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Event recording in a clinical trial of a new medicine

R J SIMPSON, BRIAN TIPLADY, D C G SKEGG

Summary and conclusions

In a double-blind trial of the effect of zimelidine on
weight and appetite 24 obese patients were allocated at
random to receive either zimelidine or placebo for eight
weeks followed by the alternative treatment for eight
weeks. Possible adverse effects were elicited by asking
patients at weekly intervals whether they had experienced
any symptoms or ailments and recording all such
"events" on a special form. A conventional checklist of
symptoms was also used. Among 19 patients who com-
pleted the trial the two methods of recording yielded
similar patterns of events. Of symptoms not on the
checklist, insomnia was more common during treatment
with zimelidine.
Event recording was found to be a practicable and

convenient method of detecting possible adverse effects.

Introduction

The traditional method of detecting unwanted effects of drugs
in clinical trials is to use checklists of predictable side effects
or ask clinicians to report adverse reactions. In 1977 it was
pointed out that unexpected side effects could be detected more
reliably if doctors recorded all adverse events experienced by
patients and not just those regarded as adverse reactions to
drugs.' The purpose of event recording would be not to replace
clinical suspicion by "blind data-gathering"2 but to supplement
it. Although no one has advanced cogent arguments against
using this procedure (which might also show unexpected
benefits of drugs), it remains the exception rather than the rule
in Britain. Since the practicability of the method has been
questioned, we report here our experience of event recording in
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a trial of the effect of a new bicyclic antidepressant, zimelidine,
on body weight and appetite. This trial was carried out after
preliminary studies in depressed patients had suggested that
zimelidine might reduce appetite.

Patients and methods

The patients, who were not suffering from psychiatric illness, were
adults attending a general-practice clinic for obesity. They consented
to take part in a double-blind clinical trial. One week after an initial
examination they were allocated at random to receive either zimelidine
100 mg twice daily or matching placebo tablets. After eight weeks
the treatments were reversed for a second period of eight weeks.
We report here only our assessment of possible adverse effects in

patients who completed the trial; details of the weight changes and
of patients who dropped out will be reported elsewhere. The patients
were seen weekly and asked whether they had experienced any
symptoms or ailments, including changes in chronic conditions. All
such events were recorded on a special form, irrespective of whether
a link with zimelidine was suspected. Every fourth week a conventional
checklist of 21 symptoms was also used, but only after the patients
had been asked to mention anything that had been bothering them.
The incidences of symptoms during the periods of treatment with

zimelidine and placebo were compared by analysis of discordant
pairs with McNemar's test.3

Results

Out of 24 patients who entered the trial, 19 (all women) completed
the two eight-week periods; their mean age was 35 years.
The symptom checklist suggested that dry mouth and possibly

constipation were associated with zimelidine treatment. The table
gives the results of event recording, showing all symptoms mentioned
by at least two women. An excess of insomnia occurred during
treatment with zimelidine (p < 0.05). Six patients mentioned difficulty
in sleeping only during the zimelidine period. Of these, four reported
the symptom only during the first week of zimnelidine treatment, and
the others during the first two and three weeks respectively. Another
woman reported insomnia during both treatment periods but
mentioned it only once during the first period (placebo) and six times
during the second (zimelidine). No other symptom was significantly
more common during either period, although there was a tendency
for dry mouth, constipation, and nausea to occur more often during
treatment with zimelidine. The incidence of headache, which has
been suspected as a side effect of zimelidine,4 was similar during the
two periods.
Among 27 events mentioned by only one woman during either

period were dysmenorrhoea, toothache, measles, sore eyes, and
"feeling hungry."
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Events mentioned by at least two patients while taking zimelidine and placebo

No of patients No of discordant pairs

Symptom or ailment Zimelidine Placebo Z positive, Z negative,
period period P negative* P positivet
(Z) (P)

Headache .. 7 6 5 4
Tiredness or

sleepiness .. 7 5 3 1
Constipation .. 7 4 4 1
Dry mouth .. 8 2 7 1
Nausea .7 3 6 2
Dizziness or

fainting .. 5 4 3 2
Insomnia.. 7 1 6 0$
Depression .. 2 5 0 3
Diarrhoea 4 3 2 1
Swelling of hands and

feet .4 3 2 1
Common cold .. 2 3 2 3
Itching or irritation

of skin .. 3 2 3 2
Urinary frequency

(including nocturia) 1 4 0 3
Painful joints .. 1 3 0 2
Rash .2 2 1 1
Agitation or

tenseness .. 2 1 1 0
Dry skin.. 2 1 2 1
Indigestion .. 1 2 0 1
Influenza. . 3 0 3 0
Tingling in hands 2 1 2 1
Vomiting.. 2 1 1 0
Aggressiveness .. 1 1 1 1
Backache .. 1 1 1 1
Bad taste in mouth 2 0 2 0
Excessive sweating 1 1 1 1
Trembling .. 2 0 2 0

*Symptom occurred while patient taking zimelidine but not placebo.
tSymptom occurred while patient taking placebo but not zimelidine.
$Significance of result: p<005.

Discussion

The nature and variety of symptoms recorded suggest that
our method was successful in eliciting complaints other than
those that patients or doctors might expect to be side effects of
treatment. Thus, despite the small number of patients included
in this trial, event recording yielded interesting findings.
Randomised controlled trials comparing the effects of

zimelidine and amitriptyline in depressed patients have con-
firmed the prediction from animal experiments that zimelidine

would produce fewer symptoms of anticholinergic activity than
amitriptyline.5 6 The present study may indicate a weak anti-
cholinergic effect of zimelidine, although the differences found
were not statistically significant.

Because so many events were elicited in this study the excess
of insomnia during treatment with zimelidine might be a
chance finding. The main purpose of event recording, however,
is to identify areas for further investigation, and it clearly did
this. Insomnia was not included in our checklist of symptoms,
so attention would not have been drawn to it as a possible
adverse effect without the recording of events. Two objections
that have been advanced against adopting event recording as a
routine procedure are that the numbers of patients included in
clinical trials are too small to yield useful results and that the
method is too cumbersome. Our experience does not support
these objections. While larger numbers would be more con-
clusive, analysing data from only 19 patients was clearly worth
while. Moreover, the method was so convenient that it will
probably be included in the expanded clinical trials that will be
carried out when zimelidine is marketed.

Copies of the form used for recording events may be obtained from
Dr Brian Tiplady.
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SHORT REPORTS

Advice about driving after
herniorrhaphy
The increasing use of day care and short-stay surgery in the manage-
ment of groin hernias has raised many questions. One common query
by patients is "When may I drive ?" We have previously asked patients
about the length oftime before they drove and the answers ranged from
four days to eight weeks. General practitioners give widely differing
advice.' We therefore carried out a study to try to answer the question
"When may I drive ?"

Subjects, methods, and results

The ability to perform an emergency stop in a car simulator before opera-
tion and on the third, seventh, and tenth postoperative days in 25 men who
had right inguinal hernias was measured and compared with that of 20
normal subjects picked at random from the hospital staff. The car simulator
consisted of a car seat and the usual three control pedals, above which were
two lights, one green, one red. In addition a press button was held in the left
hand. All were instructed to respond to the illumination of the green light
by pressing the button and to the illumination of the red light by fully
depressing the brake pedal as quickly as possible, as though performing an
emergency stop. When the participant was seated comfortably he was asked
to depress the accelerator pedal fully until one or other light came on and
then respond appropriately. The delay between illumination of the light and
the appropriate response was timed electronically. On each occasion the two

responses were each tested 20 times in random order. Our intention was to
measure and compare hand and foot reaction times and to see whether both
were prolonged in the postoperative period or only the foot reaction time
because of the presence of the groin incision.
The mean reaction time for each response on each test day was calculated.

The hand reaction (button pressing) time was similar in both groups on
each occasion (table). The foot (emergency stop) reaction time was also
similar in the two groups preoperatively. On the third and seventh post-
operative days the patients had significantly prolonged foot reaction times
(paired t test). The patients' foot reaction had returned to its preoperative
time by the tenth postoperative day.

Mean (: SD) hand andfoot reaction times (seconds) in a group ofpatients before
and after herniorrhaphy and a group of normal subjects

Preoperative Hand reaction time Foot reaction time
and

postoperative Normal subjects Patients Normal subjects Patients
(days) (n = 20) (n = 25) (n = 20) (n = 25)

Preoperative 0 51±0 1 0-54±0 11 0-72±0-15 0-71±0-12

Day 3 0-46±0-09 0-51±0-11 0-70±0-10 0-84±0-16*

Day 7 0-46±009 047±009 0-72±0 10 077±0-14t

Day 10 0-49±0-13 0-50±0-12 0-70±0-12 0-71±0-15

*Significant 1?<0 001.
tSignificant p<OOl.
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