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some difficulty that 67 papers on a variety of topics
were fitted into the three days of the Cambridge symposium.
So high was the standard of the papers that it would be in-
vidious to select any of particular merit. Nevertheless, the
work of G. C. Liggins, an obstetrician from Auckland in
New Zealand, does deserve special mention because it ex-
emplifies the potential value to clinical medicine of basic bio-
logical research. While studying the factors responsible for
parturition in sheep he noted that in the immature lamb re-
spiratory function after birth was improved by the infusion of
glucocorticoids during fetal life. A subsequent trial amongst
women going into premature labour has now shown that
there is a significantly lower incidence of respiratory distress
and mortality among the babies of mothers treated with beta-
methasone. This appears to be due to the induction of sur-
factant formation in fetal lungs. Though the mechanism is
not fully understood, clearly the observation is important,
implying that it may eventually be possible to diminish the
incidence of the major cause of perinatal mortality.
There can be little doubt that if Sir Joseph were alive

today he would be delighted by the flowering of the seed he
planted. The present symposium was held 25 years after his
death, but it is certain that the interval before the next sym-
posium will need to be much less if we are to keep pace
with the present rate of progress in fetal physiology.

Unusual Symptoms of
Crohn's Disease
Patients with Crohn's disease nearly always present with
symptoms due to the intestinal lesions-diarrhoea and ab-
dominal pain-and often a tender mass is palpable in the
right iliac fossa or the hypogastrium. There may be an
accompanying high pyrexia, loss of weight, and iron-
deficiency anaemia. Crohn's disease may also be accom-
panied by general symptoms much like those seen in ulcera-
tive colitis. These include polyarthritis, ankylosing spondy-
litis, iridocyclitis, erythema nodosum, and finger clubbing.'
Clubbing, for example, was noted in 105 of 181 patients with
Crohn's disease studied by J. F. Fielding and W. T. Cooke,2
and it was found to be related to the activity but not to the
site of the disease. The clubbing would disappear two to
three months after the disease became quiescent.

Perianal disease, taking the form of deep multiple fissures,
undermining anal ulceration, indolent fistula-in-ano, or
oedematous skin tags, is now known to be common. It is
especially likely to complicate Crohn's disease affecting the
large bowel,3 but it may also complicate Crohn's disease
otherwise confined to the small intestine. It is important to
note that an anal lesion may precede the onset of intestinal
symptoms, and this occurred in one-quarter of the cases
studied at St. Mark's Hospital by W. N. W. Baker and
G. J. Milton-Thompson.4 J. C. Mountain5 has recently de-
scribed three examples of metastatic ulceration (affecting the
base of the penis, the submammary region, and the ab-
dominal wall) complicating Crohn's disease associated with
perineal ulceration. These lesions gave the typical granulo-
matous picture of Crohn's disease on histological examina-
tion.

In 1969 T. P. Dudeney6 reported a patient of 36 with
Crohn's disease of the ileum who developed an area of
granulation tissue on his buccal mucosa, a biopsy of which

showed plasma cell infiltration and one or two epithelioid
and giant-cell foci. This appears to be the first example of
Crohn's disease affecting the mouth. K. F. R. Schiller and
his colleagues7 described three patients with oral and one
with labial Crohn's disease, histologically confirmed. These
presented with a hypertrophic oral mucosa, an indurated
polypoid lesion, or a linear ulcer.
The most detailed study of this symptom of Crohn's

disease is that of C. B. Croft and A. R. Wilkinson,8 who
have reviewed 332 cases treated at the Leeds General In-
firmary. Twenty patients (6-1%) were found to have suffered
from oral ulceration at some stage during their illness. In
three the oral ulceration was a presenting feature of the ill-
ness, and in one the onset preceded bowel symptoms by one
month. One of the patients was of particular interest in that
he showed severe ulceration of the mouth and pharyngeal
mucosa with ulceration and oedema of the epiglottis and
larynx. Histological studies were compatible with a diagnosis
of Crohn's disease, and this appears to be the first example
of lesions of the laryngopharynx in a patient with Crohn's
disease of the intestine. Evidently clinicians should be aware
of this possible symptom of Crohn's disease, especially as
it may mimic oral candidiasis or vitamin deficiency, both of
which may complicate severe Crohn's disease.
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Better Influenza Vaccines?
No one is particularly satisfied with the present influenza
virus vaccines, and there are several reasons for this. They
have to be given annually, because immunity declines in a
matter of months, and though the decline can be overcome
by using oil adjuvants these occasionally produce local
lesions of unacceptable severity. Adjuvants made with oils
that can be metabolized may yet prove satisfactory.

Another problem is that suitable vaccines are always
scarce when an epidemic due to a new type of virus comes
along. The reason is that the virus spreads round the world
before manufacturers can produce the vaccine. But recently
they have been exploiting techniques developed for what
seemed at the time an unusually esoteric branch of science
-namely, influenza virus genetics. The technique is re-
combination of genetic material. By its means one can in-
troduce in a few days into a new strain, with new antigens
on its surface, the capacity to grow freely and rapidly in
eggs, which is otherwise acquired only rather unpredictably
and by tedious serial passage in the laboratory. The idea
was put forward years ago by E. D. Kilbourne in the U.S.A.,
and vaccines recently made in Britain by this technique
have proved sa,tisfactory, as have similar experimental vac-
cines in the U.S.A.'

Live influenza vaccines might solve some other problems,
for they can be given without injections and they require
less virus per dose. In fact, if mass vaccination against in-
fluenza were ever to be practised, it would be almost essen-
tial to use live vaccine. Here again recombinants may be
helpful, for it has been shown that the same method may
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be used to introduce not only the capacity to grow rapidly
in eggs, which the manufacturer needs, but also the property
of attenLuation for man2-or immunizing without producing
influenza-which the patient wants.
The whole question of how a vaccine protects is also

being reassessed. There has been much debate on whether
old strains in a vaccine could confer a broad immunity,
but it is now generally agreed that only current strains are
of value, so that one each of influenza A and B are used.
But it has recently become clear that the two components
of the cell surface, the haemagglutinin (HA) and neur-
aminidase (N), are separate chemically and immunologic-
ally,3 each being composed of distinct polypeptides. These
ideas underly the new nomenclature for influenza A viruses.4
For instance, instead of "A2 Asian" we now have H2N2
and for "A2 Hong Kong" we have "HN2." These terms
indicate that the new strains have a neuraminidase which is
antigenically rather close to the old one, though the haemag-
glutinin is entirely different. Other laboratory work, also
based in Kilbourne's laboratory and also using recombinants,
has suggested that, though antibody against N does not
inactivate the virus at all efficiently, it reduces the amount
of disease and of virus shedding in mice.5 6 And it has
recently been possible to protect chickens against chicken
influenza by vaccinating them against the virus enzyme
only.7
The question arises, Do these results apply to man? and

two recent studies suggest that they do at least to some
extent. At the time of arrival of H3N2 virus many people
were carrying anti-N2 antibody, and some volunteers who
had no anti-H, antibody nevertheless resisted infection with
H3N2. So we can ask: Are anti-N2 antibody and resistance
connected? A group of volunteers infected with influenza at
the National Institutes of Health, Bethesda, Maryland, have
been studied,8 and it was found that though they were
almost all infected-they were given a large dose of rather
virulent FLN2 virus- those with anti-N antibody were less
ill and shed less virus than those without it. Similarly a
group of British volunteers9 were studied by means of an
attenuated influenza infection. With them too resistance to
infection as determined in the laboratory was shown to be
correlated with the presence of anti-N2 antibody in the cir-
culation and to a slight extent with the same antibody in
nasal secretions.

It is now possible to make vaccines containing any de-
sired enzyme, and it may soon be possible 'to use purified
haemagglutinin and neuraminidase preparations without
the nucleic acid, the virus protein, and the traces of host
material inevitably included with a whole-virus vaccine.
Kilbourne has suggested that after vaccination against N a
natural infection would be mild and resemble vaccination
with a live vaccine.10 Others think that a pure HA antigen
would be better, since it would probably induce neutralizing
antibody and would protect solidly, but more work is
needed to find which view is right. It is good to know that
the study of influenza vaccines is alive with new ideas and
that improved vaccines can be expected.
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638 Chronic Gastric Ulcers

A chronic gastric ulcer poses two questions to the clinician.
Is it benign? Will it heal and stay healed with medical
treatment? The main purpose of a study mounted at 16
Veterans Administration Hospitals in the United States was
to find answers to these two questions. The report of the
study, which concerned the period 1960-8, has recently
been published.'
The patients were males in whom a radiologist had re-

ported the presence of a gastric ulcer on a barium meal.
They were admitted to hospital for three weeks and given
medical treatment of rest, milk or antacid every half hour,
bland meat-free diet, anticholinergic drugs unless contra-
indicated, and sedative drugs and vitamins as required.
Carbenoxylone was not used. The barium meal was re-
peated at three weeks, six weeks, and 12 weeks. The ulcer
was expected to have been reduced in size 50% at three
weeks, 90% at six weeks, and to have healed completely by
12 weeks. If healing was not satisfactory as judged by these
time criteria, the patients were randomized between con-
tinued medical treatment and surgery.

Excluded from this study were certain types of gastric
ulcer: those found at gastroscopy only and not on a barium
meal (small acute ulcers); those in patients on corticosteroids,
corticotrophin, or phenylbutazone (drug-induced ulcers);
those in patients who had recently had major surgery, trauma,
or burns (stress ulcers); those requiring urgent surgery for
haemorrhage, perforation, or obstruction; and those in
patients who had had previous gastric surgery. Six hundred
and thirty-eight patients fulfilled the criteria for admission
to the study and completed the 12-week period of treatment
and were then followed up two years later.

In 46%, almost one-half, the healing was complete at the
end of three weeks. In 70% healing was complete by six
weeks, and in 76% it was complete by twelve weeks. There
was no relationship between the location of the ulcer within
the stomach and the likelihood of healing. Large ulcers re-
quired longer to heal than small ulcers. Co-existent duodenal
ulcer or scarred duodenum, which was present in 42% of
the series, did not affect the rate of healing. In patients with
multiple gastric ulcers there was a greater chance that one of
the ulcers would not heal satisfactorily.
Of the ulcers that healed two-fifths (42%) recurred. Re-

currence was unaffected by the size or location of the ulcer
or age of the patient. Most of the recurrences were observed
within six months. A second recurrent ulcer developed in
two-fifths of those whose first recurrent ulcer healed satis-
factorily. There was a slightly higher incidence of recurrence
in vatients with an associated duodenal ulcer.

In 111 patients the ulcer did not heal satisfactorily and
they were randomized to receive medical or surgical treat-
ment. Of those treated medically at this point only 58%
healed satisfactorily. Most of these had a recurrence in the en-
suing two years, and only 24% were free of symptoms. Forty-
two patients had surgical treatments, and 71% of these had
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