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tional osteomalacia, the disorder responds to small doses of
vitamin D of the order of one tablet of 50,000 i.u. once a
month.

As long as the diet does not include any supplement of
vitamin D there is a risk of osteomalacia in certain groups.
This is particularly so in old women and in patients who have
had a gastrectomy. Perhaps the simplest preventive measure
at present would be to encourage them to substitute margarine
for butter.

Riddle of Aphthous Ulceration
Chronic recurrent aphthous ulceration of the mouth is a
common disease of unknown aetiology. W. Sircus and his
colleagues' found that the general incidence in the popula-
tion was 19% and that the disease was commoner in females
than males.
The ulcers are usually on the buccal mucosa or tongue, are

extremely painful, and often come in recurrent crops. Ulcera-
tion at other sites, notably the genitalia (mucosa or skin) ind
the eyes, is also recorded, so that it may then resemble the
syndrome described by Behget.' The various suggested
causes of aphthous ulceration include infective,' psychologi-
cal,' genetic,' autoimmune,' and hormonal.5 In particular
Sircus and his colleagues noted the high frequency with which
crops of ulcers seemed to follow emotional stress (33% of 55
interviewed patients). The ulcers are temporarily disabling.
Severe pain often leads to dysphagia and anorexia, while
secondary depression aggravated by sleepless nights adds to
the patient's misery. They are apt to undergo natural remis-
sion and they never threaten life, so that preventive treat-
ment must be safe and carefully proved to be beneficial.
The patient should have a complete history taken and be

given a thorough examination. Intercurrent illness such as
ulcerative colitis, anaemia, or emotional disturbance must be
corrected if possible. A careful dental examination may
disclose a simple cause-for example, sharp tooth margins,
the clue to which may be the presence of recurrent ulcera-
tion at a single site. Simple local applications to relieve pain
such as a 2% lignocaine mouth wash or an alum stick are
effective but do not prevent recurrences. The importance of
emotional factors has led to trial of hypnosis,6 but it was
-without effect.

Some women with recurrent aphthous ulceration may
benefit from hormonal treatment. They often show premen-
strual ulceration and may gain relief in pregnancy.57
Oestrogens have proved efficacious, though their method of
action is uncertain.8 They may act by correcting specific
premenstrual deficiency of oestrogen or by inducing non-

specific squamous hyperplasia in the mouth.9 A beneficial
response to the contraceptive pill is also reported,10 and this
therapy seems to be most effective with preparations contain-
ing most oestrogen. Psychological as well as hormonal
factors may play an important part in this type of therapy.
R. Carruthers" has suggested that infiltration of the buccal
mucosa with polymorph leucocytes, induced by hormonal
therapy, may be the cause of the satisfactory response to this
treatment which he found in 30 out of 33 women with recur-
rent ulcers related to the menstrual cycle.'
The sheet anchor of treatment for severe recurrent ulcers

in males and females without premenstrual aggravation has
been the local application of corticosteroid drugs. Hydro-
cortisone sodium succinate pellets (Corlan), 2.5 mg., applied
locally to the ulcers have been found to bring about a bene-
ficial response." 12 The same benefit was not seen in a trial
of various local corticosteroids reported in the B.M.7. this
week by Mr. I. T. MacPhee and his colleagues (p. 147).
The preparations tried included Orabase (an ointment con-
taining carboxymethylcellulose), Orabase containing triam-
cinolone acetonide (Adcortyl-A) 0.24-1 mg. daily, local or
systemic betamethasone (Beta-Corlan) 0.4 mg. daily, and
carbenoxolone sodium in a bland adhesive vehicle (Biobase).
Two preparations were tried on each patient, the period of
treatment and the control periods being of a month's dura-
tion. Though the authors point out the difficulties of evalu-
ating therapy in an illness with cyclical improvements and
exacerbations and admit that the period of treatment was
short, it is of interest that none of the therapies had any
significant effect on the incidence or duration of ulcers, though
an extended trial of an eight-week programme showed that
betamethasone locally gave some benefit.

Perhaps only long-term corticosteroid treatment will bring
improvement, as may be suggested by the results of the eight-
week trial. But is the benefit sufficient to justify the risk and
inconvenience of the treatment ? Presumably 0.4 mg. beta-
methasone daily is not sufficient to produce adrenal cortico-
steroid suppression, though it is well recognized that topical
steroids can be absorbed and produce this potentially harm-
ful effect. One case followed up by MacPhee and colleagues
does perhaps point a warning finger. This patient showed
partial suppression of adrenal function as measured by urinary
excretion of 17-hydroxycorticosteroid over the month during
which he was followed up. Low-dosage long-term cortico-
steroid therapy may therefore not be entirely without
hazards,"3 and corticosteroid treatment of mouth ulcers may
come into this category. Thus we still seem to be without
an effective and harmless short-term treatment of this trouble-
some complaint.

Sircus, W., Church, R., and Kelleher, J., Quart. 7. Med., 1957, 26,
235.

2 Behqet, H., Derm. Wschr., 1937, 105, 1152.
Graykowski, E. A., Barile, M. F., Lee, W. B., and Stanley, H. R.,

7. Amer. med. Ass., 1966, 196, 637.
Lehner, T., Lancet, 1964, 2, 1154.
Ship, I I., Merritt, A. D., and Stanley, H. R., Amer. 7. Med., 1962,
32, 32.

6 Chalmers, D., and Sircus, W., Gut, 1964, 5, 599.
Ziserman, A. J., 7. Amer. med. Ass., 1935, 104, 826.

" Bishop, P. M. F., Harris, P. W. R., and Trafford, J. A. P., Lancet,
1967, 1, 1345.

Richman, M. J., and Abarbanel, A. R., 7. clin. Endocr., 1943, 3, 224.
I Carruthers, R., Aust. dent. 7., 1967, 12, 279.
11 Truelove, S. C., and Morris-Owen, R. M., Brit. med. 7., 1958, 1, 603.
12 Cooke, B. E. D., and Armitage, P., Brit. med. 7., 1960, 1, 764.

Bacon, P. A., Daly, J. R., Myles, A. B., and Savage, O., Ann. rheum.
Dis., 1968, 27, 7.

Oestrogen Therapy and Prostatic
Cancer

Over 25 years have elapsed since the introduction of oestrogen
therapy for prostatic cancer. The synthesis of stilboestroll
occurred almost simultaneously with C. Huggins's demon-
stration' that the disease was androgen-dependent. Only a
simple step further was required to substitute the new-found
oestrogen for orchidectomy and thus to introduce a scientifi-
cally acceptable method of treating cancer by mouth.

There are occasional failures, but few would deny the value
of oestrogens in promoting a marked and often dramatic
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effect on the symptomatic course of the disease. Histo-
logical changes in the tumour cells become recognizable within
a few days' of the start of treatment, and a considerable mass
of supporting evidence-both biochemical and radiological-
has now accumulated pointing to a real measure of control
over the activity of the malignant process. Nevertheless, it
has been disappointing that no instances of complete elimina-
tion of the disease have been recorded, and often after a pro-
longed period which the patient survives in comfort the
growth loses its sensitivity and a relapse occurs. Recent
experience in other fields has prompted inquiry into the
possible hazards of protracted hormonal therapy, such as
cardiovascular changes and thrombotic complications. It is
against this background that the conclusions reached in a
recent collective investigation4 undertaken by the Veterans
Administrative Co-operative Urological Research Group into
the survival and causes of death of patients with prostatic
cancer must be assessed.
The study, which started six years ago, relates to 2,052

patients observed at 14 hospitals in the U.S.A. All patients
were assessed according to the stage or extent of the disease
and were then randomly allotted to a prescribed system of
management. Main interest centres on those adjudged beyond
the scope of radical surgery-on account of either local exten-
sion of the primary tumour (stage III, 992 cases) or meta-
static spread (stage IV, 772 cases). In these groups four
methods of treatment were used: orchidectomy and oestro-
gens, orchidectomy and placebo, oestrogen alone, and placebo
alone. The results appear to show that in stage III cases
the percentage of five-year-survivals was actually slightly
reduced in the groups treated with hormones, while in stage
IV cases there was little significant distinction and certainly
no reversal of this trend. The inference drawn is that despite
the value of hormones in retarding the disease such treatment
may predispose to death from other causes. Further analysis
suggests that the higher mortality among the patients treated
with oestrogens appears to be caused mainly by cardiovascular
and cerebrovascular disease, though attacks of embolism
showed no significant rise.4 The report suggests that treat-
ment with hormones should be restricted to patients with
severe symptoms in the later stages of the illness and that it
should be used with particular caution in cases of incipient
cardiac or cerebrovascular disease.
On the evidence submitted, however, such conclusions can

be accepted only with considerable reserve. Though the trial
was carefully planned and conducted some questions are left
unanswered. The results indicate a fairly substantial saving
in deaths from cancer in the groups treated with oestrogen,
and no effect on other causes of death with the exception of
heart disease and cerebrovascular disease. The contrast
drawn by the authors is between patients in all stages of the
disease treated with oestrogen and all those not so treated.
Examination of the groups separately shows some odd con-
trasts. The excess deaths with oestrogen fall almost entirely
within five months of starting treatment in stages I and II
and in those patients in stage III treated with orchidectomy
and oestrogen or placebo. On the other hand, in those
patients in stage III treated with oestrogen alone or placebo
alone the effect was different: the excess deaths occurred

wholly after 12 months. There was no evidence at all in
stage IV of any excess deaths due to oestrogen. With this
distribution of deaths in time is it reasonable to implicate
oestrogen ?
To those who are old enough to remember the distressing

fate of many sufferers from prostatic cancer prior to the
introduction of hormone therapy the advice offered by the
American group can be construed only as a mild caution.
Individual clinical experience leaves no doubt as to sympto-
matic benefit conferred by treatment with oestrogens, and it
would be a pity indeed for such treatment to be unduly
restricted or discredited on the evidence presented.
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Psychotic Reactions During Travel
Psychiatric sequelae of travel have seldom been described,
though they probably occur more frequently than is generally
recognized. The sense of insecurity and unreality which
results from a rapid transition to strange climatic and cultural
conditions, especially where a language barrier increases the
sense of isolation, may result in increasing tension and
apprehension, at times amounting to panic and causing dis-
organization of behaviour. Operators of air lines and cruise
ships are adept at providing personal and general reassurance
in these circumstances-often with liberal doses of our oldest
tranquillizer. Despite this, however, delirium tremens or
alcoholic hallucinosis may occur in travellers whose journey
is the occasion for a rapid increase in consumption or sudden
withdrawal of alcohol. Similar disturbances may occur in
heavy barbiturate users whose drug dependence has not been
clearly recognized. Acute drug intoxications with L.S.D.,
amphetamines, or other drugs of abuse are now being increas-
ingly encountered in travellers, and they may present serious
problems in recognition and management.'

Transient psychotic reactions during travel have a sur-
prisingly uniform picture.2 3 There is often some
ambivalence regarding the journey, and the subject has
usually been travelling alone for several days on a bus, train,
or aeroplane. Frequently meals have been irregular, fluid
intake restricted, and sleep restless or disturbed ; sometimes
considerable alcohol intake before departure has also been a
factor. After two or three days of travel there is an explosive
development of psychosis, with hallucinations, delusions, and
ideas of reference. In most patients the psychosis occurs in
a setting of clear consciousness, but in some this may be
clouded, with confusion, tremor, and fever. On a regimen of
sedation, correction of fluid balance, adequate nutrition, and
small doses of phenothiazines most patients recover within
a week. With inept management, however, the disability
may be prolonged, and admission to hospital in a psychiatri-
cally unsophisticated region may be a major hazard.

In general, psychiatric contraindications to travel are few
and are usually self-evident. Even acutely disturbed patients
on appropriate medication and accompanied by someone
known to them can make long journeys provided these are
carefully planned. Chronic psychiatric illness or a prior
history of serious disorder is not in itself a contraindication
to travel. Some discretion must be exercised in advising a
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