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Editorials

Oral Bronchodilators in the Control of Asthma
Thomas et al. on page 159 have looked at a traditional approach to the management
of chronically symptomatic asthma; the addition of oral ~-agonists. Their study has
examined the effect on treatment costs, asthma control and quality of life. They have
attempted to gain control of symptoms with inhaled ~-agonists and then to see the
effect on control and inhaler use ofthe addition of regular long-acting oral salbutamol.
The results show that there is no saving in cost, indeed the treatment period with the
oral salbutamol was more expensive.

The oral salbutamol had an effect on asthma in that the use of inhaled ~-agonist
decreased by 4 puffs per day in exchange for the 8 mg of oral salbutamol. However,
this is from the very high level of22 inhalations per day necessary to establish control
of symptoms at the start of the study. There was a cost to pay in terms of the adverse
effects of tremor and palpitations although these were small. The quality of life
measures were not different in the two arms of the study, neither was peak flow. The
doctors' global assessment of treatment periods was better for the control period
without the oral salbutamol, possibly reflecting the presence of some adverse effects
without any difference in the asthma control.

The relative costs of salbutamol tablets to inhalers in the United Kingdom would
be the same as in this study but if a more sophisticated slow release mechanism were
used as in 'Volmax', the cost of the tablets increases 8-fold. In the costings the authors
looked at the effects of 100% change in the cost of an inhaler. However, these
differences are small compared to the costs of some alternative inhaler devices,
substituting long acting inhaled ~-agonists or introducing inhaled steroids. The long-
acting inhaled agent salrneterol, given twice a day, has been shown to give better
control than four times daily inhaled salbutamol.' In the United Kingdom the cost
would be around 10 times as great. Similarly a 200 ug inhalation of beclomethasone
dipropionate in the United Kingdom would cost 10 times as much as an activation of
a salbutamol inhaler. The changes are very large compared to the costs of 4 or 5 puffs
of salbutamol or terbutaline.

Theophylline or inhaled steroids were added in the run-in to this study if control
could not be established with the inhaled ~-agonist. Only 3 of the 30 patients were
given inhaled steroids and 7 were on slow release theophylline during the study
period. The perception of control of asthma has changed over the last 10 years. Rather
than a tolerable situation, adequate control might now be regarded as freedom from
symptoms. This would not fit with the use of such a large amount of inhaled ~-agonist
as a response to symptoms. Most of the guidelines which have been developed for
asthma treatment over the last few years recommend the use of a prophylactic anti-
inflammatory agent when inhaled ~-agonists are used as much as once a day on
average.P This practice is based on the finding of the importance of inflammation in
the airway wall in asthma. The anti-inflammatories are used in an attempt to reduce
this inflammation and minimize the airway response to allergens and non-specific
irritants.

There is also the hope that such an approach to treatment might stop the
development of permanent airway damage from persistent inflammation. Although
there is in vitro and in vivo evidence for a reduction in inflammation in the lungs with
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inhaled steroids there is little to back up the suggestion that this approach can change
the natural history of the disease. The studies of Haahtela et al. 4.5 offer some promise
that this may be the case. These studies compared inhaled steroids and inhaled
~-agonists as initial treatment in mild-to-moderate asthma. The first two years of
the studies established that better control was produced by the use of the inhaled
steroids than by regular bronchodilators. The introduction of steroidsafter two years
of ~-agonists alone produced a more limited response. Some costing studies have
suggested that, when all economic consequences such as absence of work, hospital
admisssion for exacerbations and long term sickness are taken into account, there is
an economic benefit as well as a beneficial effect on quality of life.

The regular use of ~-agonists has come under suspicion with the suggestion that
they may increase the responsiveness of the airways and that may lead to a worsening
of asthma control when used on a regular rather than a symptomatic basis." There is
still doubt in this area? but the guidelines available do not suggest the use of'jl-agonists
in this manner.v'They should be used symptomatically. If those symptoms are persis-
tent then use may effectively be regular and in this case consideration should be given
to the use of a regular long-acting agent together with the regular anti-inflammatory
agent. If cost is not an issue then inhaled long-acting ~-agonists come in at this point.
Long-acting inhaled ~-agonists may be more effective than an increase in the inhaled
steroid dose." Otherwise alternatives should be considered.

Oral theophyllines provide an alternative long-acting oral bronchodilator. The
modern controlled release preparations produce stable serum levels and fewer
adverse effects than the older short-acting drugs. In addition to the bronchodilator
effect there is interest in the potential anti-inflammatory effect of theophyllines."
These effects may be produced by lower doses which have fewer adverse effects and
may reduce the need for such regular monitoring of blood levels of theophylline.
Although the anti-inflammatory effects of theophylline have been shown in vitro and
in vivo, adequate long term studies are awaited and it seems likely that any effects will
be much less than those seen with inhaled steroids.

The study by Thomas et al. shows that oral ~-agonists have little to add in the
treatment of asthma. They substitute for ~-agonists with no reduction in cost and an
increase in adverse effects. Oral ~-agonists are left with little or no role in asthma
except perhaps as a poor alternative to long-acting inhaled ~-agonists or theophyllines
in nocturnal asthma when conventional short-acting inhaled drugs do not last long
enough.
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