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Omeprazole or ranitidine for reflux oesophagi tis

Sandmark S, Carlsson R, Fausa 0, Lundell L. (Department
of Otorhinolaryngology, Regionssjukhuset, Orebro;
Department of Clinical Pharmacology and Medicine,
AB Hassle, Molndal; Department of Surgery, Sahlgren's
Hospital, Gothenburg, Sweden and Department of
Medicine A, Rikshospitalet, Norway.) Omeprazole or
ranitidine in the treatment of reflux oesophagitis: Results
of a double-blind, randomized, Scandinavian multicenter
study. Scand J GastroenteroI1988;23:625-32.

SUMMARY
Omeprazole is a parietal cell H+K + ATPase (proton pump)
blocker that causes profound acid inhibition. Its efficacy in the
treatment of reflux erosive oesophagi tis was assessed in this
Scandinavian muhicentre trial.

Patients with endoscopically proven ulcerative or erosive
oesophagitis were randomly allocated to double-blind treatment
for up to eight weeks with either omeprazole (OM) 20 mg daily
or ranitidine (RAN) 150mg twice daily. Endoscopy was repeated
at 4 weeks and if the disease was still active, then again at 8 weeks.
Healing was defined as complete macroscopic re-epithelialization
of all erosions and ulcers. After healing, treatment was stopped
and the patients were followed for up to a year. Endoscopy was
done at the end of this period if the patients were asymptomatic,
or earlier if their symptoms recurred.

152patients were entered into the programme. In those who
completed the study according to the protocol, the healing rates
were as follows: at 4 weeks, OM 46/69 (67%), RAN 23n5 (31%);
at 8 weeks, OM 56/66 (85%), RAN 33/66 (50%). Statistically,
these differences were highly significant. Healing rates amongst
patients with severe disease were lower, more so in ranitidine-
treated patients. Thus, in patients with grade 2 oesophagitis
(isolated round or linear erosions extending upward from the
oesophago-gastric junction in relation to the folds), the rates at
4 weeks were: OM 30/41 (73%), RAN 22/50 (44%). In grade 3
oesophagitis (confluent erosions extending around the entire
circumference or with superficial ulceration but without
stenosis) the rates were: OM 8/18 (44%), RAN 1/13 (8%).

Most patients had reflux symptoms before treatment (OM
96%, RAN 98%). The proportions of patients who became
asymptomatic at the end of a week's therapy were: OM 57%,
RAN 27%; and at the end of 4 weeks' therapy, 73% and 46%
respectively.

After treatment was stopped most patients relapsed with
symptoms during the follow up. Only 14% of omeprazole-
treated patients and 12% of ranitidine-treated patients con-
tinued in remission at 6 months. The therapy was safe.

The investigators conclude that omeprazole 20 mg daily given
for 4 to 8 weeks was superior to ranitidine in healing the
oesophagi tis and in relieving symptoms and that the treatment
was safe.

COMMENT
This is an important study, well designed, clearly pre-
sented and the results speak for themselves. I had some
difficulty in following the argument dealing with relapse
rates (statistical purity and jargon interferes with clarity!).
However, the graph of life-table analysis of remission
after stopping treatment depicts the evidence clearly: the
starting points for the two treatment groups reflect the
different healing rates and hence the numbers of patients
entering remission, but in both groups there is a high
relapse rate.

The ideal treatment of gastro-oesophageal retlux (GER)
is to correct the basic defect, namely, incompetence of the
anti-retlux barrier of which the lower oesophageal sphincter
(LES) is the principal component. But today it is pharma-
cologically easier to reduce acid secretion and hence
exposure of the oesophagus to refluxed acid. The histamine
receptor antagonists (H2RA) selectively bind the surface
H2 receptors on the parietal cells and reduce acid secretion
considerably. But a new class of drugs, the H + K'ATPase
(also referred to as the proton pump) blockers, inhibits this
enzyme which is the final step in acid secretion in the
parietal cell. Omeprazole is the first of this class of drugs in
the UK that has become available for short-term treatment.

Omeprazole binds the proton pump irreversibly and
leads to profound acid reduction both during the day and
night, unlike the H2RAs which are most effective at night.
A single daily dose of omeprazole 20 mg reduces 24-hour
acidity by 80% to 90% (compared with 50% to 70% with
H2RA) and the volume of gastric secretion by 50% to
60%. Consequently, there is less gastric secretion avail-
able to reflux and what does find its way info the oesophagus
is much less corrosive. Finally, because of its long action,
omeprazole is needed only once daily whereas the H2RAs,
because of their shorter effective duration, need to be
taken 2 to 4 times each day; thus, omeprazole is likely to
enhance compliance. These properties make the drug
potentially useful in the treatment of gastro-oesophageal
reflux disease.

But is there need for such an ultra-powerful drug?
Reviewing the studies of treatment of reflux disease with
conventional doses of cimetidine (1.2-1.6 g daily) and
ranitidine (0.3 g daily), Richter! noted that though the
results were at times conflicting, in general the drugs were
moderately effective in healing oesophagitis, approximately
60% (compared with 30% on placebo) in 6 to 12 weeks
and very useful in controlling symptoms. Later studies
showed that patients responded as well to cimetidine 0.8 g
daily as 1.6 g daily. 2More recently, high dose H2RA therapy
has been found to be more effective than conventional
dose treatment and presumably suitable for patients with
severe disease; but it is expensive.! Thus there is a place



SELECTED SUMMARIES

for new powerful anti-secretory drugs, particularly for
treating patients with severe disease.

In studies comparing omeprazole against placebo for
short-term treatment, the drug proved markedly superior
and a 40 mg daily dose was not much more effective than
20 mg.' There then followed several controlled studies
with virtually identical design comparing omeprazole (20
mg and 40 mg daily mainly and one with 60 mg) with
cimetidine (400 mg four times daily) or ranitidine (150 mg
twice daily). The results were similar. Pooling the data
from'? such studies and the present study (1094 patients
entered), Soil the healing rates were: at 4 weeks, OM 65%,
HzRA 35%; at 8 weeks, OM 79%, HzRA 47%; and in
more severe disease, OM 62%, HzRA 15%. Complete
relief of heartburn at 4 weeks occurred in 82% of patients
on omeprazole compared with 44% on HzRA.

Clearly, omeprazole is remarkably effective in reflux
disease; and in all likelihood. similar results will be
achieved with other proton pump blockers now being
investigated (such as lansoprazole). Should this com-
pound now be the drug of choice in all patients with
erosive oesophagi tis? With time it may well become so but
at present I suggest its use be restricted to patients with
severe disease. My reasons are as follows. First, the vast
majority of patients with reflux symptoms have mild
disease and many have normal endoscopy; in them antacid-
alginates, dietary measures, weight reduction, etc.,
suffice. Second. where mild erosive disease is present,
HzRAs are effective. This class of drug has a remarkably
good safety record and can be used for long-term therapy
as well. Third. as yet hardly any data are available on
suitable dose, efficacy and safety of long-term omeprazole
maintenance therapy, an important consideration bearing
in mind the high chance of relapse in this condition.

Today, for the short-term treatment of severe oeso-
phagitis, omeprazole 20 mg to 40 mg daily for 4 to 8 weeks
is the drug of choice. For long-term treatment, as yet only
an H2RA can be used which, in my experience, is fairly

Isoproterenol tilt testing

Waxman MB, Yao L, Cameron DA, Wald RW, Roseman
1. (Department of Medicine, University of Toronto and
Division of Cardiology, Toronto General Hospital,
Toronto, Ontario, Canada.) Isoproterenol induction of
vaso-depressor type reaction in vaso-depressor prone
patients. Am J CardioI1989;63:58-65.

SUMMARY
To determine the usefulness of isoproterenol administration in
the diagnosis of vasovagal syncope the authors selected patients
with two or more episodes of syncope which occurred in the
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effective given in moderately high doses (cimetidine 1.6 g
daily or ranitidine 0.3 to 0.45 g daily).

Though much is yet to be established. the proton pump
blockers are likely to revolutionize the medical manage-
ment of severe gastro-oesophageal reflux disease.

REFERENCES
I Richter JE. A critical review of current medical therapy for gastro-

esophageal reflux disease. JClin GaslrotnltroI1986;8 (suppl I):72--AA.
2 Ottenjann R. Siewart JR. Heilmann K. Neiss A. Dopfer H. Treat-

ment of reflux oesophagitis: Results of a multicentre study. In:
Siewart JR. Holscher AH (eds). Diseases of Iht oesophagus. Munich:
Springer-Verlag, 1987:1\22-9.

3 Colin-Jones DO. Histamine-2-receptor antagonists in gastro-
oesophageal reflux. GUlI989;30:1305-8.

4 Hetzel DJ. Dent J. Reed WD. et al. Healing and relapse of
severe peptic oesophagitis after treatment with omeprazole.
Gastroenterology 1988;95:903-12.

5 Zeitoun P. Desjars de Keranroue N. Isal JP. Omeprazole versus
ranitidine in erosive oesophagitis. Lancet 1987;2:621-2.

6 Bate CM. Keeling PWN. O'Morain CA. et al. Omeprazole heals
reflux oesophagitis in a greater proportion of patients than
cimetidine, assessed endoscopically. histologically and symptomati-
cally. Htpalo-GaslroenleraI19R9;36:279.

7 Havelund T. Laursen LS. Skoubo-Kristensen E. et al. Omeprazole
and ranitidine in treatment of reflux oesophagitis: Double blind
comparative trial. Br Med J 1988;296:89-92.

8 Vantrappen O. Rutgeerts L. Schurmans MD. Coenegrachts JL.
Omeprazole (40 mg) is superior to ranitidine in short-term treat-
ment of ulcerative reflux oesophagitis. Dig Dis Sci 1988;33:523-9.

9 Dehn TCB. Shepherd HA. Colin-Jones D. Kettlewell MOW. Double
blind comparative study of omeprazole (40 mg od) vs cimetidine
(400 mg qds) in the treatment of erosive reflux oesophagitis. GUI
1988;29:A 1440.

\0 Dammann HO. Blum AL. Lux G. et al. Unterschiedliche
heilungstendenz der reflux osophagitis nach omeprazole und ranitidin.
Ergebuisse einer deutsch-osterreichisch-schweizerischen multi-
zenterstudie. DIsch Med Wochenschr 1986;111:12J-R.

II Klinkenberg-Knol EC. Jansen JMBJ. Festen HPM. Meuwissen
SOM. Lamers CBHW. Double-blind multicentre comparison of
omeprazole and ranitidine in the treatment of reflux oesophagitis.
Lance11987; I :349-51.

K.D.BARDHAN
Rotherham, UK

erect position and which were preceded by weakness, sweating,
a sensation of warmth, nausea and visual dimming. The patients
were subjected to passive tilt testing to +60° for 5 to 15minutes.
No patient developed syncope with the procedure. Isoproterenol
was given in a dose of 2 )&glminintravenously and the dose was
increased stepwise to a maximum of 8 )&glmin.Isoproterenol was
given with the patient at O" and repeated after a tilt of +60°.

Sixteen of the 48 patients developed pre-syncope or syncope
to isoproterenol tilt testing. With isoproterenol infusion, the
heart rate initially increased and the mean blood pressure fell;
after attaining a peak the heart rate abruptly slowed down and
this was followed by a marked decrease in arterial blood pressure
and other symptoms associated with syncope. Prompt reversal
of the posture caused the heart rate to increase. The greatest
decrease in heart rate occurred at 65.1 ± 3.7 seconds and the
minimal mean blood pressure occurred at 71.7±3.9 seconds.
Thus, the maximum fall in heart rate preceded the maximum fall


