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suspected by the practitioner or confessed by the patient), investiga-
tions to exclude gonorrhoea are rarely requested for men patients
presenting with dysuria, frequency of micturition, or both. Moreover,
in our cases gonococci in the urine were not overgrown by other
organisms because we have two bench-cool trays (at 4°C), one at the
reception and the other within the laboratory, where samples of
urine are processed so that all urine samples from the time of receipt
to the time of disposal are kept chilled. Nor were the patients treated
with any antibiotics before submission of specimens. It therefore
seems logical to believe that gonorrhoea may also lead to "sterile"
pyuria in women. In conclusion, we wonder whether gonorrhoea
should be added to the list of conditions producing "sterile" pyuria in
sexually active patients.
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Controlled trial of cromoglycate
and slow-release aminophylline in
perennial childhood asthma

Cromoglycate and theophylline provide effective prophylactic treat-
ment in childhood asthma.1 2 Slow-release theophylline preparations
simplify treatment, and their use may improve patient compliance and
control of symptoms. To assess this we have compared cromoglycate
and slow-release aminophylline in a double-blind randomised cross-
over trial.

Patients, methods, and results

Seventeen boys and 13 girls aged 5-15 years with perennial asthma were
studied. During three randomly assigned four-week periods each took
cromoglycate, aminophylline, and placebo. They took cromoglycate or
placebo four times daily and slow-release aminophylline or placebo twice
daily. Throughout the trial all children used additional salbutamol as
required. Persistent severe asthma was treated with a four-day course of
prednisolone at home, or admission to hospital if necessary. Before the trial
started the dose of slow-release aminophylline was adjusted to give peak
plasma concentrations in the therapeutic range 56-112 ,tmol/l (10-20 Hg/ml)
2-5-4 hours after the dose.3 The mean (± SE) pretrial concentration was
89 ± 6 tumol/l.
Asthma was assessed by using diary cards,4 on which daily symptom

scores, morning and evening peak expiratory flow rates (PEFR), all treat-
ments taken, and possible side effects were recorded. Compliance with
treatment was assessed from the diary cards, by counting tablets and capsules
returned, and by measuring peak plasma theophylline concentrations at the
end of each period of treatment. After completing the trial each child was
asked which preparation he or she would prefer to take provided they were
equally effective.

The table summarises the symptom scores, PEFR, and use of salbutamol.
Mean daily symptom score and use of salbutamol was greater during the
placebo period than during both active treatments. Mean PEFR was con-
sistently lower during the placebo period. Mean daily symptom score was
significantly lower during treatment with cromoglycate than during treat-
ment with slow-release aminophylline. Although the mean number of
symptom-free days was greater and the mean number of days with PEFR
under half the predicted value was less during cromoglycate treatment than
during slow-release aminophylline treatment, the differences were not
significant. Possible side effects such as nausea, vomiting, abdominal pain,
and headache were recorded on 5 0% of trial days. They occurred with similar
frequencies throughout all three periods. For severe attacks of asthma, eight
children were admitted to hospital and four received prednisolone at home.
Eight attacks occurred during placebo periods and two during each period of
active treatment (p < 005).

All prescribed aminophylline was taken on 94 + SE 3 ,' of trial days while
all cromoglycate was taken on only 81±SE 5 % of trial days (p<0-05).
Twice as many doses of cromoglycate, however, were prescribed. Thus equal
proportions (93 %0) of the total prescription of both drugs were taken. Mean
plasma theophylline concentration during the trial was 71 ± SE 6 psmol/l.
Some 80 % of children preferred slow-release aminophylline tablets com-
pared with 17 °' who preferred cromoglycate (p <0 05); one child had no
preference.

Comment

The results confirm that cromoglycate and theophylline are effective
drugs in the prophylaxis of perennial asthma in children. Cromoglycate
may have been more effective as this treatment was associated with the
lowest symptom scores, but this was not confirmed by the other
findings.
The willingness of patients to take prescribed treatment may

determine the success or failure of prophylaxis in asthma. In this trial
compliance with prescribed treatment was probably better for slow-
release aminophylline than for cromoglycate, because all doses were
taken on significantly more days (p< 0 05). Some 80 % of the children
said that they would prefer slow-release aminophylline if it was as
effective as cromoglycate. Thus it might be taken more regularly for
long periods. Slow-release aminophylline is also cheaper than cromo-
glycate, costing £145 a week compared with £290 (MIMS).

We are grateful to Napp for providing financial support for this trial. The
statistical analyses and conclusions are our own independent assessments.
Fisons kindly provided the cromoglycate and placebo. Mrs Sandra Newton
and the hospital pharmacy staff allocated treatment.
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Mean (± SE) daily symptom scores, PEFR, doses of salbutamol, and number of symptom-free days during each treatment

Symptom score PEFR (%)t Salbutamol Symptom-free Days when
Treatment (maximum 13) (No of doses daily) days (%') PEFR <500,

am pm predicted (0)

Cromoglycate 1-69±0-08)**) 88±1)±1 91±1 *** 095±005 ) 47±7 47±9
Slow-release aminophylline 198±008 * I 88±1 * 91±1 092±004)* 40±6 57±9
Placebo 2-27±0-08J J 84±1 J 86±1 J J 1-24 :0-06 J J 32±5 60±9

Difference between means significant: *p<0 05; **p<001; ***p<0001.
tPEFR as percentage of predicted normal from Godfrey et al.'


