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Discussion: Session 1

Chairman: SIR FRANCIS AVERY-JONES
Central Middlesex Hospital

DR BEVAN (Edgware General Hospital): Are there any
radiological correlates of the changes in cardiac sphincter
pressure and the changes in lower oesophageal pH pro-
duced by metoclopramide?
DR EDWARDS (Central Middlesex and UCH): There is

a paper by some radiologists in which they said that
Maxolon failed to alter the degree of reflux. They gave an
i.v. injection preceding the examination and there was no
difference. I think metoclopramide is a very interesting
drug. It certainly increases the tone of the sphincter but
it does not really seem to stop reflux.
DR DILAWARI (Central Middlesex): Could I just add

that a study with metoclopramide has been done using a
pH electrode by Stanciu and Bennett and they have
shown that there was a reduction of gastro-oesophageal
reflux measured in this way when i.v. metoclopramide was
given. They have not done studies with oral metoclo-
pramide yet.

SIR FRANCIS: I wonder whether I could ask Dr Edwards
to comment on the role of bile and reflux with relation to
oesophagitis.
DR EDWARDS: I have not really anything very con-

structive to say. If bile is present it might increase the
permeability of the squamous epithelium. There is some-
thing very peculiar about the epithelium in this area. If
you look at histological longitudinal sections through the
squamo-columnar junction, you see a single layer of
columnar cells with a very thin wall and right next to
them is this massive wall of squamous epithelium. But it
is the squamous epithelium which seems to be vulnerable.
The single layer of columnar cells stands up to all sorts of
things but the squamous layer becomes very easily per-
meable. It may well be that bile will increase the per-
meability.
DR SMITH (Llandough Hospital, Cardiff): Have gastrin

levels been measured in with sphincter incompetence?
DR EDWARDS: I think probably Dr Misiewicz should

answer that one. I am sure they have. People have
measured gastrin levels in everything.
DR MISIEWICZ: The disappointing thing about gastrin

measurements is that they seem normal in all diseases
with two exceptions, that is pernicious anaemia and the
Zollinger-Ellison syndrome. I do not think that there
is any evidence that people with reflux have hypo-

gastrinaemia. What we would very much like to know
and do not know, is whether there is a diminished
response of the sphincter to gastrin in people who have
low sphincter pressure and reflux.
DR EDWARDS: The people with PA and the Zollinger-

Ellison syndrome do not have abnormally high sphincter
pressures, in spite of the fact that they have fantastically
high gastrin levels. It is possible that the sphincter muscle
shows tachyphylaxis to gastrin, but even then the answer
cannot be as simple as that.
DR MILTON-THOMPSON (Plymouth): I was interested in

this data on prostaglandin and the sphincter but I could
not see the time scale very well. The effect appeared to be
surprisingly sustained. How long in fact did you con-
tinue to get an effect on the sphincter after discontinuing
the infusion?
DR MISIEWICZ: It is rather odd timing. The infusion of

prostaglandin took 20 min at a constant rate. The eleva-
tion in sphincter pressure usually became marked to-
wards the end of that 20 min and then persisted after the
end of the prostaglandin infusion for a variable length of
time, sometimes as long as 60 min. The delay in onset of
action is something that one sees with many substances
in GE function. If you infuse pentagastrin i.v. you do
not get a rise in gastric acid secretion for 10 or 15 min and
then it takes time to reach a plateau. The sustained effect
after the prostaglandin was stopped is more difficult to
explain, particularly as one knows that the prostaglandin
is rapidly broken down. We have no explanation as to
why this should be so. If one can speculate a little bit,
this prolonged effect may turn out to be a useful pro-
perty. A lot of work is now being done on prostaglandin
analogues and pharmaceutical companies are synthesizing
hundreds of them and screening them for various proper-
ties. You may have seen a very interesting paper in the
British Medical Journal on suppression of acid secretion
by an oral prostaglandin analogue. Analogues of prosta-
glandin F2oc have been made. If one can be found that has
no side-effects, but still retains its action on the sphincter
and this action is prolonged, then it would be a very
useful drug to have around.

SIR FRANCIS: We are going to hear a lot more about
prostaglandins, clearly, in the next little while, but I think I
must bring this discussion to a close. Thankyou very much.
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