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TODAY'S DRUGS
With the help of expert contributors we publish below notes
on a selection of drugs in current use.

Triimipramine
This compound is marketed under the name of Surmontil by
-May and Baker Ltd.

Chemistry and Pharmacology

Trimipramine is 1-(3-Dirnethylamino-2-methylpropyl)-4,5-
dihydro-2,3 6,7-dibenzazepine. It is structurally related to
imipramine (Tofranil), with the difference that an extra
methyl group is attached to the central carbon atom of the
side-chain. The compound is also related chemically to pheno-
thiazine derivatives like chlorpromazine, and to other tricyclic
antidepressants like amitriptyline. French workers found in
1961 that the drug is more active than imipramine in tests of
tranquillizing action in animals, though considerably less so
than chlorpromazine. From the clinical standpoint trimipramine
lacks the marked sympatholytic activity of chlorpromazine and
other phenothiazine derivatives, so that it is, for example, much
less hypotensive. It is said to have a stronger sedative and a
greater ar i -emetic action than imipramine. In antidepressant
tests it has an action similar to that of imipramine. Among
the scores of papers that have appeared, Sigwald et al.' in 1961
described its antidepressant properties ; in another French
paper of 19622 effects of the drug in 167 cases were noted.

Clinical Use

In the treatment of psychotic depression the monoamine
oxidase inhibitors are now less used, the drugs in most favour
being imipramine and amitriptyline. The numerous reports
that have appeared about trimipramine in the French and also
the Italian literature showed that the compound is an effective
antidepressant, sufficiently free from toxic effects for general
clinical use. French reports, indeed, have claimed that neurotic
as well as psychotic depressions were benefited,3 but these
studies were uncontrolled. Two English investigations com-
pared the effect of trimipramine with the better-known anti-
depressant drug imipramine.
The first trial dealt with 27 patients sufficiently depressed to

warrant inpatient care.4 Half were treated with trimipramine,
receiving 25 mg. three times daily for the first week and 50 mg.
three times daily for the next two weeks; another 14 depressed
patients received the same dose of imipramine for the same
length of time. It may be noted that several French workers
advise higher doses of trimipramine, 300-600 mg. per day.

There was a poor response by patients in the imipramine
group. Salzmann tries to explain the low effectiveness by
suggesting that the patients entering hospital may have been
imipramine failures. (The question of previous medica-
tion is not analysed in his paper.) No patient treated with
irnipramine regained a normal mood state, ability to concentrate,
or self-confidence, as separately assessed on the symptom rating
scale by two clinicians. In contrast, five recoveries occurred
in the trimipramine group.

Further support for the greater clinical effectiveness of the
newer drug comes from Burns.5 Unfortunately his sample was
also small, 44 consecutive admissions. The average duration of
psychotic depression in the patients before treatment was 14
months. The trial, which again lasted three weeks, was
designed so that pairs of patients of the same sex received
either trimipramine or imipramine. Burns analysed his
findings by using the statistical method of sequential analysis.
Two doctors assessed independently whether the patients had
recovered or were moderately, slightly, or not recovered.
Trimipramine was significantly superior to imipramine:
82% of patients on trimipramine showed an overall recovery,
but only 45% of patients did so on imipramine. Burns con-
cluded that trimipramine is a potent antidepressant, superior
to imipramine. Trimipramine is the more sedative ; its action
in this respect is comparable to that of chlorpromazine and
amitriptyline. This effect may be valuable in tense, agitated
depressive patients. Trimipramine showed a slightly greater
total number of side-effects ; postural dizziness was encoun-
tered equally commonly in the two groups.
Recent evidence therefore supports the earlier claims' that

trimipramine is a useful addition to drugs effective in endo-
genous depressions-that is, those depressed states which are
not preceded by social circumstances that ordinarily produce
grief, which are of psychotic intensity and are characterized
by marked guilt, self-reproach, apathy or agitation, somatic or
self-deprecating delusions, and insomnia.

Toxic Effects

Side-effects are not pronounced at the dosage mentioned
above. Most often encountered are postural dizziness, dryness
of the mouth, palpitations, drowsiness, unsteadiness, blurred
vision, and confusion. Convulsive seizures were reported in
two French trials ; the epileptogenic effect appeared to be
independent of the dosage of trimipramine. The drug is contra-
indicated in glaucoma, and must not be given together with
monoamine oxidase inhibitors to avoid the possibility of cardiac
collapse.

Presentation

The dosage of the drug is 75 mg. per day, increasing to 150-
300 mg. per day, with gradual reduction to maintenance level
of 50-150 mg. per day. Trimipramine is available in the form
of white press-coated 25 mg. tablets with a blue inner core (as
the acid maleate), and in solution for injection 1.250% w/v (as
methane sulphonate).

The basic N.H.S. price is 12s. for 50 tablets and 12s. for 10
ampoules of 2 ml.
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