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— Abstract

Abstract

The thesis included the preparation of pharmaceutical derivatives

from the compound (S-Naproxen) to ester and amide derivatives through
the Halide (Naproxen Chloride ) with (P-Amino Phenol ) to Prodrug 1. The
word Prodrug means similar to the Parent drug but it is not active in vitro
, S0 it become active in vivo . Naproxen ester represented by Prodrug 2 and
Prodrug 3 were also Prepared as Methyl and Butyl esters , respectively .As
well amid of Naproxen was Prepared , using the DCC and NHS of
Conjugating Method , to obtain Paracetamol Derivative of Naproxen of
Prodrug 4. These Compounds of Prodrugs were investigated Using Infrared

Spectrum.

To study the decomposition of the prepared compounds , the
hydrolysis of prepared derivatives were tested in different pH (1.0,5.8, 6.4,
7.4 ) which correspond to pH of stomach small intestines , large intestines
and blood, respectively. By Using phosphate solution organized at a
temperature (37°C) for two and an half hours. this study measures absorption

using the UV spectroscopy at maximum wave length of 231 nm.

It has been observed that hydrolysis of prepared Naproxen derivatives
Kinetically follow a first order reaction , as well as observed from the plot of
the relationship between the acidity function versus the logarithm of the
decomposition speed constant it was found that the compound Prodrug 1
decreases at ( pH 5.8 ) than ,the decomposition increased at (pH 6.4 ,7.4).
well the compound Prodrug 2 we note the decomposition decreases at (pH
5.8, 6.4) than increases at (pH 7.4) , and for the compound Prodrug 3 we

note that the decomposition increases with an increases in the pH value, and
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that the compound Prodrug 4 we note Stability in decomposition at

(pH 1.0 ,5.8, 6.4) then the decomposition increased at (pH 7.4)

As shown by the values of the half-life of t;, for Naproxen
derivatives Of Prodrug 1 at (pH 7.4 ) that it suffers from decomposition , as
well as for the compound Prodrug 2 suffers from decomposition at (pH 7.4)
and that the compound Prodrug 3 also suffers from decomposition at
(pH7.4) and in adifferent way compound with a half-life greate than 17

hours (the half-life for Naproxen is 12-17 hours) have slow degradation.
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