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INTRODUCTION
Nonsteroidal anti-inflammatory drugs are important in the treatment of many inflammatory diseases, but their therapeutic use is limited due to frequent side effects.
To improve the safety profile of these drugs, new molecules with enhanced pharmacokinetic and pharmacodynamic properties are being developed in the field of medicinal
chemistry. In previous studies, the thiourea derivatives of non-steroidal anti-inflammatory drugs demonstrated significant anti-inflammatory activity.

RESULTS
The values of thickness of the left paw tissue in carrageenan induced paw edema model
were presented as mean ± standard deviation. A statistically significant difference was
defined at the level of p < 0.05 compared to the negative control (DMSO) (Figure 1). All
tested compounds in every tested dose in the fourth hour after carrageenan
administration showed a statistically significant inhibitory effect on the increase of rat
paw edema compared to control, except for L-phenylalanine ethyl ester derivative in
dose of 5 mg/kg and p-ethoxyaniline derivative in dose of 2.5 mg/kg. The highest
percentage of inhibition was exhibited by L-phenylalanine ethyl ester and p-
methoxyaniline derivatives (10 mg/kg) in the last hour (81.81%) (Figure 2).

METHODS
Three thiourea derivatives of naproxen were selected from the
initial group of synthesized compounds for evaluation of anti-
inflammatory activity using carrageenan induced paw edema
model of acute inflammation (Scheme 1). The analyzed
compounds are representative molecules of our compounds set
containing amino acid esters and aromatic amines in the side
chain. The thickness of the left paw tissue of each rat was
measured using a Digital Vernier caliper at the following time
intervals: immediately before inducing inflammation and 1, 2, 3
and 4 hours after inflammation.

Scheme 1. Carrageenan induced paw edema model 

CONCLUSION
According to obtained results, L-phenylalanine ethyl ester derivative stood out for its dose- and
time-dependent anti-inflammatory effect. Upcoming research will be focused on examination of
anti-inflammatory activity of the other synthesized compounds, as well as clarification of their
mechanism of action.

Figure 1. Effects of tested compounds on the thickness of the left paw tissue in
carrageenan induced paw edema model. 

Figure 2. Percentage (%) of inhibition of paw edema by tested 
compounds in carrageenan induced paw edema model


