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Depression resistant to tricyclic antidepressants

Adding lithium will often work

Up to a third of patients with major depression either fail to
respond or respond only partially to treatment with tricyclic
antidepressants.' In some cases specific psychotherapeutic
or social intervention will be required, but further drug
treatment will be considered for many. What are the pos-
sibilities?
An initial step is to see whether the dose of the tricyclic

antidepressant may be increased. The proportion of patients
responding increases as the dose is raised, and many patients
may be able to tolerate more than the usual 150 mg daily.2
Whether monitoring plasma concentrations of tricyclic
antidepressants can help determine correct dosage is dis-
puted,34 and the usual course is to increase the dose until
definite but tolerable side effects are apparent.5

For patients with severe depression, when endogenous
symptoms are prominent, the usual practice when treatment
with tricyclic antidepressants is ineffective is to consider
electroconvulsive therapy. At least half of this group of
patients will improve after electroconvulsive therapy.67
Subjects who are not responding to unilateral electro-
convulsive therapy should have a trial of bilateral treatment
before electroconvulsive therapy is abandoned.8 Electro-
convulsive therapy is particularly useful in patients with
psychotic depression, but in such patients combining tricyclic
antidepressants with neuroleptic drugs may yield rates of
response similar to those with electroconvulsive therapy
(about 80%).9

Electroconvulsive therapy usually necessitates admission to
hospital, and many patients are reluctant to receive it. There
is thus much interest in alternative drug treatments, and
recent attention has focused on the use of lithium. Two
controlled investigations have suggested that adding lithium
to tricyclic antidepressants in patients who have not responded
produces a clear improvement in about 50-60%. 1011 Although
some may respond within two to three days, the more usual
pattern is for a gradual remission over about three weeks
while lithium concentrations are maintained between
0 5-0 8 mmol/l.'2 Whether this response is attributable to an
antidepressant action of lithium alone'3 or to a synergism
between lithium and the tricyclic antidepressant is not
clear." 14

Ineffective treatment with tricyclic antidepressants may
also be supplemented by a small daily dose of liothyronine
(triiodothyronine) (20-40 kg). Both anecdotal reports and one
controlled trial suggest that 60-70% of patients may show
some improvement within a few days.'5 Recent assessments

have, however, been less encouraging,6 17 and adding lithium
is probably a more effective strategy.'7

If a patient has been able to tolerate a full dose of a tricyclic
antidepressant with no improvement changing to another
tricyclic antidepressant or a newer antidepressant will
probably not be worth while. If combined treatment with
lithium and tricyclic antidepressants has been ineffective a
monoamine oxidase inhibitor should be considered. Given in
high enough doses monoamine oxidase inhibitors are effective
antidepressants,'8 and they often help in patients who
have failed to respond to other antidepressants and electro-
convulsive therapy.'8 '9 It was originally suggested that
depressed patients who responded to monoamine oxidase
inhibitors were more likely to have an atypical presentation of
depression,20 and the results of some, but not all, recent
investigations have supported this proposal.'82' The balance
of evidence shows that patients whose depressive disorder
is characterised by mood reactivity, increased sleep and
appetite, and feelings of anxiety and anger will show a
good rate of response (about 70%) to monoamine oxidase
inhibitors.22 Clinical impression is that such patients are
unlikely to be helped by electroconvulsive therapy.'

Lithium may also potentiate treatment with monoamine
oxidase inhibitors, and there are reports that lithium and
tranylcypromine may relieve severe depressive states that
have not responded to lithium and a tricyclic antidepressant
combined or to a monoamine oxidase inhibitor given alone.23
Some believe that adding tryptophan to lithium and a
monoamine oxidase inhibitor may help in patients with
particularly resistant depression, and about half of this group
of patients may show substantial improvement with this
combination.24 Good clinical effects have also been reported
with combining lithium, tryptophan, and clomipramine.25
The drugs considered most effective in resistant depression

are characterised by their ability to produce a striking en-
hancement in some aspects of brain serotonin function.'423 24
There has been much progress recently in identifying specific
subtypes of brain serotonin receptors,26 and selective drugs
for these receptors are becoming available. Whether such
drugs have useful antidepressant properties will therefore be
of both clinical and scientific interest.
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Recognising over 100 000 hidden children

Children who attend hospital wards without being admitted

Ready and rapid access to specialist services for children
who need them is part of paediatric philosophy. Many
paediatricians therefore use the ward to see patients outside
their outpatient clinic hours. For patients who need frequent
reassessment this is often more convenient than conventional
outpatient appointments and has the advantage of maintain-
ing the ward staffs links with the patient. The ward may also
be used for short outpatient procedures. Until recently this
workload has largely gone unrecognised and unquantified.

Caring for Children in the Health Services is the name
taken by a committee representing the British Paediatric
Association, the National Association for the Welfare of
Children in Hospital, the National Association of Health
Authorities, and the Royal College of Nursing. Last year the
group produced a report showing that a quarter of children
were nursed in adult or mixed adult's and children's wards.'
In its most recent report, Hidden Children, it examines the use
of children's wards for children who attend but are not
admitted either as day cases or as inpatients and have
therefore not, until recently, been included in hospital
statistics.2 The Korner committee defined ward attenders as
patients attending a ward who do not require the use of a
hospital bed.3 Since April 1987 wards have been required to
count them and enter them in the daily ward listing. A survey
by the Caring for Children in the Health Services Committee
of the general managers of all units in England with a
children's ward showed that ward attendance occurred in all
types of children's wards and in all areas. Sixty five wards
were chosen for a more detailed study: a little over half were
mixed medical and surgical, about a quarter were children's
medical wards, and about one in five was a children's surgical
ward. All attendances at the ward for whatever reason by
children or parents were recorded during a two week period in
February 1987. Fifty one wards participated, providing
information about 1051 ward attenders.
Most (94%) attenders were children. The remaining 6%

were adults attending on behalf of a child. Three fifths of the
children were under 5 years old. In about half of the hospitals
providing adequate data ward attenders formed more than a
fifth of the patients passing through the ward.

Most ward attenders came by arrangement during normal
weekday daytime hours. The visits were often short and
entailed little waiting. About a fifth of the visits lasted for less
than 20 minutes and 8% for more than three hours. Visits
varied from brief "thank you" visits by parents, which often
led to further discussion and counselling, and visits to collect
equipment for home use to those for procedures such as
sedation or catheterisation before radiographic examination
or tests such as jejunal or bone marrow biopsy. Many
children, especially those attending medical wards for
complex procedures, would have been better categorised as
day case admissions. Other children attended as emergencies
by arrangement with ward staff-many because they suffered
from chronic conditions, were well known on the ward, and
had been encouraged to attend with their problems. Another
important use of ward attendance is the early review of
children after discharge.

Ninety per cent ofward attenders needed nursing attention,
often from more than one nurse. Doctors were involved in
70% of cases, and other professionals-such as dietitians,
physiotherapists, and laboratory technicians-in 17% of
cases. The survey has shown that the staff of children's wards
undertake a lot of work that has until now been unrecorded.
Probably well over 100 000 children in England are ward
attenders each year.
There are two main lessons to be learnt. Firstly, the ward

attender system is large, well established, efficient, and
approved by both parents and staff and so its demands must
be recognised and met by health authorities. Secondly,
the further development of community paediatric nursing
services might make some visits, especially to surgical wards,
unnecessary.

DPADDY
Consultant Paediatrician,
Postgraduate Centre,
Dudley Road Hospital,
Birmingham B 18 7QH
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