing response against COVID has demonstrated the importance of focused political 
commitment/coordination, and enhanced funding to address the challenges.

• The technical/scientific “substrates” for improved and impactful TB therapies and vaccines exist.  Their 
continued development requires (minimally) the same level of global engagement and funding as that 
for the COVID response.
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Perspectives
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