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SUMMARY

Several papers have been written to show that General Practitioners do not always prescribe according to the guidelines despite
the availability of guidelines regarding the dosage and length of treatment with antidepressants to treat a depressive episode. Here
we review the evidence as to whether GPs follow antidepressant guidelines, covering the data between 1996 and the present day, and
discuss the implications of this evidence. We then propose solutions which could be used to improve adherence to the guidelines.

We propose as one solution the development of joint Doctor-Practice Nurse clinics for the treatment of depression. The outcomes
of these clinics should be auditable against the guidelines. Such a solution, when linked with easy access to advice and referral to
Secondary Care Psychiatry specialists, argues for a collaborative care or shared care program for the treatment of depression in

Primary Care.
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INTRODUCTION

Despite the availability of guidelines regarding the
dosage and length of treatment with antidepressants for
a depressive episode, it has been repeatedly shown that
General Practitioners do not always prescribe according
to the guidelines.

In this article, we review the evidence as to whether
GPs follow antidepressant guidelines, covering the pub-
lished data between 1996 and the present day, and
discuss the implications of this evidence. We then
propose solutions which could be used to improve
adherence to the guidelines.

THE EVIDENCE

The recognition and management of depression in
General Practice has been influenced by the advice
given in Paykel and Priest’s 1992 paper (Paykel 1992),
which was then taken into the NICE guidelines. The
NICE guidelines, reviewed in 2013, current advise
medication for the treatment of depression to be
prescribed for at least six months, including two
months of treatment after diagnosis followed by four
months after remission of an episode of depression, to
prevent relapse. Furthermore the guidelines advise that
treatment be continued for two years if the patient is
under significant risk of relapse. A number of studies
over several years have suggested that these guidelines
frequently have not been strictly followed by General
Practitioners, and this may be limiting the effec-
tiveness for the treatment of depression. These papers
have discussed the causes and potential solutions to
this issue.
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The initial evidence that many GPs prescribed anti-
depressants at too low a dose for too short a time was
Donoghue and Tylee’s article on the use of antide-
pressants in the treatment of depression (Donoghue
1996). In the time period which they analysed, eighty-
eight percent of prescriptions of older tricyclics (TCAs)
by GPs were at doses below those recommended by
consensus guidelines. However, SSRIs and newer anti-
depressants appeared to be prescribed at effective doses.
It was also demonstrated that both regarding TCAs and
SSRIs, the medication was not prescribed for the
recommended six months but for a much shorter period
of time. The study combined data from three different
sources: PACT (prescribing analysis and cost) data, GP
notes and DIN-LINK database from Compufile. Bet-
ween the three sources, nearly two million patient
records were analysed (Donoghue 1996). As suggested
by the authors, the cross-sectional nature of the study
meant that the doses calculated did not take into
consideration their position on the treatment timeline,
i.e. whether they were starting doses. It was therefore
considered unlikely that titration could account for the
proportion of low doses. SSRIs and newer antide-
pressants were recommended in the conclusion to be
first line treatment for depression as a short term
solution, since these are already administered at effec-
tive doses. It is worth noting that it is not too surprising
that SSRI antidepressants were prescribed at adequate
doses, since the tablet size of all SSRIs is exactly the
recommended dose for these drugs, while TCAs are
produced in tablet sizes some of which are lower than
the therapeutic dose. Concerns raised by the study
caused training programmes to be developed in order to
improve the capability of GPs to treat depression with
antidepressants (Tylee 1999).
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The appropriate dose of antidepressants which should
be recommended by guidelines needs to be established
by appropriate studies. This is particularly so for older
tricyclic antidepressants, in ‘working age’ patients,
where in the past there has been some advocacy of the
use of lower dosage.

A Meta-analysis of thirty-three studies of antidepres-
sant treatment was carried out in 1999 (Bollini 1999).

The aim of this study was to determine whether high
doses of antidepressants are more effective than low
doses, and how safety is affected by dose. They identi-
fied trials comparing two or more doses of the same
antidepressant and all antidepressants administered were
converted to the equivalent dose of imipramine. They
found that the dose level of 100-200 mg imipramine
equivalents showed an average improvement of 53% by
'intention-to-treat' analysis. Higher doses were not
accompanied by increased efficacy, while lower doses
showed reduction in efficacy. Adverse events signifi-
cantly increased with dose. It was concluded that with a
low dose of antidepressants, clinicians trade off a
slightly reduced chance of improvement for a higher
chance of avoiding adverse reactions. Thus this meta-
analysis emphasized the need to use effective doses of
antidepressants, including tricyclics.

The dosage of antidepressants to be used may some-
times vary with such circumstances as the age of the
patients, as older patients may need to be prescribed
lower doses. Research into the effects of antidepressants
in older patients (Old Age Interest Group 1993) has
provided some evidence for the efficacy of lower than
recommended doses (75mg) in the elderly but the
sample size analysed was small (only fifty-eight patients
by the end). In this study of 69 patients who had
recovered from major depressive disorder and entered a
two-year double-blind placebo-controlled trial of
dothiepin, survival analysis revealed that dothiepin
reduced the relative risk of relapse by two and a half
times. This establishes a recommendation that elderly
persons who recover from a major depressive illness
should continue with antidepressant medication for at
least two years. The conclusions of a Cochrane review
in 2012, (Wilkinson 2012) repeated in 2016 (Wilkinson
2016) are uncertain, in that the conclusion was that ‘The
long-term benefits of continuing antidepressant medi-
cation in the prevention of recurrence of depression in
older people are not clear and no firm treatment
recommendations can be made on the basis of this
review (Wilkinson 2012).” Furthermore it was said that
continuing antidepressant medication for 12 months
appeared to be helpful but only on the basis of three
small studies using relatively few participants and
differing classes of antidepressants in clinically hetero-
geneous populations (Wilkinson 2012). The updated
meta-analysis of 2016 reported again that ‘This updated
Cochrane review supports the findings of the original
2012 review (Wilkinson 2016). The long-term benefits
and harm of continuing antidepressant medication in the

prevention of recurrence of depression in older people
are not clear and no firm treatment recommendations
can be made on the basis of this review’ (Wilkinson
2016).

However, this discussion regarding treatment of
depression in the elderly does raise one important issue.
This is that a study simply assessing prescription data
abstracted from written prescriptions, as the Donoghue
1996 study was, can only give a rough indication of the
prescribing habits of doctors; in such a study we have
no clarity as to whether the prescriptions are for
‘working age’ patients (usually age 16 to 65), how many
were for elderly patients requiring maintenance, and
indeed other indications, such as amitriptyline for
improving sleep (in which case the dose will be much
lower than the dose for depression).

Over time, many sets of guidelines for the diagnosis
and treatment of common mental health problems have
been published e.g. the Bedfordshire Guidelines for
Primary Care Mental Health (Agius 2003) and the
WHO guide to Mental Health in Primary Care (Gold-
berg 2000). These guidelines are helpful and generally
well received, but the delivery of sets of guidelines to
GPs without any formal education package did not
improve diagnosis or management of depression as
shown by Thompson et al (2000). Croudace has demon-
strated this same weakness of guidelines with a study of
the impact of the WHO ICD-10 guide (Croudace 2003).
A series of standards have been proposed by Agius et al
(2005) addressing responses to common mental health
problems and providing clarification for what is con-
sidered to be adequate primary care in mental health.

However, the fact remains that a recent study has
shown that in a database of 237 Scottish practices, there
is still huge variation in the time for which patients
receive antidepressants when they are treated for de-
pression (Burton 2012). Again prescription data is used
to assess compliance with guidelines. A total of 28 027
(2.2%) patients commenced antidepressant treatment
during the year studied; 75% continued beyond 30 days,
56% beyond 90 days, and 40% beyond 180 days
(Burton 2012). Treatment was less likely to be conti-
nued in patients from areas of high socioeconomic
deprivation and in those for whom the GP recorded no
relevant diagnostic code. Duration of treatment was also
shorter in younger patients (Burton 2012).

The effect of following guidelines for treatment of
depression was examined in a more recent study
(Burton 2015) and it was concluded that the factor that
had the most impact on reducing early antidepressant
treatment discontinuation and encouraging a more
successful outcome was diagnostic coding. A large NHS
database was used and thus analysis performed was
fairly reliable but as suggested by the authors, it is pos-
sible that coding and prolonged treatment are both indica-
tors of severity. However, the differences in severity of
depression in patients at the practices were not considered
to be significant in terms of influence of coding rates.
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Burton et al. concluded that ‘Encouraging coding and
structured follow-up at the onset of treatment of depres-
sion is likely to reduce early discontinuation of antide-
pressant treatment and improve outcomes’ (Burton 2015).

Similarly, in a study by Upton et al. (1999), it was
observed that although guidelines had no impact on the
overall detection of mental disorders or prescription of
antidepressants, there was a significant increase in the
number of patients diagnosed with depression. GPs also
made a greater use of psychological interventions and so
it was concluded that despite there being no certainty in
the success of guidelines bringing out change, there
were some areas that were more susceptible than others
(Upton 1999).

The mixed messages of the effectiveness of guide-
lines throws a certain amount of doubt on the absolute
necessity of their usage but from the studies mentioned,
it seems that following guidelines is more likely to
secure positive patient outcomes. However it is clear
that the distribution of guidelines per se cannot be seen
as a substitute for the continued developmental training
for primary care doctors and staff - a statement reite-
rated in Agius’ proposed standards.

There have been some studies that compare the
different treatment received by patients from primary
care centres and from psychiatrists. Simon et al (2001)
reported a US study comparing patients treated for de-
pression in primary care with patients treated by specia-
lists. At baseline, patients seen by psychiatrists had
slightly higher levels of functional impairment and a
tendency to have used specialist care before the study
(Simon 2001). In follow-up, psychiatrists' patients made
more frequent follow-up visits, so that the proportion
making 3 or more visits in 90 days was 57% vs 26% for
primary care physicians' patients (Simon 2001). How-
ever, the proportion of patients receiving antidepressant
medication at an adequate dose for 90 days or more was
similar in both groups (49% vs 48%) (Simon 2001). The
2 groups showed similar rates of improvement in all
measures of symptom severity and functioning (Simon
2001). The study concluded that although psychiatrists’
patients made more frequent follow-up visits, the pro-
portion of patients receiving antidepressant medication at
an adequate dose were very similar (Simon 2001), with
about 50% of patients not receiving antidepressant medi-
cation at an adequate dose. This similarity suggests that
there is widespread deviation from guidelines through-
out healthcare providers both in primary and in secon-
dary care (Simon 2001). The reasons behind GPs’ reluc-
tances to follow guidelines are widespread and can be
derived from a number of articles over the years. A
major reason behind the prescription of lower doses for
tricyclics is the fear of cardiac side effects.

Another major reason for the prescription of lower
than optimal doses for tricyclics is most likely to be be-
cause of risks of toxicity, which one such study (Cheeta
2004) investigated in the main classes of antidepressants.
Their results showed that most deaths were due to sui-
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cide, with SSRIs being associated with a significantly lo-
wer risk than other types of antidepressants. Tricyclic
antidepressants (TCAs) accounted for more drug men-
tions than did other antidepressant drugs (Cheeta 2004).

Ninety three % deaths from SSRIs occurred in com-
bination with other drugs, especially TCAs (24.5%)
(Cheeta 2004). Patients who were linked with combi-
nations of antidepressants were significantly more likely
to have had a history of drug misuse (Cheeta 2004). It
was suggested that when combination therapy is used,
patients should be screened for a history in drug
use/misuse (Cheeta 2004). However, if combinations of
anti-depressant classes are required e.g. in the case of
‘resistant depression’, patients should be referred to
secondary care (NICE 2016). There are further NICE
guidelines providing advice about doses for treatment
when used in combinations (NICE 2016).

Furthermore Burton et al’s study (Burton 2015) sug-
gested that a reason for the small percentage of coding
for depression stems from aspects of performance
related pay in the QOF. There is also a large degree of
overlap between depression and anxiety disorders,
which further complicates diagnosis and therefore,
raises issues as to which treatment guidelines to follow.
Indeed, in many patients, Anxiety disorders are known
to be co-morbid with Depression, whether unipolar or
bipolar, to the extent that Anxiety with Depression is a
diagnosis with a specific code in ICD 10. There must be
a question about whether GPs have the necessary skills,
both regarding diagnosis and treatment, to treat patients
with several co-morbid disorders.

A different study into the prevalence of self harm
(Donovan 2000) compared the frequency of deliberate
self harm (DSH) in patients prescribed TCAs and SSRIs
prior to the DSH event. Results showed that significantly
more events followed SSRI prescription compared to
TCAs (Donovan 2000) and so it was concluded that me-
rely prescribing overdose-safe antidepressants were unli-
kely to reduce overall morbidity (Donovan 2000). Over-
caution in only one aspect of the possible factors resulting
in morbidity may therefore be counterproductive.

DISCUSSION

The fact that there continues to be important dispa-
rities between dosages of antidepressants prescribed,
and time for which they are prescribed, as well as
outcomes of treatment for depression between practices
is a matter for concern.

Such disparities were reported by Tylee and Dono-
ghue (1996, 2001, 1996), and have since continued to be
reported in recent papers (Burton 2015, 2012). This
raises the question as to what strategy needs to be
adopted in order to deal with this problem.

The Hampshire Depression project has demonstrated
that GPs do not tend to follow guidelines. This demon-
strated that there was no improvement in depression
treatment outcomes, despite a training program for GPs
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and written guidelines (Thompson 2000). The WHO
ICD-10 GP treatment guidelines also have been shown
not to have influence on GP treatment (Croudace 2003,
Upton 1999).

SUGGESTED SOLUTIONS

Tylee has suggested and implemented a project
where by GP leaders are trained to offer help to GP
practices in order to enable them to deal with their
problems in treating Mental Health patients, and that
this would include improving the treatment of Depres-
sion in practices as part of the program (Tylee 1999).

Our group have in the past recommended that struc-
tured clinics run by both GPs and practice nurses, who
would act as case managers to improve concordance
with treatment (Paykel 1992, Agius 2007) and ensure
that patients are followed up regularly-at least once a
month, for the six months of treatment for a depressive
episode recommended by Paykel & Priest (1992).

The possibility that practice nurses could act as case
managers in treatment of patients with depression was
first investigated by Anthony Mann (Mann 1998).
Unfortunately, in his study, while it appeared possible
for nurses to be used in this way, no improvement in
outcomes was shown, however more recent papers have
shown that nurses are able to help improve outcomes in
the treatment of depression and are acceptable to
patients (Buszewicz 2016).

Such structured clinics could be involved in the
QOF system, and also could be auditable to demonstrate
improvement in depression outcomes.

Such structured clinics could be combined with the
easy accessibility of a psychiatric consultant in order to
help deal with difficult cases. This combination would
amount to a shared or collaborative care system to
optimise treatment of patients with depressive episodes
in Primary Care (Agius 2010). This would be a very
different treatment model from the simple application of
guidelines to treatment of depression in primary care
(Agius 2011).

CONCLUSION

On the above basis, we strongly advise the develop-
ment of such structured clinics for depression manage-
ment in primary care. We would expect that the imple-
mentation of such clinics, which are designed on the
lines of the present Hypertention, Diabetes and Asthma
clinics in primary care, should contribute substantially
to the improvement in the treatment of depression in
primary care in the UK.
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