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affected. Only 13 out of 76 victims were claiming compensation,
and only six were considered to be suffering from appreciable
post-traumatic neurosis.
No consistent relation was found between the area of burn

and emotional problems after the accident. The particularly
unpleasant nature of a burn injury led me to postulate that post-
traumatic neurosis would be significantly more common in
accident victims who sustained burns than in victims of other
injuries. This was not the case. Women and men were equally
affected, though more sequelae were found in men from the
lower social classes. Predictive factors for a poor outcome
appear to include the severity of the injury and duration of stay
in hospital (both obviously linked), the presence of certain
mental conditions that are identifiable in the first few days after
the accident, and the presence of certain other factors including
age and family size.
Maguire et al7 showed that identification of those needing

psychiatric help after mastectomy led directly to psychiatric
intervention and consequent reduction in psychiatric morbidity.
The incidence of post-traumatic neurosis could be similarly

reduced by identifying and treating patients with burn injuries
who need psychiatric help.
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Healing of gastric ulcers after one, two, and three months
of ranitidine

M G ASHTON, C D HOLDSWORTH, F P RYAN, M MOORE

Abstract

Ranitidine (150 mg twice daily) was compared with
placebo in 42 patients with gastric ulcer. The study was
conducted as a double-blind trial for one month, followed
by an open assessment of one, two, and three months of
ranitidine in the patients with persistent ulceration.
Thirty-eight patients completed the double-blind

trial. Repeat endoscopy confirmed complete healing in
16 of the 21 who had received ranitidine and five of the
17 who had received placebo (p <0 01). The remaining 17
patients with persistent ulceration participated in the
open assessment. The combined cumulative healing rates
of ranitidine at four, eight, and 12 weeks were 73%, 88%,
and 97%. There were no adverse effects or unusual reasons
for withdrawal from the study (four patients).
Ranitidine appears to be a safe and highly effective

treatment of gastric ulceration, with about 90% of ulcers
healed after eight weeks.

Introduction

Ranitidine is a new histamine H,-receptor antagonist whose
structure and action differ considerably from those of cimeti-
dine.' It is more potent on a molar basis,2 3 and a regimen of
twice-daily dosage by mouth effectively inhibits secretion of
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gastric acid.4 Such a regimen may also result in healing of
duodenal ulcers.5-9 As ranitidine has not been evaluated in all
types of peptic ulcer, we have undertaken a study of its efficacy
in gastric ulceration. The study included a double-blind trial
for one month, comparing ranitidine with placebo, and an open
assessment of one, two, and three months of active treatment.

Patients and methods

We selected for the trial consecutive outpatients aged 18-75 attend-
ing for endoscopy and who were found to have active, non-malignant
gastric ulceration. Criteria for exclusion were: past gastric or oesopha-
geal surgery, ulcerogenic treatment, recent perforation, pyloric stenosis,
pregnancy or possible conception during the trial, breast feeding,
serious concurrent systemic illness, active upper gastrointestinal
haemorrhage, raised serum transaminase activities, and cimetidine
within the previous four weeks.
A double-blind assessment against placebo was chosen for the first

stage of the trial (a) because no studies had proved the efficacy of
ranitidine in gastric ulceration, and we thought it important to estab-
lish this before embarking on comparative trials with any of the drugs
currently accepted as effective; and (b) because a comparative trial
would have been more difficult to compare with previous trials on other
agents, as a healing rate with placebo in our population would not have
been available for comparison with these. We also wished to have a
group of patients whose ulcers had healed spontaneously to serve as
controls in a double-blind trial of maintenance treatment.
The nature of the study was explained to the patients and informed,

written consent obtained. Before the trial patients underwent both
clinical and laboratory assessment (haematological indices; blood
urea, electrolyte, and creatinine concentrations; liver function tests;
and urine analysis). The patients were then given a treatment pack and
instructed in its use (stage 1). Each pack contained either ranitidine
150 mg or identical placebo to be taken twice daily, together with a
supply ofantacid for symptomatic relief. Allocation to a particular regi-
men was double-blind according to a previously randomised schedule.
Any withdrawal was recorded.
The patients were reviewed after two weeks, when the laboratory

investigations were repeated together with clinical assessment. They
were seen again after four weeks' treatment, when a repeat endoscopy
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was performed to ascertain healing (end of stage 1). Again, clinical and
laboratory investigations were repeated. If the ulcer had completely
healed they were asked to take part in a long-term maintenance study
(stage 3), which will be reported later. If the ulcer had not healed they
were offered ranitidine, 150 mg twice daily, on an open basis for one
month after which investigations, including endoscopy were repeated
(stage 2). If the ulcer still had not healed a further month of treatment
was offered.

Statistical analysis of healing rates in stage 1 was undertaken by
Z2 test with Yates's correction for small numbers.

Results

Forty-two patients entered the trial; 22 were treated with ranitidine
and 20 with placebo. Four patients were withdrawn from the double-
blind study. One patient was withdrawn from ranitidine treatment and
one from placebo because routine biopsy showed malignancy. The
remaining two patients were withdrawn while taking placebo: one
patient failed to attend for his second endoscopy, and the other de-
veloped severe symptoms. Both patients entered stage 2 of the study
and subsequently responded to ranitidine treatment.

In stage 1 the individual subgroups were well matched for age, sex,
smoking habit, alcohol consumption, and duration of symptoms. After
four weeks, 16 out of 21 gastric ulcers had healed with ranitidine,
compared with five out of 17 with placebo (x2=l1031; p < 001).

In stage 2 two of the five ulcers that had failed to respond to
ranitidine healed after a further four weeks of treatment and the re-
maining three after eight weeks. After four weeks of ranitidine healing
occurred in eight of the 12 ulcers that had failed to heal with placebo.
Three of the four gastric ulcers which remained after one month of
treatment healed after a second or third month of treatment; the
fourth patient underwent surgery. Combining the blind and open
studies showed that after four weeks of treatment 24 of 33 gastric
ulcers (73%) were healed by ranitidine; after eight weeks 29 of 33
(88%'); and after 12 weeks 32 of 33 (97%').
There were no clinical adverse effects associated with ranitidine, nor

were there any appreciable changes in haematological and biochemical
profiles.

Discussion

This study is the first to show the effectiveness of ranitidine in
treatment of gastric ulcers in a placebo-controlled, double-blind
study. The rate of healing was similar to that reported in duo-
denal ulceration,5-9 with 76%, of ulcers healed at four weeks
compared with 29%0 with placebo. This compares favour-
ably with studies using cimetidine10 and carbenoxolone,1'

though in our study the healing rate with placebo was relatively
low. Once again, however, the subsequent excellent response
(66° , of ulcers healed at four weeks) to open ranitidine
makes bias in the original placebo group unlikely. The overall
healing rates of 73%', 88%, and 970% at four, eight, and 12
weeks, respectively, again reflects the increasing efficiency in
healing with time as in duodenal ulceration.12
We found no evidence of short-term toxicity, but further,

long-term studies are being undertaken in most of those patients
who are being monitored in the two-year trial of maintenance
treatment.
We conclude that ranitidine is superior to placebo for gastric

ulcer. Ranitidine appears to be safe and very effective, with
about 90% of ulcers healed after eight weeks.
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HERB TRUE-LOVE, OR ONE-BERRY. Ordinary Herb True-love has a small
creeping root running under the uppermost crust of the ground,
somewhat like couch grass root, but not so white, shooting forth
stalks with leaves, some whereof carry no berries, the others do;
every stalk smooth without joints, and blackish green, rising about
half a foot high, if it bear berries, otherwise seldom so high, bearing
at the top four leaves set directly one against another, in manner of a
cross or ribband tied (as it is called in a true-loves knot,) which are
each of them apart somewhat like unto a night-shade leaf, but some-
what broader, having sometimes three leaves, sometimes five,
sometimes six, and those sometimes greater than in others, in the
middle of the four leaves rise up one small slender stalk, about an inch
high, bearing at the tops thereof one flower spread open like a star,
consisting of four small and long narrow pointed leaves of a yellowish
green colour, and four others lying between them lesser than they; in
the middle whereof stands a round dark purplish button or head,
compassed about with eight small yellow mealy threads with three
colours, making it the more conspicuous, and lovely to behold. This
button or head in the middle, when the other leaves are withered,
becomes a blackish purple berry, full of juice, of the bigness of a
reasonable grape, having within it many white seeds. The whole
plant is without any manifest taste.

It grows in woods and copses, and sometimes in the corners or

borders of fields, and waste grounds in very many places of this land,
and abundantly in the woods, copses, and other places about
Chislehurst and Maidstone in Kent. They spring up in the middle of
April or May, and are in flower soon after. The berries are ripe in the
end of May, and in some places in June.
Venus owns it; the leaves or berries hereof are effectual to expel

poison of all sorts, especially that of the aconites; as also, the plague,
and other pestilential disorders; Matthiolus saith, that some that have
lain long in a lingering sickness, and others that by witchcraft (as it
was thought) were become half foolish, by taking a dram of the
seeds or berries hereof in powder every day for 20 days together,
were restored to their former health. The roots in powder taken in
wine eases the pains of the cholic speedily. The leaves are very
effectual as well for green wounds, as to cleanse and heal up filthy old
sores and ulcers; and is very powerful to discuss all tumours and
swellings in the privy parts, the groin, or in any part of the body, and
speedily to allay all inflammations. The juice of the leaves applied to
felons, or those nails of the hands or toes that have imposthumes or
sores gathered together at the roots of them, heals them in a short
space. The herb is not to be described for the premises, but is fit to
be nourished in every good woman's garden. (Nicholas Culpeper
(1616-54) The Complete Herbal, 1850.)


