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SUMMARY. The prescription of psychotropic drugs, and par-
ticularly the use of antidepressants, has received con-
siderable attention in the medical literature, the media and
from legislative bodies in recent years. Medical practitioners
are faced with a bewildering array of apparently efficacious
drugs from which they must choose when prescribing for
a depressed patient. This paper discusses the main
parameters which guide this choice, namely clinical efficacy,
adverse effects profile, safety in overdose and monetary cost.
It concludes by making some recommendations for the
prescription of antidepressant drugs.

Introduction

ITH the appearance on the market of several new

antidepressants, and amid the current pressures to ‘ra-
tionalize’ our prescribing habits, deciding which drug to prescribe
for a depressed patient becomes increasingly complex. It is
perhaps timely, therefore, to review the major related issues and
to make some tentative recommendations.

Four principal criteria determine one’s choice of anti-
depressants; clinical efficacy, profile of adverse effects, degree
of toxicity when taken in overdose and monetary cost of treat-
ment. These criteria will each be discussed in turn.

Clinical efficacy

During the last 30 years, pharmacological modification of the
basic tricyclic nucleus, of which imipramine was a prototype,
has led to the development of agents with differing patterns of
pharmacological activity and with increased selectivity. However,
this has left the overall range of antidepressant efficacy unchang-
ed. Somewhere in the region of 30% of depressed patients will
respond to treatment with a placebo whereas 70-80% will res-
pond to antidepressant medication.! Despite the development
of the newer antidepressant agents little impact, if any, has been
made on the remaining 20-30% of patients who do not respond
to treatment. While there is no evidence that the newer anti-
depressant drugs are any less effective than the traditional
tricyclic antidepressants, many trials of newer compounds may
be criticized for employing patient numbers which are insuffi-
ciently large to demonstrate any small differences in efficacy.

Profile of adverse effects

The usefulness of the tricyclic antidepressants is greatly limited
by their troublesome adverse effects profile.2 The principal
adverse effects associated with the use of tricyclics are those
mediated by their anticholinergic activity; these present as symp-
toms such as dry mouth, constipation, urinary hesitancy and
loss of visual accommodation. In addition, there is the poten-
tial to develop a central anticholinergic syndrome causing
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anxiety, delirium, hyperactivity, hallucinosis, and seizures.
Tricyclic antidepressants are also noted for their propensity to
induce orthostatic hypotension, tremor, a variety of cardiotoxic
effects and carbohydrate craving which can result in troublesome
weight gain.

In contrast, the second generation antidepressants have a very
different profile of adverse effects.? With these compounds we
do not encounter the constellation of symptoms mediated by
the anticholinergic activity of the tricyclic antidepressants. Con-
cern here is mainly focused on the rarer, idiosyncratic, but poten-
tially fatal, adverse reactions affecting the liver, nervous system
and haematological system. It has been these adverse reactions
which have limited the usefulness of nomifensin, zimelidine and
more recently mianserin. Nomifensin and zimelidine have been
withdrawn from the market, but some authors have suggested
that we may not have taken an adequately global assessment
of the risks and benefits involved.* The case for the continued
availability and use of mianserin has been eloquently put by
Pinder® and Burrows and colleagues.b It is primarily this aspect
of idiosyncratic drug toxicity on which the Committee on Safe-
ty of Medicines chooses to focus. The second generation anti-
depressant drugs have a much higher incidence of reported
adverse reactions when compared with the conventional tricyclic
drugs. However, the Committee on Safety of Medicines
acknowledges that this is probably an inaccurate reflection of
the true state of affairs.” In support of this, the data from two
drug surveillance systems in West Germany have been analysed
with a view to comparing the frequency and quality of adverse
drug reactions associated with first and second generation anti-
depressants.* Very different profiles were found for first and se-
cond generation drugs, but no great differences within the
groups. The authors draw attention to the impossibility of mak-
ing fair comparisons between drugs when the various agents have
been on the market for different lengths of time because the
longer a drug has been on the market, the less likely it is that
clinicians will report adverse reactions.

Perhaps the most topical example of concern over idiosyn-
cratic reactions is that of the blood dyscrasias associated with
the use of mianserin. Over a 10 year period up to May 1988,
the following reports of dyscrasia associated with the use of
mianserin were made: 185 non fatal white cell disorders (15 fatal);
29 non fatal red cell disorders (eight fatal); 12 bleeding/clotting
disorders (personal communication, Bencard Pharmaceuticals).

Ancill® and Burrows and colleagues® have stressed the need
to view these problems in the context of mianserin’s comparative
safety in overdose, and also its lack of cardiotoxicity and anti-
cholinergic activity. It should also be noted that between 1964
and 1981 there were 83 reports of agranulocytosis associated with
the use of amitriptyline. Of these cases, 18 were fatal.’

Doctors are sensibly cautious about prescribing new drugs.
The extent and length of experience with some second genera-
tion antidepressants is now sufficiently long for tliem to be
prescribed with confidence.

A further issue which is associated with the adverse effects
profile of medication is that of compliance. In the case of
tricyclic compounds, this can be seen principally as a conse-
quence of the troublesome anticholinergic activity. One might
reasonably assume that those antidepressants with a superior
adverse effects profile, the newer agents, probably enhance
patient compliance rates.!® As Lader!! points out, ‘this is im-
portant in the real world of antidepressant drug usage’.
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Toxicity in overdose

With regard to toxicity in overdose, the magnitude of the pro-
blems posed by deliberate self poisoning has been extensively
reviewed.!>" Deliberate self poisoning has become the single
most common reason for acute medical admission of women
to hospital and it is second only to ischaemic heart disease for
men, 14

Forster and Frost!S present evidence of a clear correlation
between the prescription of psychotropic drugs and the incidence
of medicinal self poisoning. Brewer and Farmer'¢ note the re-
cent decline in the incidence of self poisoning which parallels
the decline in the prescription of psychotropic drugs. While the
main reduction has been in the prescription of the ben-
zodiazepines, 10-20% of cases of self poisoning still involve anti-
depressant medication.!” Often, these antidepressant drugs are
prescribed shortly before the overdose. Indeed, Hawton and
Blackstock!® showed that in as many as 63% of cases of
parasuicide the patient consulted their general practitioner within
four weeks of the overdose. Skegg and colleagues'® showed that
the highest rates of self poisoning are in those individuals who
are prescribed antidepressant medication. Unfortunately, most
of the commonly prescribed antidepressants are extremely toxic
when taken in overdose. ,

Cassidy and Henry'" have taken a close look at the relative
toxicity of the major antidepressant drugs used in the UK,
calculating toxicity indices for each. These data show striking
differences between the first and second generation anti-
depressants, with the traditional tricyclic antidepressants resulting
in many more deaths from overdose. Pinder’ has taken this a
stage further, actually comparing estimated numbers of deaths
owing to idiosyncratic reaction with those owing to overdose
(Table 1). '

Table 1. Number of deaths owing to poisoning and adverse drug
reactions.

Fatal adverse drug
reactions per million
prescriptions

Fatal poisonings per
million prescriptions

Dothiepin 50.0 <1
Amitriptyline 46.5 <1
Trazodone 13.6 not known
Mianserin 5.6 2-3
Nomifensin 2.5 7

(From Pinder$).

From Table 1 it seems clear that we place depressed patients
at substantially greater risk by prescribing amitriptyline or
dothiepin than by prescribing trazodone, mianserin, or even
nomifensin, if this were still available.

Cost of treatment

While there are insignificant differences between antidepressants
in terms of their clinical efficacy, there are major differences
in monetary cost. If we take 150 mg as an average ‘treatment
dose’ of amitriptyline and compare it with similar ‘treatment
doses’ of newer antidepressants we find the following. For
lofepramine, 210 mg is approximately seven times more expen-
sive, 300 mg of trazodone is approximately 10 times more ex-
pensive and 200 mg of fluvoxamine is approximately 16 times
more expensive (hospital pharmacy pricing). Thus, the newer
drugs are considerably more expensive than the older ones.
Given the current political climate in the UK, and particular-
ly following the publication of government plans for reform of
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the NHS,? doctors are likely to have to take even greater ac-
count of the cost of their treatments. As illustrated above, there
are considerable differences in cost between the conventional
tricyclic antidepressants and the second generation compounds.
However, if we place undue emphasis on cost rather than on
toxicity, then we shall undoubtedly contribute to significant
numbers of deaths which probably could otherwise be avoid-
ed.?! As a profession, doctors are not good at predicting which
patients will attempt suicide?? and it is therefore illogical to at-
tempt to differentiate between our patients in terms of suicide
potential when it comes to choosing antidepressants.

Conclusion

We would suggest that, particularly in general practice, prescrip-
tion of antidepressants should be limited to the use of second
generation agents such as trazodone, mianserin and lofepramine.
Preliminary data suggests that fluvoxamine may be prescribed
with equal confidence:?* The selection of these antidepressants
would permit matching of drugs to individual patients with
regard to symptom profile. Lofepramine is particularly well
tolerated by the elderly?* whereas mianserin should probably be
avoided since the great majority of serious blood dyscrasias have
occurred in patients over the age of 65 years.?’ Trazodone and
mianserin, which are both sedating, would be suitable for pa-
tients in whom anxiety and sleep disturbance were major
features. Fluvoxamine and fluoxetine, as specific serotonin reup-
take inhibitors, would be available for depressive disorders where
obsessional symptoms.predominate.?® For illnesses refractory to
this group of antidepressants, phenelzine, lithium and
clomipramine should be considered but these should probably
only be prescribed and treatment supervised, by psychiatrists.
With the exception of these latter drugs, each of these an-
tidepressants are safe in overdose, relatively free from cardiotoxic
effects, free from marked anticholinergic activity and are ef-
ficacious in treating depression. They should be replacing
tricyclic antidepressants as the first line of treatment in depres-
sion, especially in the primary care setting.
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INFORMATION FOLDERS

The following information folders can be obtained from the
Sales Office, Royal College of General Practitioners, 14 Princes
Gate, London SW7 1PU (Enquiries, Tel: 071-823 9698).
Prices for members (non-members):

® Age-Sex Registers £3.00 @ Coronary Heart Disease

(£4.00) £6.00 (£7.00)

® Entering General Practice @ Terminal Care £13.00
£6.00 (£7.00) (£15.00)

® Appointment Systems ® Depression £14.00
£5.00 (£6.00) (£16.00)

® Medical Records £5.00 ® Rheumatoid Arthritis
(£6.00) £14.00 (£16.00)

® Epilepsy £5.00 (£6.00) )
® Cervical Cytology £5.00

How to Produce a
Practice Formulary

(£6.00) £12.50 (£15.00)
® Diabetes £12.50 (£15.00) @ Practice Premises £3.00
® Parkinson’s Disease £7.00 (£4.00)
(£8.00) ® Minor Surgery £13.00
® Asthma £9.00 (£10.00) (£15.00)
® Practice Information ® Multiple Sclerosis £14.00
Booklets £6.00 (£7.00) (£16.00)

All prices include postage and payment should be made with
order. Cheques should be made payable to RCGP Enterprises
Ltd. Access and Visa cards welcome (Tel: 071-225 3048, 24
hours).

COLLEGE
ACCOMMODATION

Charges for College accommodation are reduced for Fellows,
Members and Associates. Members of overseas colleges are
welcome when rooms are available, but pay the full rate. All
charges for accommodation.include a substantial breakfast and
service and VAT.

Children aged six years and over.can be accommodated when
accompanied by a parent, and arrangements can be made for
children aged between six and 12 years to share a room with
their parents at a reduced rate. Children aged over six years
may use the public rooms when accompanied by their parents.
Children under six years of age cannot be accommodated and
dogs are not allowed. Residents are asked to arrive before 21.00
hours to take up their reservations.

The room charges per night are:

Members Full rate
Single with/without handbasin £28.00 £42.00
Single with bathroom £38.00 £57.00
Twin/double with/without
handbasin £45.00 £65.00
Twin/double with bathroom £54.00 £80.00
Breakfast £5.00 £7.50
Carport £5.00 £12.50

Enquiries should be addressed to:
Mrs L Demetriou,
Royal College of General Practitioners,
14 Princes Gate, Hyde Park,
London SW7 1PU.

Reception rooms are available for booking by outside
organizations as well as by Members. No room hire charges
are levied for Faculty approved meeting. All hirings are subject
to approval, and the charges include VAT and service.

The room charges are:

Members Full rate
Long room £150.00 £300.00
John Hunt room £110.00 £220.00
Common room and terrace £130.00 £260.00
Dining room and kitchen £65.00 £130.00

If catering is required a 5% handling charge will be added to
the total.

Enquiries should be addressed to:
The Meeting Secretary,
Royal College of General Practitioners,
14 Princes Gate, Hyde Park,
London SW7 1PU.

- Whenever possible bookings should be made well in advance

and in writing. Telephone bookings for bedrooms can be
accepted only between 08.30 and 17.30 hours on Mondays
to Fridays (071-581 3232). Outside these hours an Ansafone
service is available. A cancellation fee of 25% will apply if
cancellation is made within 24 hours of the due date.
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