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Abstract

The research for new substances among derivatives of phenylbutan-2-ols which have anti-tuberculosis
activity against resistant forms of Micobacterium Tuberculosis led to the introduction of Bedaquiline
(Sirturo”) into medical practice in 2014. Due to the completely new mechanism of action these substances in
M. tuberculosis, this class has a great interest for search of new anti-TB drugs. Research in this area at JSC
"Pharm-Sintez" allowed us to obtain new compounds such derivatives. One of them shows a good activity
against drug-resistant Mycobacterium tuberculosis strains and can be produced in industry. Currently, the
most promising derivatives (R* S*S* R*)-1-(6-bromo-2-chloro-3-quinolyl)-4-dimethylamino-2-(naphth-1-
yl)-1-phenylbutan-2-ols undergo clinical trials and are under development for implementation in pilot
production. In our chosen strategy for producing such alcohols, the key intermediate products are various
substituted 3-benzyl-2-chloroquinolines.

The optimal method for synthesis of substituted 3-benzyl-2-chloroquinolines from different anilides
was based on the Vilsmeier-Haak reaction. The purpose of our work was to determine all the conditions of the
Vilsmeier reaction, affecting the yield of 2-chloroquinolines. The synthesis of the target compounds was made
from 3-phenylpropanoic acid anilides and dimethylformamide (DMF) using phosphorus trichloride. 1,2-
dichloroethane was originally used as a solvent and drying agent. The starting anilides of 3-phenylpropanoic
acid are easily obtained using a modified Tang s method from corresponding anilines and 3-phenylpropanoic
acid in good yields. Depending on the initial anilide, the optimization of the process parameters was carried
out by temperature, time and solvent. Optimized conditions were used for a pilot production of 6-bromo-3-
benzyl-2-chloroquinoline in a 200-liter reactor. The yields of the target products depend on the anilides and
ranged between 65-82%.
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