
Late onset asthma

This common clinical syndrome needs appropriate management

The word asthma covers so many different clinical pictures
(almost in the same way as cancer) that it is proving
increasingly difficult to define. Of late there has been a move
from a physiological' to an aetiopathological definition
emphasising the part played by inflammation.2 Both
approaches are broad, however, and numerous subclassifica-
tions have been used for different clinical types, usually with
the implication that they have a bearing on management.
Examples include the intrinsic/extrinsic classification and
classification by patterns of airflow-that is, morning dipping
asthma and brittle asthma.3

Late onset asthma is a much used but poorly defined term,
the major confounding factor being the lack of appreciation
by clinicians of the difference between truly late onset asthma
and asthma that is recognised late. This is an important
distinction: the "missed" asthmatic patient with longstanding
undertreated asthma is more likely to develop irreversible
airflow obstruction.4
Any definition of late onset asthma must refer to the age at

onset of symptoms, but opinions differ on what that age
should be.5'8 Since asthma is far more prevalent in children
than in adults in the Western world,9 and as allergic factors are
more common in children and young adults, a reasonable
definition would be "asthma with onset of symptoms in adult
life in a patient with no pre-existing, persistent respiratory
symptoms."

In a recent study of over 7700 patients seen in general
practice, data on the age of onset were available in 86%, of
whom 43% had symptoms starting after the age of 20.10 That
figure may have been a slight overestimate because of some
lack of perception of asthma at a younger age." A smaller
community study of people aged over 70 showed, however,
that the onset of the disease in most of those with asthma had
been in adult life.'2 True late onset asthma is, therefore,
common and may affect one in 50 of the adult population (on
the basis of a 5% prevalence for asthma overall).

Late onset asthma has sometimes been equated with
intrinsic asthma-that is, negative skin test results, normal
total IgE concentrations, more severe symptoms, and a
greater likelihood that the patient is taking maintenance oral
corticosteroids'3-but in some patients there will be impor-
tant causes that must be recognised. Asthma induced by
drugs such as aspirin,'4 non-steroidal anti-inflammatory
drugs,'5 and Hgb blockers (both oral'6 and in eye drops'7) is
more common than is generally realised. Most patients with
aspirin sensitive asthma are unaware of their sensitivity, but a
history should always be sought, and nasal polyps and
negative skin test results will support this diagnosis.'4 Over
200 causes of occupational asthma are recognised, although in
Britain only 14 are eligible for compensation (Department of
Health and Social Security leaflet N1237, 1987). A history
should seek out improvement in symptoms at weekends or
during longer periods away from work, and when a work
related cause is suspected peak flow monitoring should be
arranged. Asthma of adult onset may be the first sign of the
development of polyarteritis nodosa, albeit a rare disease.'8
Women, who develop adult onset asthma more often than
men,6 often give a history of asthma beginning at the
menopause,'9 thus raising the question whether in some
patients progesterone protects against asthma.20 Many
patients also report that their symptoms started after a
respiratory tract infection, but how commonly viral infections

initiate rather than exacerbate asthma remains unknown.2'
The management of late onset asthma should, then, firstly

deal with recognisable causes such as drugs, occupational
agents, and other avoidable allergens. Drug treatment starts
with inhaled 132 adrenoceptor agonists on a relief basis, and if
these are found to be needed as frequently as twice daily then
inhaled prophylactic treatment should be started. Most
patients will need inhaled steroids; these should be used in
high doses to prevent where possible the need for main-
tenance treatment with oral corticosteroids. Inhaled steroids
are safe, and the theoretical problems associated with high
doses are minor compared with the dangers of undertreated
asthma or of treatment with oral corticosteroids. In a few
patients Nedocromil sodium at a dose of 16 mg a day may be
remarkably effective. With age the number22 and sensitivity23
of ,1 adrenoceptors is reduced, thus making anticholinergic
bronchodilators (for example, ipratropium) relatively more
important. Appreciation of the benefit of ipratropium in the
older patient has led to the production of Duovent (40 [tg
ipratropium and 100 ig fenoterol), thus reducing the number
of inhalers the patient has to handle. This does not, however,
permit flexibility in adjusting the relative doses of the two
drugs. P2 Agonists may be used in high doses and then
ipratropium added, but in older patients, in whom 132 agonists
in high dose may precipitate angina,24 ipratropium would be a
very reasonable first choice.

If asthma is still poorly controlled with high doses of
inhaled bronchodilators-and older patients may find spacer
devices easier to handle-nebulised treatment should be
started either regularly or with bad attacks. All patients using
a nebuliser must monitor their peak expiratory flow regularly,
particularly before and after every nebulised dose. Peak flow
monitoring is as crucial in the management of asthma as
measurement of the glucose concentration in blood or urine is
in the management of diabetes. These records should be
monitored and advice given on what to do if readings fall or do
not respond to nebulised treatment in acute exacerbations.25
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Antireflux surgery

A time for reappraisal

Medical treatment often fails to control severe symptomatic
oesophageal reflux disease even in the short term. Patients
suffer heartburn, regurgitation of acid (rarely bile), peptic
ulcer-like pain due to oesophageal erosions, and various
difficulties in swallowing. Recent evidence suggests that
gravitational factors such as raising the head of the bed, and
avoiding excessive stooping or bending, may play a part in
successful medical treatment- together with loss of weight.'
Antacids or prokinetic drugs may alleviate symptoms
temporarily but rarely heal severe oesophagitis. Even the H2
receptor antagonists have proved disappointing in severe
disease, particularly in the healing of oesophagitis.2 3 Hitherto
no medical treatment has existed that is universally effective
and reliable in both abolishing symptoms and healing
oesophagitis. Furthermore, increasing the dose ofH2 receptor
antagonists and adding a prokinetic drug does not always
achieve these goals. The recent advent of cisapride, however,
could help in long term treatment as it does not interfere with
gastric acid production, and trials to date suggest that
it promotes healing of oesophagitis as well as relieving
symptoms.'

In June 1989 omeprazole became available in Britain for
treatment of the Zollinger-Ellison syndrome and resistant
peptic ulcer and is now available for use in patients with reflux
oesophagitis. In September 1989 the drug received approval
in the United States for treating more severe forms of reflux
disease and the Zollinger-Ellison syndrome. Sixty four
patients took part in the first double blind controlled
comparison of omeprazole (20 mg or 40 mg) with placebo in
patients with erosive oesophagitis.5 After four weeks 81% of
patients treated with omeprazole had healed compared with
only 6% in the group given placebo. After eight weeks only
9% of the group given placebo had healed, while the rate of
healing in the group given omeprazole was maintained at
81%. The groups given omeprazole in this study were
expanded in a larger dose ranging study comprising 164
patients.6 Most patients who received the 20mg daily dose
were healed within four weeks. The 40 mg dose produced
higher rates of healing both at four weeks (88%) and at eight
weeks (94%) (p<0 05). Other studies have produced similar
favourable results.7

Several studies have compared omeprazole with ranitidine
in patients with erosive oesophagitis.89 At intervals of four
and eight weeks the rate ofhealing with omeprazole was better
than with ranitidine, and when patients who had not healed
after eight weeks of taking ranitidine were switched to
omeprazole most were healed after a further eight weeks.
Pooled data in 131 patients showed a rate of healing of 88%
with omeprazole compared with 49% with ranitidine.

Omeprazole seems extraordinarily effective in the treatment
of gastro-oesophageal reflux disease, but discontinuing treat-
ment is associated with prompt symptomatic relapse. The
anxiety about its use is that medical or surgical reduction of

acid secretion produces hypergastrinaemia, and in rats the
hypergastrinaemia associated with long term high doses of
omeprazole or ranitidine has resulted in hyperplasia. To date,
however, this problem seems to be species specific and, in our
opinion, should not prevent intermittent treatment with these
potent antisecretory drugs. Neither omeprazole nor H2
receptor antagonists are known to be carcinogenic in humans.

If, then, medical treatment rarely produces long term cure
of the symptoms of reflux, what is the place of surgery? There
is no general agreement about the indications for antireflux
surgery-even in the presence of peptic stricture of the
oesophagus. Though a hiatus hernia predisposes to reflux it
does not make it inevitable. Only when such a hernia is large
and is causing mechanical problems is it an indication for
surgery. Attempts to assess the severity of gastro-oesophageal
reflux disease by using such criteria as endoscopic findings,
pH studies, and other tests have shown that these do not
correlate well with the outcome of surgery. The combination
of the lack of accepted predictors of successful outcome and
the knowledge of the potential adverse effects of surgery
accounts for the difficulty in deciding about surgical interven-
tion and its timing.
The surgeon's aim in treating reflux disease is to correct any

substantial hiatus defect, to restore the intra-abdominal
oesophagus, to potentiate the efficacy ofthe lower oesophageal
sphincter, and, if possible, to improve the efficacy of the
crural sling and the mucosalflap valve. These goals have to be
achieved without impairing oesophageal emptying. Most
techniques use some form of fundic wrap around the
oesophagus, either partial or complete; the most widely used
is Nissen fundoplication. The techniques of fundoplication
have been said to control reflux symptoms in over three
quarters of cases, but in large series of patients other adverse
effects have resulted in less than half those treated being
completely free of symptoms.'0 Sometimes the surgery
required is major, particularly when a thoracotomy is needed,
and reoperation for unsatisfactory results has been associated
with mortalities as high as 17%."

In 1983 Negre et al drew attention to the high frequency of
complications after Nissen fundoplication. 12 Of 226 patients
with improved symptoms after this operation, only 24% were
totally without symptoms; 44% had changed habits of
swallowing, 38% had abdominal meteorism; 31% were unable
to vomit; 19% were unable to belch; 10% had dyspepsia; and
12% had pain in the left upper quadrant. Such poor results
have not, however, been universal. In 1987 Shirazi et al
reported a follow up study of 350 patients who had undergone
Nissen fundoplication up to 20 years earlier.'4 In that study
gas bloat occurred in 5-7% of patients, dysphagia in 2 9%, and
recurrent symptoms of reflux in 4-8%.

Perhaps the general lack of confidence among surgeons in
the commonly performed antireflux procedures (Nissen, Hill,
and Belsey) was shown a few years ago by the enthusiasm with
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