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The following abbreviations are used in this thesis.

1a,25-(OH)D,
AA
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Da

DAG
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la,25-dihydroxyvitamin D,
arachidonic acid (20:4 n-6)
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SUMMARY

Rheumatoid arthritis is an inflammatory disease of unknown cause associated with
progressive joint damage and functional disability. Current therapy for rheumatoid

arthritis is toxic and is associated with a high incidence of side effects.

Recently, the inflammatory cytokine tumour necrosis factor o has been reported to be an
important, proximal mediator of rheumatoid arthritis. Antibodies or receptor antagonists
for this molecule have been shown to be effcctive therapy for rheumatoid arthritis.
However, such therapy remains expensive, inaccessible for the majority of patients and

associated with adverse effects.

The aim of this thesis was to explore alternate strategies that may alter inflammatory
cytokine production, particularly tumour necrosis factor o, and therefore provide a
possible treatment for rheumatoid arthritis. The focus of the alternate strategies as
described in this thesis are the eicosanoids, thromboxane A, and prostaglandin E,. These
strategies are safe, accessible and not associated with significant adverse events.
Alteration of these eicosanoids was shown to modulate tumour necrosis factor o both in
vitro and in vivo. The significance of this alteration of tumour necrosis factor a by these

strategies as it might apply to rheumatoid arthritis remains to be tested.
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