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ENGLISH ABSTRACT

Background: Inflammation is a complex process occurs within the damaged
tissue. The severity of the side effects of NSAIDs, which used for
inflammation management, encourage researchers to develop new
medications with high safety. Literature survey revealed that masking the

carboxyl group of NSAIDs improves the therapeutic efficacy and safety.

Aims: The study aimed to investigate anti-inflammatory activity of TAI-Pd.
In addition, to determine other pharmacological action, possible
mechanism(s) of action and pharmacodynamics interactions using isolated

rabbit intestine. Moreover, determination of LDsp.

Methodology: The carrageenan-induced paw edema and the inhibition of
protein denaturation were used for the anti-inflammatory activity
investigation. A full dose-response curves for TAI-Pd and the standard
agonists (Ach, 5-HT and BaCl,) were constructed in cumulative manner, in
absence and presence of standard antagonists (atropine and cyproheptadine).
Also the possible pharmacodynamic interactions were determined for the
standard agonists by constructing dose-response curves in the presence of
TAI-Pd mixed with each of them in 50: 50 ratio (as agonist), and in high and
low dose (as antagonist). In order to determine LDs in vivo, the OECD test

guideline 425 protocol used.

Results: The results of the carrageenan-induced paw edema in vivo revealed
that TAI-Pd exhibited potent anti-inflammatory effect compared to

Ibuprofen, maximum at 4 hours, with % of inhibition of edema [23.25+ 2.594]

\



for TAI-Pd at dose 35mg/kg and [19.75+ 3.95] for standard Ibuprofen at dose

70mg/kg, and the inhibition of protein denaturation confirmed this findings.

The effect on isolated rabbit intestine revealed that TAI-Pd displayed dose
dependant contracting effect, that blocked partially by atropine and
cyprohepatadine. TAI-Pd potentiate the effect of Ach, while it possesses a
neglectable effect on the 5-HT when administered in combination and
decreases the agonistic effect of BaCl, This derivative exhibited a
cyprohepatadine like effect on 5-HT when added as antagonist. The LDsg of
TAI-Pd is 2000mg/kg.

Conclusion: TAI-Pd exhibited potent anti-inflammatory activity when
compared to lbuprofen. TAI-Pd produces partial contracting effect on
isolated rabbit intestine in vitro. TAI-Pd represent a better toxicological

profile compared with standard Ibuprofen.

VI
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