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SHORT REPORTS

Lithium, manic-depressive illness,
and psychological test performance

For over 10 years patients responding to treatment at a lithium
clinic' have been free from psychiatric symptoms. Little is known
about the psychological performance of such patients, but a report,2
using the Minnesota Multiphasic Personality Inventory (MMPI),
confirmed that lithium produces a response in depression. Clinical
impressions agree that lithium responders are patients with typical
manic-depressive illness.3 It is still not known how well patients are
when taking lithium.

Patients, methods, and results

The first 20 responders to lithium attending the clinic in 1978 were
studied psychologically. They had had an average (± SD) of 9-8 3-86
attacks over an average of 9-6±4-92 years before treatment. Since starting
treatment they have had an average of 6-25+3-15 years attack free and an
estimated average of 7-82 ± 4-35 attacks per person prevented. The expected
frequency might have been 10-20 % higher, as suggested by Angst et al.4 The
following psychological tests were used: (1) a questionnaire measuring
depression in terms of guilt, mood, impairment, and retardation5; (2) the
Middlesex Hospital Questionnaire measuring generalised anxiety, phobic
anxiety, obsessional features, somatic symptoms, depression, and hysteria.
The patients were well and, except for one, had been since starting lithium.
The table shows the scores from the two questionnaires for the lithium
responders. Comparative data are also included. With both questionnaires the
lithium responders were like normals rather than like depressives or psychia-
tric patients. Combined median tests on the depression questionnaire data
show that the lithium responders differed from the depressed group at a
significant level (P<0-01) on all five scores. They could not be separated
statistically from the normal group. With the Middlesex Hospital Question-
naire a non-parametric analysis cannot be made since the published data do
not give the individual scores for the normal and psychiatric groups. Although
the use of t tests might not be entirely appropriate there was only one
departure with such tests from the results with the depression questionnaire.
On the obsessional scale lithium responders were more like psychiatric
patients than normals. The lithium response might have depended on
regularity in tablet taking associated with obsessional traits. The association
could also mean that the normal personalities of many depressed patients
have obsessional features.

Comment

These 20 manic-depressive patients had had nearly 200 admissions
(many compulsorily) to a mental hospital. Since being treated with
lithium (with one exception) previously severely psychotic patients
are now symptom-free with normal psychological profiles. They are
well and leading ordinary lives. Lithium probably prevents changes
into illness and these patients, had they not been successfully treated,
might well have become chronic mental hospital patients. One
patient relapsed into mania twice, each time shortly after stopping her
medication. Another patient (with 11 admissions in 15 years), now
well for 10 years, shows features of depression on both scales. She is
reactively depressed. She is living with her epileptic and subnormal
daughter and her 80-year-old mother-in-law and also caring for her
80-year-old mother.

Psychological assessment indicates that these responders to lithium
might be obsessional. They may be more scrupulous about complying

with their treatment and more likely to respond successfully to it.
Perhaps a predisposition to manic-depressive illness is associated
with obsessional personalities. Would these patients have eventually
become chronic mental hospital residents without lithium treatment ?
Their normal psychological profiles (in severely affected manic-
depressives) emphasise that they are symptom-free between attacks
and warrant special care to keep them well. The number of attacks
-and admissions prevented emphasises the importance of treating
such patients with lithium and reaffirms that lithium has been effective
in them. Few treatments in psychiatry are as successful, particularly
when followed up for as many years.

Kerry, R J, British Medical3Journal, 1968, 4, 187.
2 House, K M, and Martin, R L, American Journal of Psychiatry, 1975,

132, 644.
3Schou, M, Journal of Psychiatric Research, 1968, 6, 67.
4Angst, J, Dittrich, A, and Grof, P, International Psychiatry, 1969, 2, 1.
5 Kerry, R J, and Orme, J E, Journal of Clinical Psychology, 1975, 31, 607.

(Accepted 15 November 1978)

Northern General Hospital, Sheffield S5 7AU
R J KERRY, FRCPSYCH, DPM, consultant psychiatrist
J E ORME, BA, PHD, chief psychologist

Amitriptyline plasma concentration
and clinical response

The case for monitoring plasma nortriptyline concentrations to
maximise antidepressant effect' has been put. The relationship
between plasma concentrations and clinical response is more complex
with amitriptyline, the most widely prescribed antidepressant. This
is because amitriptyline undergoes demethylation in vivo to produce
variable quantities of nortriptyline, its active metabolite. Braithwaite
et a12 reported a simple linear relationship between response and
concentrations of amitriptyline plus nortriptyline. But an alternative
analysis suggested there was an improved response with intermediate
concentrations. Montgomery and Braithwaite3 found a significantly
better response with amitriptyline plus nortriptyline concentrations
between 80 and 200 ,ug/l. Ziegler et a14 reported findings that supported
the concept of this "therapeutic window". The recent WHO multi-
centre trial5 suggested there was little justification for routine monitor-
ing of concentrations although a significant negative correlation
between percentage change on the Hamilton (HRS) and nortriptyline
concentrations was reported.

Patients, methods, and results

Seventy-four patients suffering from primary affective disorder with
endogenous depression (defined by Newcastle inventories after our earlier
design') who remained moderately to severely depressed after a placebo
period were treated with a constant dose of 150 mg amitriptyline at night
for six weeks. Patients were rated after the placebo period and every two

Mean scores (and standard deviations) of lithium and other groups on two questionnaires

Depression questionnaire
No Total score Guilt Mood Impairment Retardation

Lithium responders 20 6 20 (5 77) 1-85 (2 08) 1-05 (1-28) 1-45 (1-50) 1-85 (1-96)
Normals 35 5-07 (3-32) 2 31 (1-47) 0 91 (0 77) 1-11 (1 12) 0 74 (1-31)
Depressed patients 34 23-88 (8 45) 5-06 (3-51) 5-65 (3-18) 6-35 (2-42) 6-82 (2 69)

Middlesex Hospital Questionnaire
No Anxiety Phobic Obsessional Somatic Depression Hysteria Total

Lithium responders 20 4-7 (2-1) 3-4 (1-72) 8-3 (2-68) 3-9 (3 06) 4-3 (2 88) 3-5 (2 62) 28-1 (12-90)
Normals 39 5-2 (3 5) 3-7 (2-3) 6-4 (2-7) 4-2 (2 7) 3-8 (2-8) 3 9 (3 0) 27-2
Psychiatric inpatients 24 12-5 (1-9) 9-0 (4-1) 9-3 (3-1) 9-3 (4-3) 8-2 (2-8) 7-4 (3 8) 55-7
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