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INTRODUCTION

METHODOLOGY

Prevalence: >2 billi.on people. Wild type and Cyt-bd overexpressed M tuberculosis, M bovis, M smegmatis
around the 910b§ |.nfected with TB were used to test the anti-mycobacterial properties of ND-011992,
and causes 1.4 million death/year’ Q%“i@“g@ individually and in combination with Bedaquiline, at various levels with the
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Focus 1: Discovery and * Followw.\g that, in VIVC? studies were also dor.we o.n mouse.n.\odel.s N orc.ier to
characterization of a molecule - 0203 . determine .the effectlven.ess of the drugs in ?/IVO.COHdItIOI‘\.S |r.1 Qort.lculor
targeting Cyt-bd Ct-blm-a - the bactericidal proper.tles of.the drugs which is the main limitation of
o ADH_ I —BDQ ND-011992 monotherapy in previous studies °.
e, quinone/ €| 2
Focus 2: Determining its ‘Succinate }‘qu'no' all The . _ . _ . | i
effectiveness when used with . ~ : ( | | These rnuce were infected with the mycobacterium sgeues at 1.5 x 10° CFU
Q203 against M. TB strains, as well @mhibitor APl [aTp per animal and subsequently treated. They were sacrificed 5 days after the

end of drug treatment to determine the bacterial loads in the lungs and

as hypoxic, and nutrient-starved .
spleens by CFU enumeration.

antibiotic-tolerant subpopulations

RESULTS
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e Q203 potent against TB but may not shorten treatment unless e Potency of Q203 greatly limited by the presence of the cyt-bd
combined with other drugs* e Addition of ND-011992 enhanced the potency of Q203
o Greatest bactericidal effect by Q203-ND-011992 combination drug e Synergism is limited by ND-011992's less-than-optimal
(Fig 1, 20, 25, 3) | | oharmacokinetic properties
e Combination drug has wide range of effectiveness - potent e Further research in multidrug combination therapies and
against different TB lineages, regardless of antibiotic profile (Fig optimising ND-011992 pharmacokinetic properties

4). Slight variations in susceptibility to combination drug
possibly due to different expression levels of the 2 terminal
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