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Amitriptyline: Comparison of Three Different Dosage
Schedules in Neurotic Depression

By DOMENICO DE MAIO and ALESSANDRO LEVI-MINZI

SUMMARY Three groups of neurotic depressed patients were
treated with amitriptyline, one group receiving the customary three
daily doses, another a single dose in the morning, and the third a
single dose at night. All three groups showed significant decrements of
total scores on the Hamilton Scale for Depression and the Zung Self
Rating Depression Scale without significant differences. Patients
taking the drug at night showed a lower incidence of side effects.

Introduction
The current trend in drug treatment for

depression is increasingly in favour of once-a-
day medication, as opposed to the traditional
thrice daily schedule. This applies to ami
triptyline in conventional tablet form (Ziegler
et al, 1977a; Murphy, 1977) as well as in
sustained-release dosage forms (Rifkin, 1972;
Sims, 1972 ; Sedman, 1973; Murphy, 1977), and
also to Dothiepin (Sharma, 1977) and to the
fluphenazine-nortriptyline association (Brodie
et al, 1976) . Hollister ( 1976) recommends
shifting to the single daily dose mode after the
initial stage ofdosage adjustment.

The purpose of this study was to compare the
efficacy and side effects of amitriptyline given on
different dose schedules to neurotic (plus some
psychotic) depressed patients.

The choice of amitriptyline for patients with
neurotic depression was dictated by our
experience of the purely symptomatic effect of
tricyclic antidepressants in general, relatively
free from any important nosographic implica
tions (Dc Maio et al, 1975; Simpson et al, 1976).

Material and Method
This trial was conducted in three groups of

male in-patients with neurotic depression. Two
groups were selected randomly for treatment
with a single daily dose of amitriptyline to be
taken at 9 am (Group A) or at 9 pm (Group B);

the third group was not randomized and served
as control, receiving the drug conventionally in
three daily doses to be taken at 9 am, 2 pm and
8 pm (Group C).

Table I describes the three groups of patients:
variance analysis of tabulated data yielded a
â€˜¿�notsignificant' F value, confirming that the
three groups were homogeneous in regard to the
involved parameters.

Each patient was evaluated clinically by the
Hamilton Scale for Depression and the Zung
Self-Rating Depression Scale before and after
20 days of treatment.

Amitriptyline dosages were adjusted in
dividually : the range was 75 to 125 mg daily
for Group A (morning medication) (mean doses
85.57 Â±10.48),5Oto l50mgdailyforGroupB
(evening medication) (mean doses 87.05 Â±
11.49), and 75 to 150 mg daily for Group C
(thrice daily medication) (mean doses 90.33 Â±
21.29).

Statistical evaluation of therapeutic results
obtained with the three dosage schedules used
the total scores of the Hamilton and Zung
scales. The therapeutic result of Group C
(control) was compared statistically with that of
the other two groups, there being no apparent
bias for the type of patients represented in the
groups or for the mode of treatment. The
statistical method employed was variance
analysis for a mixed factorial design plus
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GroupMean ageDiagnosisTotal scores beforetreatmentNeurotic

depressionPsychotic depressionHamilton scale
(mean Â±S.D.)Zung

scale
(mean Â±S.D.)A41

Â±12.4710325.26 Â± 6.8745.20 Â±12.17B42

Â±9.4810529.60 Â± 5.9653.33 Â±6.30C42.12Â±

11.8213226.56 Â± 6.1448.62 Â± 8.55

ComplaintsGroup A
(morning)Group

B
(evening)Group

C
(t.i.d.)Somnolence733Asthenia4â€”â€”Insomnia11â€”Dryness

ofmouth1â€”3Headacheâ€”1â€”Sweating1â€”1Dizzinessâ€”â€”1Constipationâ€”â€”1

GroupRatingscalesHamiltonZungAâ€”33.5%â€”25.6%Bâ€”44.6%â€”21.7%C-44.4%-19.6%
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TABLE I

Three Groups of depressedmen treated with amitriptyline

covariance analysis. This afforded observation of
different patterns of improvement during treat
ment, and brought out the importance of
different severity of symptoms before treatment
in the groups being compared.

Results
Improvement in the three groups is shown in

Table II statistically.

TABLE II

Percentage decline in depression scores after amitriptyline for
20 days

Side effects
Side effects were reported by 11 of 15 patients

ofGroup A (totalling 14 individual complaints),
in 5 of 15 patients of Group B (5 complaints),
and in 8 of 16 patients ofGroup C (9 complaints).
The difference between groups is not significant
(x' = 4 . 85 ; P > 0 . 05). A breakdown of re
ported side effects is given in Table III.

TABLE III

Side-effects volunteered in three Groups

1. The difference between the three groups in
terms of improvement, assessed by either
rating scale, was not significant (x' = 4.85;

P >0.05).
2. There was a highly significant difference

(P < 0 .01) between times, reflecting major
improvement of depression, in the results of
both rating scales regardless of the model of
amitriptyline administration in the three
groups.

3. The time/treatment interaction was not
significant (P > 0 . 05), indicating a similar
pattern ofimprovement in the three groups.

Discussion
The results of this study corroborate earlier

reports indicating no difference of therapeutic
results whether amitriptyline is administered
three times daily orjust once a day (Braithwaite
et al, 1974; Ziegler et al, l977a). In this trial the
total score of the Hamilton Scale for Depression
elicited after treatment showed a somewhat
greater per cent reduction compared to pre
treatment readings than did the total scores of
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the Zung ratings. This fact, which we reported
at an earlier date for other tricyclic compounds
(Dc Maio et al, 1975), apparently suggests the
greater reluctance of self-administered test
scores to move, compared to the more objective
Hamilton Scale procedure.

Our experience further confirms that in
patients receiving amitriptyline in single daily

doses there is no statistically significant differ
ence ofclinical improvement whether the dose is
taken in the morning or at night. As for the thrice
daily dosage schedule, this finds little justification
even on merely pharmacokinetic grounds
(Ziegler ci al, 1977a), as is the case also with
nortriptyline (Ziegler ci al, l977b). Conversely,
once-a-day dosing promotes patient compliance
(Summers, 1977) and is apparently quite
adequate to maintain steady and therapeutically
valid blood levels of amitriptyline between
consecutive doses (Braithwaite et al, 1974), the
mean half-life of the drug being between 24 and
48 hours. Yet our own good results obtained with
single daily (morning) doses of the non
tricyclic antidepressant, Nomifensine, strongly
suggest a mechanism other than pharmaco
kinetic, since the last-named drug has a half-life
of only 2 to 4 hours (Home et al, 1976). One
possible explanation, perhaps worth looking
into, could be sought in the well-known cir
cadian variations of bioamine concentrations in
the brain and blood (Albrecht et al, 1956; Reis
et al, 1968; Scheving et al, 1968; Sauerbier and
von Mayersbach, 1976). In our three patient
groups (two of which were randomized),
therapeutic results did not seem dose-dependent;
this is at variance with what Simpson et al
(1976) reported in regard to imipramine in
depressed neurotics. Indeed, our mean dosage
was respectively 78.57 and 87.0 mg daily in the
two once-a-day dosage groups, as opposed to
fully 117.5 mg daily, or about 25 per cent
more, in the thrice daily group.

If anything, certain differences were observed
in terms of side effects, which were complained

of by fewer patients in the evening dosage
group (B). Obviously, an allowance must be

made for the fact that somnolence, for instance,
is a noticeable side effect in daytime, but very
few patients would complain if it occurred
during night hours.
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