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A Gontrolled Comparison of Diazepam and Amylobarbitone
in Anxiety States

By A. McDOWALL, S. OWEN and A. A. ROBIN

Amylobarbitone has been shown to be effec
tive in the symptomatic treatment of neurotic
anxiety in a number of controlled trials (Ray
mond et al., 1957; Scott, iÃ§@@;Robin, 1959),
and can therefore be used as a standard of
comparison in the treatment of anxiety states.
It is here compared with diazepam (7-chloro..
I â€˜¿�3-dihydro- I - methyl-5-phenyl-2H- i â€˜¿�4-benzo

diazepin-2-one).

METhOD

Twenty-eight consecutive out-patien ts suffer
ing from anxiety states were treated in a double
blind cross-over trial with diazepam and
amylobarbitone ; each drug was prescribed
for a period of a fortnight, the order of pre
scription being randomized. Amylobarbitone
was used in doses of 6o mg. t.i.d. and diazepam
in doses of 5 mg. t.i.d. The patients were
interviewed and rated on an anxietyscale (Robin
et a!. , I 96 i ) before commencing treatment, after
the first period of treatment at two weeks, and
after the second period of treatment at one
month. Each of the 23 items on the scale was
assessed on a three point rating. For scoring
purposes symptoms were counted as â€œ¿�2â€•if
severe, â€œ¿�I â€œ¿�if moderate or mild, and â€œ¿�oâ€•if
absent. The anxiety score is the sum of ratings
achieved by a patient. Standardized actuarial
data were collected on all patients admitted to
the trial. The symptomatic picture of the
patients treated resembled that of the patients
with anxiety reactions studied in three previous
trials (Robin, â€˜¿�959; Robin et al., 1961 ; Robin
et al., 1964)â€”(see Table 1)â€”but patients in this
trial produced fewer symptoms. Non-parametric
tests were used to analyse the data statistically.

RESULTS

Of the initial 28 patients, 5 discontinued

treatment : 3 because of possible side-effects,

one through admission to hospital, and the fifth
because of an administrative error.

The 23 who completed the trial showed
significant improvement (N = 22 : T = 25:
p = <@ 0 1) in their total anxiety score after
two weeks of treatment (using the Wilcoxon
Matched Pairs Signed Ranks Test, Siegel,
I 956), regardless of the drugs used. The

average anxiety score dropped from i 9@ 7 to
I 4@ I . At the end of a month these patients

remained significantly better than at the start of
the trial, but the second fortnight of treatment
was not contributory, and indeed there was a
slight overall deteriorationâ€”average scores
rising from I 4@@ to I 5@ 4.

Eleven patients were treated with diazepam
in the first fortnight of the trial and i 2 with
amylobarbitone, the order being reversed in the
second fortnight. Diazepam resulted in signifi
cantly greater improvement in anxiety scores
than amylobarbitone (N = 23 : T = 43 : p
< . 0 I ) without regard to the period during
which the drugs were administered.

Twenty-nine symptoms were analyzed mdi
vidually. Tension or anxiety (p = .004), irri
tability (p = . oo6), weepiness (p = . t@i6),
fidgeting (p = . 029), claustrophobia (p =
. 03 I ) , broken sleep (p = . 03 1 ), and increase

in dreaming (p = . 03 i) were sigmficantly
improved on diazepam in comparison to
amylobarbitone, using the Sign Test (Siegel,
1956).

Twenty-nine complaints were noted for the
first time during the period in which diazepam
was prescribed, and 36 during the period of
amylobarbitone. These were possible side
effects. Fatigue, headache, loss of pleasure and
irritability were the commonest to be reported,
and were mentioned, roughly, equally with
both drugs. Two patients discontinued diazepam
â€”¿�one saying that the drug made him feel ill
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40 50 57
96 65 78 64

38 35 30 25
67 65 62 46

72 6o 64 39
ioo ioo too ioo

77 70 56 43

96 8o 74 64

62 55 40 46
72 45 44 39
53 20 34 21
77 85 72 54

67 65 62 64
77 65 68 64

77 80 72 6i
82 85 88 71
86 75 84 82

67 35 30 32

53 40 30 29
67 70 50 39
57 80 60 50
53 35 64 50
62 55 64 36
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and the other that it was depressing. One
patient discontinued amylobarbitone complain
ing of exhaustion and palpitations.

Patients were ranked according to their
response to diazepam, and the 10 patients who
showed most improvement compared with the
10 who showed least. No differences were noted
in diagnostic sub-group, number of previous
attacks, sex, age, civil state, prognosis rating,
personality type or intelligence. Patients who
fared best had significantly higher initial
anxiety scores than those who showed least
response.

DiscussioN

Diazepam has been shown in controlled
studies to impair psychomotor performance
in volunteer subjects (Lawton et al., 1963), and
improve sleep and appetite (Payne et a!., 1964)
in non-psychiatric patients with musculoskeletal

disorders. The drug did not influence chronic
schizophrenic patients treated for a month with
doses of3o mg. daily (Merlis ci a!., 1962), but was
beneficial as far as anxiety symptoms were con
cerned in general medical cases (Cromwell,
1963), and mixed groups ofpsychiatric patients

with mainly psychoneuroses and depressive

reactions (Hare, i 963 ; Daneman, i 964 ; Beer
man, 1964). In similar patients diazepam has
been reported as superior to chlordiazepoxide
(Kerry et at., 1962 ; Aivazian, 1964), trifluo
perazine and a combination of meprobamate
and benactyzine (Vilkin, i 964). This study is in
line with the pattern reported above and shows
diazepam to be an effective sedative as far as
neurotic anxiety symptoms are concerned. In
doses of I 5 mg. daily it produced few side
effects and certainly no more than were
observed with therapeutic doses of amylo
barbitone.

https://doi.org/10.1192/bjp.112.487.629 Published online by Cambridge University Press

https://doi.org/10.1192/bjp.112.487.629


631BY A. McDOWALL@ S. OWEN AND A. A. ROBIN

Su@uu@@

A double blind cross-over study comparing

the effect of I 5 mg. diazepam with i 8o mg.
amylobarbitone daily in outpatients with anxiety
states showed diazepam to be superior in
alleviating symptoms measured on an anxiety
rating scale.

We wish to thank Mr. E. W. Bardett and his staff for
organizing pharmaceutical control of this trial.
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