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A large number of drugs containing nitroso groups such as secondary amines, tertiary amines, amides could form N -
Nitroso compounds (NNC) by the interaction of this target groups with nitrite ion. The stomach provides a suitable
environment with low pH level that favors the interaction of amines functional group with nitrite ions. The NNC
formed in the process of nitrosation of drugs can lead to development and evolution of colorectal cancer. Therefore,
there is currently a considerable interest in diminishing or avoiding the potential toxicity of oraly administered drugs
containing secondary amines functional group [1].

The main purpose of this paper is to study the process of nitrosation of indapamide (IDA) by spectrophotometric
method, to obtain functionalized antioxidants co-polymers and their use in the inhibition of this process of nitrosation.
In order to achieve this purpose, the following objectives have been established: to study the nitrosating process of
indapamide by the spectrophotometric method; NNC formation process depending on various parameters such as pH,
concentration of NO? and the concentration of indapamide. To obtain the functionalized antioxidants co-polymers and
their use in the inhibition of nitrosation process of indapamide with nitrite ions.

In experimental studies, nitrosation process of indapamide was conducted in step change pH range in the model
solutions: 1.6, 2.6, 3.0, 3.6 and 4.0. It was found that the rate of indapamide nitrosation depends on the pH, and by
increasing pH, there is a reduction in the speed of the sodium diclofenac nitrosation process. Moreover, it was
established that the concentration of nitrosating agents, which are formed in the process of interaction of nitrite ions
and the nitrosated substrate, depends by a maximum molar ratio ((NO?%]/[IDA], 1:1). In this interaction nitrosonium
cation participate as nitrosating agent, which was formed in an acid environment. We also investigated the formation
of natural functionalized co-polymer, DNA- dihydroxyfumaric acid (DNA-DFH.) according to their massratio. It was
found that the increase of percentage of antioxidant activity (AA, %) is in correlation with the concentration of
antioxidant in the complex. Inhibitory activity of the nitrosation process was achieved in the presence of IDA, IDA -
DFH4 complex, which was higher compared to the model system IDA -DFH4, in the same conditions. Findly, the
composition of IDA -DFH4 can be used in the formulation of pharmaceutical products containing IDA in order to
decrease the concentration of NNC formed in vivo.
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