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TABLE 1I-Anti-HTLV-III/LAV in patients with haemophilia A having treatment
with commercial orBritishfactor VIII concentrate

Commercial British

Year of testing No tested No (%) positive No tested No (%) positive

1978 10 0 2 0
1979 28 0 2 0
1980 70 23 (33) 2 0
1981 56 28 (50) 2 0
1982 72 46 (64) 8 0
1983 105 69 (66) 99 1 (1)
1984 315 215 (68) 166 18 (11)

TABLE III-Anti-HTLV-I in 401 patients with haemophilia A

Anti-HTLV-I
Serological finding
for HTLV-III No tested No positive

Positive 120 0
Negative 281 1

AIDS4 and might be represented among the commercial donors.
There was no evidence ofHTLV-I infection in any patient with the
exception of a single Japanese, who was seronegative for HTLV-
III/LAV (table III). This finding accords with previous studies,9
showing that HTLV-I was not transmitted by blood products
prepared from pooled plasma. The failure of HTLV-I to transmit
was also likely to be due to a relatively low prevalence of infected
donors and the presence of high concentrations of neutralising
antibody in plasma from any infected donor.'0
The prevalence ofHTLV-III/LAV infection remained compara-

tively unchanged from 1982 onwards. This may have been due to
the exclusion of high risk subjects from the commercial donor
panels though this seems unlikely in view of the seroconversions
documented in 1983 and 1984. There are two alternative explana-
tions: either these highly exposed but seronegative patients repre-
sented people relatively insusceptible to infection with HTLV-

III/LAV or they represented infected people in whom the virus was
truly latent and unexpressed. Ifthe second were true the virus might
become actively expressed at any later time and would be associated
with late seroconversion and the usual clinical sequelae to infection.
We still have a great deal to learn with this new viral infection and
only the passage of time and careful study may turn speculation into
fact.
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Short course of steroids in home treatment of children with
acute asthma

A DESHPANDE, SHEILA A McKENZIE

Abstract

A double blind, randomised, placebo controlled study of the
treatment of children with acute asthma at home showed that a
three day course of prednisolone hastened improvement of both
asthmatic symptoms and peak expiratory flow rates. Thus
all asthmatic children who present with an acute attack should be
considered for treatment with corticosteroids in. addition to
bronchodilators not only to -prevent possible deterioration but
also to speed recovery.
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Introduction

Corticosteroids are now generally accepted to be of value in the
management of patients admitted to hospital with acute severe
asthma.' Their value for patients not admitted to hospital is less
clear. These patients have by implication less severe asthma at the
time of presentation, and it might be argued that improvement
would occur just as quickly with corticosteroid treatment as without
it. We conducted a study to examine whether a three day course of
prednisolone speeded recovery in children with an acute episode of
asthma managed at home. We assessed both symptomatic improve-
ment and improvement in airways obstruction as measured by
changes in peak expiratory flow rate (PEFR).

Patients and methods

Children with asthma who attended the paediatric chest clinic were
eligible for admission to the study provided they could use a peak flow meter.
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Children who presented in the casualty department with an acute wheezy
episode and with a PEFR of 15-80% of a baseline value that had been
obtained when they were well were, together with their parents, invited to
take part in the study. Symptoms over the previous 24 hours were recorded
with a scoring system that gave a score of 0-3 for cough and for wheeze
during both the day and the night; thus the maximum score was 12.

After measurement of the PEFR each child received one dose of nebulised
salbutamol (2 mg in 5 ml physiological saline) and was then given, in a
randomised, double blind manner, a three day course of either prednisolone
or an identical placebo to take home. Each was asked to continue his usual
dose ofinhaled bronchodilator every four hours until returning for review on
the fourth day. The day of presentation was taken as day 1. The dose of
prednisolone (or identical placebo) was 2 mg/kg on day 1, 1 mg/kg on day 2,
and 0 5 mg/kg on day 3. Each child was given a peak flow meter (Airmed Inc)
and asked to record the PEFR in the morning and evening before treatment
with their bronchodilator until the day of return, day 4. All were asked to
continue any other treatment they had been taking and to record it.
On the day of return symptoms were recorded for the previous 24 hours in

the same way as they had been at presentation.
Number of children-The number of children taking each treatment (n)

required to enter the study to show between the two groups a 20% difference
(d) in mean improvement (change in PEFR) on day 3 was calculated
according to the guidelines of Pocock2 as n=(2o2/d 2)xf(ts,P), where o=
standard deviation of PEFR obtained from previous studies (=20%),
a=0 01, =0 05, and f(a,i)=17 8. Thus 36 patients would have to be
enrolled for each treatment to show a clinically important difference in
PEFR (20%) with 95% certainty that such a difference would be detected at
the 1% level of significance. We considered that in our practice we should be
able to enrol such a number of patients in a reasonable period of time (two
years). We elected to break the code after the entry of 50 patients for interim
analysis and to stop the study if treatment showed significant improvement
at p<0-01.

Analysis ofresults-Wilcoxon rank sum tests for paired and unpaired data
were used to analyse the symptom scores, and Student's t tests for paired and
unpaired data were used for the measurements of PEFR. For each child
PEFR was expressed as a percentage of the best value that he could achieve
when completely well; this value was obtained from the clinic notes.

Results

After 50 patients had entered the study we broke the code; review of the
diary cards indicated that six could not be considered because they had been
incorrectly completed. Thus we analysed the results of 44 patients, 21 of
whom had received placebo and 23 the drug. The mean age of the patients
was 10-5 (range 5-15) years; 33 were boys and 11 girls. Eleven patients
(six given placebo and five given prednisolone) continued to take

placebo and 46 (19)% in those who received prednisolone). The table shows
the improvements in PEFR in the morning and evening ofdays 2 and 3. The
mean improvements in the group who received steroids were significantly
greater than those in the group who received placebo. The figure shows the
PEFR at presentation and on the morning of day 2 and the evening of day 3
in each patient.
No child in either group had to return to hospital during the period of the

study, but five children were admitted when they returned on day 4 because
they had shown little or no improvement. All five had received placebo.

Discussion

It would be impossible to show conclusively that the early
treatment of an acute attack of asthma with corticosteroids reduces
the mortality from asthma. There is good evidence, however, that
corticosteroids hasten recovery from severe asthma. In a controlled
trial conducted by Fanta et al a group of adult inpatients with a
severe attack treated with hydrocortisone recovered more quickly
than a similar group treated with placebo.3 By 12 hours the mean
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Peak expiratory flow rate (PEFR) at presentation and on morning of day 2 and
evening of day 3 in patients given placebo and patients given prednisolone.

Improvements in peak expiratory flow rate (PEFR) from baseline values during
treatment with prednisolone and placebo. Figures in parentheses are 95% confidence
limits

Mean change in PEFR (%)
Mean improvement with

Placebo Prednisolone prednisolone compared with
(n=21) (n=23) placebo (%)*

Da 2 (Morning 1-6(-5-4, 8-6) 18 0(11-3,24-7) 16-0( 6-4,25-6)
( Evening 11 0( 53, 16 7) 31 0(23 9,38-1) 20 0 (11-0,29-0)

Day 3 Morning 110( 40,180) 260(197,323) 150( 56,244)
(Evening 180( 119,241) 430(351,50-9) 250(150, 350)

*Calculated as mean change in PEFR during treatment with prednisolone minus mean change
during treatment with placebo.

beclomethasone, 11 (five and six, respectively) cromoglycate, and five (three
and two) oral theophylline.
Symptom scores at the time of presentation did not differ significantly

between the two groups, the median score being seven in those who took the
steroid and five in those who took placebo. At the end of treatment
symptoms in both groups had improved significantly (median improvement
five in the treatment group (p<0-001) and three in the placebo group
(p<0-01)). Comparison of the improvements between the two groups
showed that those who had received prednisolone had a more favourable
outcome than those who had received placebo (p<0 001).

There was no significant difference in mean PEFR between the two
groups at the time of presentation (49 (SD 17)% in those who received

change in the forced expiratory volume in one second was
significantly greater in the group treated with hydrocortisone than
the group treated with placebo. In our study corticosteroid treat-
ment also hastened recovery in a group of children with much less
severe asthma (although it was troublesome enough for them to have
sought medical attention). The study was designed to include
sufficient children for it to detect reliably an objective improvement
in airways obstruction as assessed by measurements ofPEFR as well
as to evaluate subjective improvement in symptoms.
Some comment should be made about the PEFRs. It has been

noted that children who are practised in using peak flow meters
record higher PEFRs than would be expected from values derived
from population studies.4 Accordingly, in the present study we
decided, as others have done,5 to use as the baseline value the best
PEFR recorded when the child was well.
A previous study suggested that when a doctor is considering

whether to keep a child with acute asthma in hospital a PEFR at
presentation of over 25% of the expected value is a reasonable guide
for home treatment.6 The data presented here support this. We
suggest that children with PEFRs at presentation in the range 15-
25% of the expected value are probably in a borderline category for
home or hospital treatment. Although none ofour children returned
to hospital during the study, five from the placebo group were
admitted at the end of the study. It is not uncommon for patients
with acute asthma to return to hospital after treatment with only a
nebulised IP agonist. Our results suggest that early treatment ofsuch
patients with corticosteroids would make return to hospital less
likely and might well prevent dangerous deterioration.
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Corticosteroid treatment for asthma has been regarded as poten-
tially dangerous because of the risk of side effects.7 Studies in
children with acute asthma who had received an eight day course of
methylprednisolone compared with a similar group of children who
had received placebo showed that in both groups adrenal respon-
siveness was decreased seven days after the end of treatment; the
decrease was no greater in the group given methylprednisolone than
in the group given placebo.8 It is thus highly unlikely that a single
three day course of corticosteroids would have any adverse effect.
Provided that the day to day treatment of patients with asthma is
properly supervised the need for repeated courses of corticosteroids
for acute attacks should be minimal.
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Technetium-99m autologous phagocyte scanning: a new imaging
technique for inflammatory bowel disease

W PULLMAN, R HANNA, P SULLIVAN, J A BOOTH, F LOMAS, WILLIAM F DOE

Abstract

A method to determine the extent of active inflammatory
bowel disease using selective labelling of autologous neutrophils
and monocytes by phagocytosis of a technetium-99m ("'ETc)
stannous oxide colloid is described. Unlike leucocyte scanning
techniques using Indium-III ("'In), the "Tc coiloid scan uses a
cheap, readily available isotope, which specifically labels phago-
cytes. Scan results in 20 patients with inflammatory bowel
disease were compared with barium examinations and colon-
oscopic appearances. There was close agreement in 15 of 20
patients as to the extent of mucosal disease. In four cases the
scan showed more extensive disease than was suggested by
barium examination. The scan showed terminal ileal Crohn's
disease in three patients in whom the barium studies of the ileum
had been reported as normal. In four patients with inactive
disease and normal barium examinations no activity was seen on
the scans.
The "-Tc phagocyte scan is a sensitive, reliable means of

determining the extent of active inflammatory bowel disease and
can be used to quantify disease activity.

Introduction

Previous studies of patients with infammatory bowel disease have
established that scanning after intravenous injection of autologous
leucocytes labelled with radionuclides determines the extent of
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active disease and facilitates objective assessment of activity.'-5 The
technique is safe in the acutely ill patient6 and has proved beneficial
in the study of the terminal ileum, for which conventional
radiological and colonoscopic examinations are not always success-
ful.
Most of the scanning techniques available use the radioisotope

oxine labelled with indium-III ("'In), which is expensive and is
produced by a cyclotron and hence has limited availability.'5 These
factors mitigate against its widespread use in hospitals. Moreover,
"'In-oxine labels all the blood cell types,7 and purified populations of
blood neutrophils must be prepared for optimal scanning.2 3 5
We recently described a new scanning technique using stannous

oxide colloid labelled with technetium-99m ('Tc) to label specific-
ally autologous phagocytes in whole blood.8 We report the use of
this readily available, inexpensive, and simple technique in scan-
ning the intestine in patients with inflammatory bowel disease.

Patients

Twenty patients (nine men and 11 women, age range 16-70) suffering
from inflammatory bowel disease (table) were studied after they had given
informed consent to this study, which was approved by the Hospitals' Ethics
Committee. Duration of disease ranged from two months to 15 years.
Sixteen patients were diagnosed as having Crohn's disease and four as having
ulcerative colitis using conventional clinical, radiological, colonoscopic, and
histological criteria. Clinical disease activity was graded according to a
modification of the criteria established by de Dombal as absent, mild,
moderate, or severe. "' Fourteen of the 20 patients were receiving treatment
with one or more of three agents: corticosteroid, sulphasalazine, and
azathioprine (see table).

Methods

Autologous leucocytes (phagocytes) were selectively labelled in
heparinised whole blood by phagocytosis of 99mTc coupled to a stannous
colloid (<2 im spheres) as described previously.89 Briefly, 20 ml of blood
was taken and incubated for one hour with 400 MBq of 99Tc colloid and
citrate buffer. After excess colloid had been removed by centrifugation the
labelled blood was returned to the patients. Immediately before abdominal
scanning, which was performed at three and six hours after injection using a
modern, wide field gammacamera, patients were asked to empty their
bladders.
The extent ofdisease was determined within eight weeks ofthe scan by air

contrast barium enema examination and, where appropriate, by small bowel


