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in this situation. Clearly if prostaglandins mediate inflam-
mation, drugs of the aspirin and indomethacin type may
owe their anti-inflammatory properties at least in part to
their ability to inhibit their synthesis.
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Management of Nonspecific
Urethritis

Nonspecific urethritis is probably the commonest variety of
urethritis in men, and its incidence is steadily rising. Though
believed to be due to a sexually transmitted agent (or agents),
the nature of this has still to be determined. Mycoplasmas
have lost favour as a major cause of the condition. Now that
organisms of the genus Chlamydia can be grown satisfac-
torily in tissue culture' their role can receive detailed
evaluation.

In the meantime treatment must remain empirical, and its
assessment is difficult. Owing to the lack of a known cause
of the disease and the considerable variation in its severity
different workers have required different criteria for its diag-
nosis as well as for the assessment of cure. Unfortunately
the criteria adopted, the type of case, and the duration of the
disease are often not stated clearly in the reports of the thera-
peutic trials which have been undertaken. A further difficulty
in assessing the results of treatment is to distinguish between
relapse and reinfection, which in many cases is impossible.
In some cases decrease of urethral discharge may be wrong-
ly interpreted as cessation if the patient has held the urine
for a short time only, whereas asymptomatic patients holding
it overnight may show persistent urethritis.2 3 Double-blind
trials have rarely been conducted, but they are especially
necessary in assessing treatment for this condition because
spontaneous recovery, though generally slower than after
antibiotic therapy, does take place.' 5 It seems that any bene-
fit from antibiotics will be seen mainly as a shortening of the
course of the disease-provided the subsequent rate of re-
lapse is not increased.
Many remedies have been tried and the various reported

trials critically reviewed by P. Rodin.6 The commonest drugs
given have been sulphonamides alone, sulphonamides com-
bined with streptomycin, or tetracycline. For many years it
has been the general impression that tetracycline gives the
best results, but it was only in 1967 that K. K. Holmes and
his colleagues7 showed conclusively in a double-blind trial
that the short-term results were better than those obtained
with a placebo. More recently W. Fowler8 has reported a
double-blind trial of tetracycline and placebo and undertook
late as well as early assessment of the cases. Patients treated
with tetracycline were given 250 mg four times a day for four

days. Initial assessment at 14 days showed that 116 (72 )
of 161 were free from signs of urethritis compared with 71
(37 ) of 193 of those given the placebo. Subsequently the
percentages of "cure" fell to 55" for tetracycline and
34 for placebo as the urethritis recurred within the next 10
weeks in 160>, and 2 5%, respectively of the two groups.
Recurrences were believed to be mainly relapses rather than
reinfections, the majority occurring within four weeks. In
28 of 45 patients treated with tetracycline who still had
evidence of urethritis at 14 days the disease cleared without
further treatment, and this also happened in 55 of 122
given placebo. By the end of the follow-up period of three
months it appeared that tetracycline benefited only 10%
more patients than the placebo. These results suggest
that the benefit to be gained from short courses of 1 g a
day of tetracycline is rather limited, but Fowler mentions
that a four-day course of 2 g a day given to 205 consecutive
patients gave a significantly lower recurrence rate.

Until further properly controlled trials of tetracycline with
variations in dosage and duration have been undertaken, it
seems reasonable to give 1 g a day initially for seven days. The
patient should then be examined again after he has held
urine for at least four hours, and if there has not been sub-
stantial improvement the drug should be continued for a fur-
ther week. Apart from the risk of reinfection early resump-
tion of sexual intercourse is likely to result in relapse, and
patients should be advised to abstain for at least two weeks
after evidence of urethritis has disappeared. Alcohol also
seems to result in relapse in some cases and so is also better
prohibited. Unfortunately even patients who faithfully follow
all our advice sometimes suffer from persistent urethritis. In
these cases a missed trichomonal infection should be consi-
dered and repeated careful search made for the parasite. A
therapeutic trial with metronidazole is justifiable even if the
parasite is not found. Urethroscopy should also be undertaken
to exclude an underlying urethral stricture. Patients with per-
sistent urethritis may become very distressed, and the psycho-
logical aspects should never be neglected.

Opinion is far from unanimous on the management of the
female contacts of men suffering from nonspecific urethritis.
Diagnosis in women is difficult and will remain so until the
causal agent, possibly a chlamydia, can be consistently identi-
fied. Consequently most venerologists advocate giving fe-
male contacts the same course of treatment as men receive,
hoping in this way to lessen the risk of reinfection in the male
and of non-specific salpingitis in the female.
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Gastric Ulcer and Gastritis
In patients with gastric ulceration the secretion of acid tends
to be normal or low, which implies that something else is
more important in the causation of the disease. It has been
suggested that hypochlorhydria may be due to loss of the
mucosal barrier to hydrogen ions,' but there is more con-
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vincing evidence that it is due to atrophic gastritis,2 in which
there is loss of parietal, or acid-secreting, cells.3
The association of atrophic gastritis and gastric ulcer was

known 100 years ago4 and has been confirmed on many oc-
casions since.5 6 The argument that has continued is whether
atrophic gastritis is secondary to the ulcer or precedes it.
Recent work suggests that the gastritis is the primary lesion
and that it predisposes to chronic gastric ulceration. For
instance, a good study from Japan has shown that gastric
ulcers occur on the non-acid-secreting side of the border of
acid-secreting and non-acid-secreting mucosa,7 the precise site
of the ulcer being determined by mechanical factors related
to the musculature of the gastric wall. Thus it seems that
non-acid-secreting mucosa such as appears in patients with
antral gastritis and atrophic gastritis predisposes to benign
gastric ulcers.
What is the aetiology of atrophic gastritis? Simple atrophic

gastritis, which is atrophic gastritis that is not associated with
pernicious anaemia, is a permanent condition that occurs with
increasing frequency over the age of 40. It is statistically
associated with smoking, heavy consumption of alcohol,
drinking hot tea, and possibly taking aspirin.8 9 There ap-
pears to be a constitutional predisposition to it, for it has a
higher than average incidence among people with blue eyes.
Gastric antibodies are commonly present.

Another factor that might cause atrophic gastritis is
pyloric incompetence with reflux of bile and intestinal con-
tents into the stomach. This occurs more commonly in
patients with benign gastric ulcers than in those with a nor-
mal stomach.6 Furthermore bile acids have been shown to
damage human gastric mucosa as judged by ionic movement
across the mucosa. Under experimental conditions intestinal
and pancreatic juices cause an atrophic process similar to the
changes seen in the human stomach.'0 11 Thus reflux of
material through the pylorus can damage gastric mucosa and
cause gastritis.

Little is known about the causes of pyloric incompetence.
However, it can now be measured.'2 13 In a recent study M.
Beeley and P. Grech'4 found that 17 of 19 patients with
chronic obstructive airways disease (bronchitis and em-
physema) had pyloric incompetence. Only one patient had a
gastric ulcer. Seven had abdominal pain, but there was little
correlation between their upper gastrointestinal symptoms
and the degree of pyloric reflux. There is conflicting evidence
whether patients with chronic lung disease are specially
prone to chronic gastric ulcer, though a high incidence of
acute gastric ulcers in these patients is evident at necropsy.15 16
Acute gastric lesions tend to occur in atrophic mucosa,17 and
it would be interesting to know whether or not atrophic gas-
tritis is common in patients with bronchitis and emphysema.
Beeley and Grech also noticed that pyloric incompetence was
less when the patient was supine, which, they suggest, could
account for the improved healing of gastric ulcers that occurs
when patients are confined to bed. Smoking delays gastric
healing and could also cause pyloric incompetence. There
would seem to be a good case for further clinical studies of
the stomach in patients with chronic lung disease.

Atrophic gastric mucosa is particularly susceptible to in-
jury, such as it would receive from gastric acid.'8 This may
be related to the high turnover and loss of epithelial cells.'9
Stress, adrenaline, and corticosteroids are known to reduce
the rate of cell turnover20 and may enhance mucosal suscepti-
bility to injury from the lumen.2' Chronic gastric ulceration
probably occurs when several factors coexist in one patient.
Gastritis is one of them and pyloric incompetence another.
Neither is in itself the cause of gastric ulcer. There is still a

long way to go before we understand exactly why chronic
gastric ulceration develops in some patients.
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Control of Rabies
In stressing the need to continue the most stringent control
over imported mammals the Committee of Inquiry on
Rabies has given the best possible advice on preventing
this dangerous infection from entering the country. Vac-
cination of animals with a killed vaccine is not alone
enough to avert the danger of their communicating the
disease to other animals or to man, while vaccination
with a live vaccine has the added danger that it might
lead to transmission of the actual disease.
The committee recommends in its final report,' published

last week, that most mammals, and particularly cats and
dogs, should undergo six months' quarantine on entering
Britain. The few species of mammals excepted include
horses, asses, pigs, sheep, and goats, denizens of the sea
such as dolphins, and some of the large tropical mammals
such as elephants and giraffes. Some control is still ad-
vocated for the excepted species, but the real problem
is the cats and dogs. In addition to six months' quarantine
they would be vaccinated, according to the committee's
recommendations, with a proved and potency-tested in-
activated vaccine on entry to the country. Points of entry
should be restricted to a limited number of airports and
seaports, and detailed measures are advocated for the con-
trol of the animal during transit and for the running of
the quarantine kennels.
The history of rabies in Britain suggests that the disease

can be successfully prevented from gaining a foothold, in
contrast to its continued spread in many other parts of
the world, provided the measures devised to combat it
are carried out with scrupulous care. From time immemorial
the disease had been enzootic and endemic in this country
until in the nineteenth century public-health measures were
taken against it. The report fixes on 1903 as the year
when the disease appeared to have been at last eradicated.
Some cases among domestic and farm animals occurred
after the first world war and have been attributed to
dogs smuggled in by returning Servicemen. A few sporadic
cases in man and animals have been reported in recent
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