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Target: Bacterial 0 0
Pathway: Anti-infection F °
Storage: Powder -20°C  3years 3
4°C  2years %
Insolvent -80°C  2years =
-20°C  1lyear
SOLVENT & SOLUBILITY
In Vitro DMSO: =310 mg/mL (1011.91 mM)
*">"means soluble, but saturation unknown.
Mass
Solvent 1mg 5mg 10 mg
Concentration
Preparing 1mM 3.2642 mL 16.3212 mL 32.6424 mL
Stock Solutions
5mM 0.6528 mL 3.2642 mL 6.5285 mL
10 mM 0.3264 mL 1.6321 mL 3.2642 mL

Please refer to the solubility information to select the appropriate solvent.

BIOLOGICAL ACTIVITY

Description

1C50 & Target

In Vitro

In Vivo

NITD-349 is an MmpL3 inhibitor that shows highly potent anti-mycobacterial activity with MICsy of 23 nM against virulent
Mycobacterium tuberculosis H37Rv.

MIC50: 23 nM (Mycobacterium tuberculosis H37Rv)[]

NITD-349 shows bactericidal activity against in vitro replicating Mycobacterium tuberculosis (Mtb) and also are active
against intramacrophage Mtb. Kill kinetic analysis of these compounds showed both concentration- and time-dependent
killing of Mtb cells with 3- to 4-log colony-forming unit (CFU) reductionwithin 3 days of treatment. The cidal activity profile of
NITD-304 is similar to that of isoniazid for which rapid killing is noticed at concentrations greater than 0.2 uM. The MIC
activity of NITD349 against various MDR Mtb strains ranges from 0.04 to 0.08 uM. NITD-349 shows high permeability and
moderate in vitro metabolic clearance in mouse and human hepatic microsomes(t!.

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

In the acute murine efficacy modelNITD-349 shows favorable oral pharmacokinetic (PK) properties in rodents and dogs and
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are efficacious in mouse models of both acute and chronic Mycobacterium tuberculosis infection. In the acute murine
efficacy model, treatment of mice with NITD-349 at doses of 12.5 and 50 mg/kg resulted in 0.9- and 3.4-log CFU reduction in
lung tissue. In an established infection mouse model, after 2 weeks of treatment, the efficacy of NITD-349 is comparable to
the first-line TB drug rifampicin and is better than ethambutol. Four weeks of treatment at 100 mg/kg with NITD-349 results
in 2.38-log CFU reductions!2],

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

PROTOCOL

Cell Assay [1] For determining growth inhibition against nine diverse MDR Mtb clinical isolates, pellet formation method is used. MIC is
defined as the minimum concentration of the drug required to inhibit 50% of H37Rv growth or 99% of growth in MDR clinical
isolates after 5 or 10 days of incubation, respectively. Five milliliters of H37Rv culture (1 x 107 CFU/mL) is incubated with
varying concentrations of NITD-349 for 6 days at 37°C, and an aliquot of culture is plated onto Middlebrook 7H11 agar plates;
the CFU are enumerated after incubating plates for 3 weeks in a 37°C incubator(t],

MCE has not independently confirmed the accuracy of these methods. They are for reference only.

Animal Mouse: In the acute murine efficacy model, mice are orally treated with a daily dose of NITD-349 (12.5, 25, 37.5, 50 mg/kg) for
Administration [] 4 weeks, 1 week after intranasal infection with low-dose Mtb (1000 CFU). Bacterial load in lungs (mean + SD from six mice

per group and per time point) is analyzed after treatment by enumerating CFUI,
MCE has not independently confirmed the accuracy of these methods. They are for reference only.

CUSTOMER VALIDATION

+ J Mol Biol. 2020 Jul 24;432(16):4426-4434.

See more customer validations on www.MedChemExpress.com
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Caution: Product has not been fully validated for medical applications. For research use only.
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