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Discussion

JOHN MORLEY

DISCUSSION initially centred around the question of
whether the knowledge of the mechanism of action of
non-steroidal anti-inflammatory drugs (NSAIDS)
as prostaglandin (PG) synthetase inhibitors had, in
practice, affected their use. It was pointed out that
in the eye, steroids were preferred to NSAIDs and
this probably applied to a number of other situations.
On the other hand, it was noted that the knowledge
that NSAIDs act as PG synthetase inhibitors had
provided a rational basis for testing such drugs in
sunburn and as a result, NSAIDs have been studied
objectively and found to be effective. Additionally,
specific diseases were quoted, such as Burnett's
syndrome and certain instances of hypercalaemia
in which NSAIDs had become established as useful
forms of treatment. It was emphasized that an
understanding of the chemistry and pharmacology of
PGs had considerably influenced basic research
(e.g. in thrombosis) but it was generally felt that
the increased range of NSAIDs now available could
not be regarded as a significant therapeutic advance.

Despite the fact that steroids frequently show
greater potency than NSAIDs and have similar
symptomatic efficacy, the action of steroids on PG
production has attracted relatively little attention.
Whilst it was acknowledged that steroids differed
from NSAIDs in not inhibiting PG synthetase, it is
now known that they can serve as potent inhibitors of
PG production by acting either to restrict or prevent
substrate or phospholipase release from cells. As a
consequence of these comments, it was suggested
that synergy between NSAIDs and steroids might be
a useful area of investigation. Little information

was available on this topic although it was pointed
out that in antigen-induced uveitis such synergy
had not been observed.

Because of the short biological half-life of natural
PGs, it was suggested that analogues might prove of
greater interest. It was commented that 15-methyl
analogues extended biological activity for too long a
period to be of value in labour, although they were
useful in abortion. It was pointed out that in
reproduction, PGs had had a massive impact on
therapy during the last 4 years and now provided
routine drugs for use in abortion and induction of
labour. It was not apparent why 15-methyl analogues
should have such prolonged biological half-lives
in this situation; speculative explanations included
reduction in dehydrogenase at parturition and
unsuspected biological activity in metabolites. An
unavoidable problem of the use of analogues
appears to be their actions on other systems (e.g.
stimulation of platelet aggregation).
The general role of PGs as modulators or

mediators was discussed. Acceptance of PGs as
modulators rather than mediators depended upon
the weight given to the proposition that either
sustained NSAID treatment in man or dietary
restriction in animals, failed to affect massively
many bodily functions. Opinion was divided as to
whether dietary restriction or drug treatment could
completely suppress PG production. It was sug-
gested that PGs only act in pathological situations
and not physiological situations, but examples were
given such as reduction of normal body temperature
by PGs, which conflicted with this view.
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