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TUBERCULOSIS
Tuberculosis (TB) today rivals HIV/AIDS as the leading cause of death from infectious diseases. The number of TB patients has never been higher than today and the growing proportion of drug-resistant TB is
threatening control strategies.
Global health control strategies, defined as resistant to at least rifampicin and
isoniazid (two out of the four components of the gold standard treatment), is
especially threatening tuberculosis control in many countries with approximately 480 000 new cases globally in 2015. Moreover, the incidence of extensively
drug-resistant TB (XDR-TB), defined as MDR-TB plus resistance to at least one of
the currently used second-line injectable drug and fluoroquinolones, is presently
at around 10% of MDR-TB patients and has now been reported in 105 countries.1
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According to WHO recommendations, MDR-TB patients
should use prolonged antimicrobial treatment for at least 20 months, including a
minimum of four drugs that may be effective.2
In the case of XDR-TB, treatment should include a minimum of five drugs to stand a
minimal chance to survive the infection.3 Given the increasing incidence of MDR- and
XDR-cases worldwide, new effective drugs are urgently needed to be incorporated
into new combination therapies that can shorten treatment and improve outcomes.

OBJECTIVE

The anTBiotic consortium aims to fuel the long-term TB clinical pipeline while immediately
offering new options to clinicians when confronted with multidrug-resistant TB.
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CONCEPT AND METHODOLOGY
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The consortium will undertake three work streams focusing on:

O
NE
The progression to Phase IIa
clinical studies of a first-inclass, low-dose oxaborole
drug candidate, currently undergoing First Time In Human
(FTIH) clinical evaluation.

T
WO
The repurposing for TB chemotherapy of a dose-optimised
combination of β-lactams and
amoxicillin-clavulanate, founded on the positive proof of
concept generated with FP7
and EDCTP funding.

TH
REE
An explorative rescue regimen
for untreatable patients with
extensively drug-resistant
(XDR)-TB.

The project will also apply in silico modelling which will aim at finding
optimal dosing and prevent relapse, and will explore new biomarkers
that reflect the early therapy-induced immunological and bacteriological changes. This could lead to improved treatment monitoring,
better and earlier prediction of treatment response and a better
classification of difficult to treat patients demanding longer treatment
than those responding positively to shorter regimens.

EXPECTED RESULTS
The expected project outputs are:
A novel anti-TB chemical entity to be further progressed to Phase IIb and III clinical trials towards a
new approved TB drug.
New drug regimen options for the treatment of MDR/XDR-TB with agents that are presently out of
patent protection and available in the market (meropenem or ertapenem and amoxicillin/clavulanate).
Open the door to the reinstatement for TB treatment of a pivotal TB drug (rifampicin).
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EXPECTED IMPACTS
This project will contribute to address major challenges and needs identified for TB treatment, namely:
Addressing drug resistance that compromises the effectiveness of first-line and also second-line antituberculars drugs. Those drugs are typically less effective, more toxic, costly, and requiring painful injections,
which causes problems of compliance and foster the emergence of XDR-TB.
Contributing to treatment shortening to facilitate compliance of the main goals pursued by major TB
stakeholders (WHO, TB Alliance, Stop TB Partnership, etc).
Providing new drugs for new combination therapies, as regimens for TB treatment must contain multiple drugs (3 or more) to avoid the selection of resistance.
Developing innovative tools that improve the TB clinical practice.
Contributing to ending the TB epidemic by 2030, which is one of the
targets under Goal 3 of the Sustainable Development Goals (SDGs)
approved by the General Assembly of the United Nations in September 2015.
Making best use of the limited funding, which is one the main obstacles for TB drug development in an area of uncertain/null return of
investment for developers, added to the usual high attrition rates
suffered in the anti-infectives drug development.
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