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administered parenterally show an increase of
the usual cardiovascular effects.2 In this way
the pulmonary ventilation: perfusion ratio is
significantly altered and it is the main cause
of the hypoxaemic effect.3 Thirdly, the
hypoxaemic effect is less when the patient
has been treated for a few days with
3-adrenergic agents, probably because of

pharmacological tolerance.5 Moreovcr,
52-selective agonists can induce an important
hypoxaemic effect by being nebulised or
administered parenterally, as we and others
have verified in asthmatic patients.6 7

In short, an important hypoxaemic effect
can be induced by 32-adrenergic agonists.
Previous oxygenation of the patient when his
Pao2 is below 60 mm Hg can prevent this
undesirable effect. This therapeutic measure
is especially necessary if the patient has not
received these drugs before.
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Bronchodilator effect of sodium
cromoglycate and its clinical
implications

SIR,-Dr N C Thomson and others (13 June,
p 1973) state that they disagree with the
findings of Drs J T N Chung and R S Jones
(27 October 1979, p 1033) that sodium cromo-
glycate acts as a bronchodilator in certain
children with asthma. The group of children
reported in the publication referred to were
selected because their asthma was physio-
logically suitable for testing the bronchodilator
action of a drug. One has repeatedly observed
erroneous results reported over the last two
decades on account of incorrect experimental
conditions, and Thomson and others are no
exception. They examined a small group of
only eight atopic subjects plus one other,
subjects of widely differing ages. They do not
reveal their figures, nor say how valid con-
clusions can be reached on a sample of this size.
They do not tell us what placebo effects were
observed or the physiological state' of their
patients at the time of examination or the
interval between this time and the previous
attack of asthma. All these points are crucial

and, even then, extrapolation of conclusions
from adult life to childhood may not be
admissible if the pathophysiology is not
comparable, which would be highly improb-
able unless the subjects were carefully
selected.

In children there is a variable relationship
between the actions of sodium cromoglycate,
salbutamol, and placebo according to the state
of the disease (table). Between attacks the
placebo effect is less than 20" because secretion
is minimal, whereas the drug actions of sal-
butamol and cromoglycate are approximately
equal, the observed increases in peak flow
being 17 50o and 16-2", of predicted normal.
It must be noted that these were group-2
subjects in my classification,' and the results
would not apply to group-3 subjects, who make
up the majority of adult asthmatics. In an
attack of asthma of moderate severity the action
of salbutamol is of the same order (9-17%0),
but sodium cromoglycate has a much smaller
effect of about 50, .*2 The placebo effect in an
attack is much greater and of the same order as
the bronchodilator action of salbutamol
(13 5-160,,). Both placebo and drug actions are
very dependent in children on the state of the
airway, in particular the amount of mucoid
secretion present at the time the test is per-
formed.

Briefly, if one wishes to obtain accurate
information about the bronchodilator action of
a drug, it is essential to select asthmatics with
minimal secretory activity, as shown by their
capacity to bronchodilate to within one
standard deviation of predicted normal and by
a placebo response of less than 2°- The peak-
flow rate before bronchodilatation should be
more than two standard deviations below the
predicted normal in order to allow room for an
adequate drug response.

Nebulised sodium cromoglycate is a less
potent bronchodilator than salbutamol but is
effective in the prevention of mild attacks, and
the great advantage is its complete safety. In
moderate and severe attacks nebulised salbuta-
mol is more potent, but because it is not as safe
it must be used with caution in the home.
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Nocturnal wheezing in children-
management with controlled-release
aminophylline

SIR,-Dr P W G Evans and colleagues (4 July,
p 18) state that no side effects were observed in
25 asthmatic children treated with controlled-

Changes in peak expiratory flow (PEF) as percentage of predicted normal
in response to placebo (water) and drugs during and between attacks of
asrhma

Within 24 h 12-24 h after
of admission to admission to Between attacks

hospital hospital of asthma

No in each group 10 10 15 15 20
Initial PEF as

°Oof predicted 436 411 540 614 820
% Increase after
placebo (water) 13 5 16 0 16 8 15.0 1 8

0O Increase after
disodium cromogly-
cate solution 5 1 4 7 16 2

0 Increase after
salbutamol solution 16 8 9.1 17 5

release aminophylline for nocturnal wheezing.
In 15 children aged between 5 and 12 years

(who had previously been dry at night)
treated by us with controlled-release amino-
phylline, however, at a dose of 10 mg/kg at
bedtime for nocturnal wheezing, the drug had
to be withdrawn in two because of enuresis.
The patients were not receiving any other
medication except sodium cromoglycate.
Serum theophylline concentrations were not

monitored during the period of treatment. The
history of enuresis was elicited only on specific
inquiry and may be explained by the diuretic
effect of theophylline, which is a xanthine
derivative. Theophylline is the xanthine
derivative that has the greatest diuretic action
on the kidney, probably by inhibiting phospho-
diesterase activity.'
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Longitudinal study of obesity in the
National Survey of Health and
Development

SIR,-The longitudinal study of obesity in
young people reported by Dr 0 Stark and his
colleagues (4 July, p 13) is of great interest. We
wish to offer some methodological comments
and suggestions regarding future investiga-
tions.
At the younger ages studied obesity is defined

relative to the mean of the cohort and therefore the
distribution of relative weight is bound to have a
mean of 100 ¾,. Under these circumstances, the
prevalence of overweight as derived from table I is
a measure of the spread of the distribution rather
than of obesity relative to an external standard.
Though it is not possible to define universally
applicable growth standards, the normal measure-
ments during growth from birth to 17 years as
reported in the Documenta Geigy scientific tables1
constitute a useful external standard of reference
for Western populations.
At older ages the "desirable standards" of the

Metropolitan Life Insurance Company are rightly
referred to. But in this case a large bias is introduced
in that heights and weights are reported, not
measured. If, as is claimed, weights are accurate to
within 7 lb (3 2 kg) and heights to within 2 inches
(5-1 cm) an actual body weight of 155 lb (70 3 kg)
standardised to a height of 68 inches (172-7 cm) may
correspond to any estimated value between 140 lb
(63 5 kg) and 172 lb (78 0 kg). The authors rightly
point out that the bias will be towards under-
estimation since it is likely that heights will be
overstated and weights understated.
The authors have so far been able to study the

growth of this cohort of children up to age 26.
Further quinquennial follow-up studies to age
around 40 are desirable since increases in body
weight do not stabilise until around this age.2
Actual measurement of heights and weights would
be extremely valuable to avoid the large potential
biases of self-reporting.
The correlation structure of the data is notable.

The authors have shown that in attempts to predict
adult relative weight the current degree of over-
weight provides almost as much information as may
be obtained when relative weights at earlier ages
are also known. This phenomenon approximates
closely to what is known as a Markov process,3
conditional on age and sex, in which knowing the
result of the last measurement we can neglect any
other previous information we have in predicting
the future. It is important to realise that in such
predictions we must know exactly the outcome of
the last assessment. In this context the sLlf-
reporting of weights with large errors does not fulfil
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