
PRACTICAL NEUROLOGY196

©

Feeling unhappy about being ill seems so under-
standable – but it is easy to forget that the major-
ity of people do not suffer from sustained low 
mood when they have a physical disease, even a 
chronic and disabling one (see Robertson and 
Katona 1997, for review). For those who do have 
a depressive disorder co-existent with physical 
illness, the result seems to be a lower quality of 
life, and worse outcomes from treatment (Creed 
et al. 2002). The recognition and treatment of 
co-existent depression ought therefore to be a 
part of the management of all chronic disease, 
and neurology is no exception.

Review articles, like chess games, have a 
limited number of conventional openings. The 
next move in developing the current argument 
would normally be to lament the hopelessness 
of most doctors when it comes to recognizing 
depression in their clinical practice, before 
going on to offer the Psychiatrists’ Gambit 
– routine use of a screening instrument fol-
lowed by treatment, or referral for high scorers. 
Variations revolve around the specifi cs of the 
recommended screening instrument and anti-
depressant medication. This line is familiar and 
looks plausible, but it has a fl aw and that is – we 
don’t know exactly what we mean by depression. 
If we don’t know what we’re looking for then it’s 
not surprising that depression is under-recog-
nized or that advice about best treatment is so 
hard to come by.

DEFINING DEPRESSION AND DEPRES-
SIVE DISORDERS
Emotional disorders such as depression are 
named by the predominant mood state with 
which they are usually associated, but emotion-
al changes other than just unhappiness are also 
recognized as depressive. In particular, a loss of 
feeling (apathy) and a loss of sense of pleasure 
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(anhedonia) fi t the idea of lowered mood inher-
ent in the use of the word depression. Although 
emotions such as anxiety and irritability may 
be relatively discrete, they can also often appear 
as part of the undifferentiated or non-specifi c 
mood change that accompanies any state of 
distress – think of grief. So the most obvious 
prevailing mood disturbance in depression may 
not be depression!

Furthermore there are other components 
to those mental states usually labelled as emo-
tional disorders. Characteristic styles of thinking 
accompany mood change, as do certain sorts of 
behaviour – the latter sometimes driven by par-
ticular thoughts and sometimes not. For exam-
ple, social withdrawal may arise as a response 
to thoughts about personal worthlessness or 
it may be a symptom of the physical inertia 
and lack of drive that can accompany depres-
sion. Certain physical symptoms such as sleep 
disturbance and loss of appetite are typical of 
emotional disturbance although not of course 
unique to it.

The main emotional (ie affective), behav-
ioural, cognitive and somatic components of 
emotional disorder are shown in Table 1.

Faced with the range of symptoms that might 
be called depressive, then how might depressive 
disorder be defi ned? One reasonable summary 
of current clinical usage would be to defi ne de-
pression as ‘any negative or unpleasant emotion 
that is not purely anxiety, irritability or anger, 
and that is associated with a greater or lesser 
amount of cognitive behavioural or physical 
change.’ Taking this broad approach to defi ning 
the emotional component of depression, what 
makes for a depressive disorder? That is, when 
should depressive symptoms be considered 
abnormal? There are three main approaches 
discernible in practice.

Defi ning, recognizing and managing

depression 
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in neurological practice

Diseases crucify the soul of man, 

attenuate our bodies, dry them, 

wither them, shrivel them up like 

old apples, make them so many 

anatomies.

Robert Burton, 

The Anatomy of Melancholy 1621
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The setting of a threshold to defi ne disorder is 
problematic; there is no clear level below which 
depressive symptoms have no impact on out-
comes, although relatively little research has been 
done in this area, and there is no biological cri-
terion (gold standard) to which one can appeal. 
The upshot is that cut-offs used to defi ne disorder 
either have a rather arbitrary feel to them, or they 
are derived by appeal to a diagnosis based on psy-
chiatric interview, standardized or not.

Which takes us to the second method for defi n-
ing depressive disorder – the presence of a more-
or-less specifi c depressive syndrome identifi ed at 
interview. These syndromes are derived from the 
symptoms shown in Table 1, but some symptoms 
are regarded as more important than others. The 
best known is the major depressive syndrome 
now included in the two main psychiatric diag-
nostic systems: the World Health Organisation’s 
ICD-10 (1992) and the American Psychiatric As-
sociation’s DSM–IV (1994) (Table 2).

The third approach is more recent, and re-
lated somewhat to the syndromal approach to 
defi ning depressive disorder. However, the em-
phasis is on certain key symptoms, particularly 
in the cognitive domain. Ideas of hopelessness 
or helplessness, or a sense of low self-esteem or 
lack of self-worth, are seen as key components 
of depressive disorder. It has been argued (al-
though the idea has not really caught on) that 
the depressive syndrome should be re-defi ned in 
the presence of severe physical illness to include 
more of these cognitive items and to exclude 
physical symptoms of emotional disorder (En-
dicott 1984).

Firstly, depressive disorder can be defi ned ac-
cording to the number of symptoms reported, 
so the defi nition is essentially one of symptom 
burden. This is the approach adopted by self-re-
port mood-rating scales; each has a slightly dif-
ferent content but they all rely on the presence 
of multiple symptoms of the type listed in Table 
1. The most common allow a severity rating for 
each item. Typically, when one of these measures 
is given to a group of patients with neurologi-
cal disorders, the results look like those shown 
in Fig. 1; a unimodal distribution, positively 
skewed, with the distribution shifted to the 
right when compared with the results from a 
comparison group without physical illness.

AFFECTIVE BEHAVIOURAL COGNITIVE SOMATIC

Depression Tearfulness Hopelessness Anorexia 

 transient  Suicidal ideas Weight loss

 persistent

Anxiety Reassurance seeking Worry Insomnia

 pervasive  Hypochondriasis Pain

 phobic   Tension

Irritability Non-compliance

  Aggression

Apathy Inertia Helplessness Lethargy

Anhedonia Social withdrawal

Indifference Carelessness Down-playing

Euphoria Accident-proneness Denial of 

   disability/handicap

Table 1  The main components of emotional disorders

Figure 1: Distribution of Beck

depression inventory (BDI) scores one

month after stroke and in age-sex

matched controls
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Conclusion: which approach to the 
defi nition of depression?
Each of these three approaches has its advantages. 
Symptom burden is a major determinant, and 
perhaps the defi ning characteristic of quality of 
life. An over-emphasis on syndromal approaches 
downplays the undifferentiated nature of much 
distress. Depression symptom levels below those 
necessary to meet diagnostic criteria, so-called 
sub-syndromal depression, nonetheless do affect 
outcomes. On the other hand, not all emotional 
disorder is undifferentiated distress and the abil-
ity to identify specifi c syndromes can have an 
important part to play in deciding treatment. 
The main diagnostic systems take account of du-
ration of symptoms in defi ning disorder, unlike 
measures of current symptom burden. Specifi c 
mood-related cognitions have come to be recog-
nized as important determinants of outcome of 
depressive episodes, and perhaps also of physical 
morbidity. These cognitions, and behaviours as-
sociated with them, form the focus for brief psy-
chological therapies such as cognitive-behaviour 
therapy and problem-solving therapy.

In summary, there are three overlapping ways 
of defi ning depressive disorder:
• high levels of symptoms that are not attribut-

able to the direct consequences of physical 
disease, and that are recognizably those of 
emotional disorder;

• the presence of a depressive syndrome as 
defi ned by one of the standard diagnostic 
symptoms; 

• the presence of depressive symptoms not in 
themselves suffi cient to make a psychiatric di-
agnosis, but associated with specifi c negative 
cognitions that are typically associated with 
emotional disorder.

This inclusive approach to defi nition is likely 
to be more useful to the neurologist than one 
based on applying a single set of criteria, which 
too often leads to the neglect of important emo-
tional disorder because the hapless patient does 
not match the defi nition of ‘real’ depression 
(also known as clinical depression or depressive 
illness).

RECOGNIZING DEPRESSIVE DISORDERS
Regardless of the defi nition chosen, there are 
reasons why depressive disorders might be easy 
to miss in neurological practice, even more so 
than in any other busy clinical environment. 
Neurological disorders can cause diffi culties 
with emotional expression so there is a dys-
junction between felt emotion and emotional 
behaviour; the rhythm and intonation of 
speech may be disturbed (aprosody) so that 
emotion is not conveyed normally; facial and 
bodily movement may be reduced or abnor-
mal. There is an additional diagnostic diffi culty 
if the patient has a language defi cit or cognitive 
impairment.

It is for these reasons that an active approach 
to case-fi nding is so often advocated, aided by 
the use of standardised methods for the identi-
fi cation and measurement of depression.

Self-report mood measures are well-es-
tablished and Table 3 shows some of the more 
widely used scales. They are (as noted earlier) 
measures of symptom burden. One problem 
with their use in the neurological context is 
relatively high non-completion rates – typi-
cally in the order of 20–25% – that arise mainly 
because of physical incapacity and cognitive 
impairment. Even in those who can complete 
them, there are diffi culties in interpreting the 
results, notably because most include symp-
toms that could be attributed to the direct 
effects of physical disease rather than to any co-
existent mood disorder. The effect is two-fold. 
Firstly, self-rating scales tend to be sensitive but 
not very specifi c when it comes to identifying 
depressive syndromes such as major depression 
(Bjelland et al. 2002). Secondly, the best cut-off 
to use for identifi cation of a depressive syn-
drome will vary according to both the nature 
of the neurological disorder itself, and to the 
stage of disease and its treatment (Bridges and 
Goldberg 1986).

A well-known response has been the Hos-
pital Anxiety and Depression Scale (HADS; 
Zigmond and Snaith 1983), in the construction 
of which items that referred to physical symp-

Major depression: depressed mood or loss of 

interest or pleasure, and during the same 2-week 

period more than three of:

 weight loss or weight gain, or marked change 

  in appetite

 insomnia or hypersomnia 

 agitation or retardation 

 fatigue or loss of energy 

 worthlessness or guilt 

 poor concentration or indecisiveness 

 thoughts of death or suicidal thinking

Table 2  Main elements of the major depressive 

syndrome
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clinician with basic interviewing skills and this 
does not require any special psychiatric training. 
The main items for inquiry are given in the Box 
(opposite). It may be that such an interview will 
be more effective if preceded by administration 
of a self-report mood measure – if that measure 
is scored beforehand and the result is available 
so the interviewer knows if the patient has a high 
score. In this context a high score should not lead 
to a clinical management decision but it acts as a 
decision aid, by changing one’s prior probabili-
ties of the diagnosis of depression.

Non-language-based assessment of mood is 
needed for patients who have communication 
or cognitive problems that prevent use of one of 
the standard questionnaire or interview meth-
ods. There are three options: visual analogue 
scales, Likert-type scales based on images like 
smiley faces, and observation-based measures. 
The fi rst two approaches have not been evalu-
ated formally but my own experience is that 
people who don’t have enough language to par-
ticipate in a standard assessment can’t complete 
these alternatives. Observational methods have 
been evaluated, with mixed results (Sutcliffe and 
Lincoln 1998, Hammond et al. 2000). Nonethe-
less they do better than chance – adding some 
precision to an informed clinician’s observa-
tions and intuition.

toms were replaced with other more cognitive 
or emotional items. On the face of it this should 
have led to a more specifi c mood measure but 
there are doubts, with more than one study 
showing similar specifi cities to the other 
measures (O’Rourke et al. 1998, Bjelland et al. 
2002). In any event, the logic of the situation is 
a little unclear when the validation criterion in 
most studies has been the presence of the major 
depressive syndrome, which itself includes a 
number of somatic items.

With sensitivities of about 75–80%, and 
specifi ties of about 65–75%, mood rating scales 
will have a positive predictive value of 20–30% if 
they are used in a clinical population where the 
prevalence of depression is somewhere in the 
range of 10–20%. This imprecision – coupled 
with doubts about what is being identifi ed and 
why – accounts for the rarity with which self-
report measures are used in routine neurology 
practice. Especially in a busy outpatients clinic, 
the effort does not seem worth the potential re-
ward. Indeed, routine use of mood rating scales 
in non-psychiatric settings has not been shown 
to improve patient outcomes, so perhaps this 
clinical intuition is right (Gilbody et al. 2001).

Interview-based assessment is more accu-
rate and can be applied to almost everybody. The 
most important questions can be asked by any 

 NUMBER

SCALE OF ITEMS CONTENT COMMENT

Beck Depression Inventory 21 Depression Affective, cognitive and somatic items

Beck et al. (1988)   Widely used in general population and medical patients

General Health Questionnaire 28 Depression Developed as a screening measure

(GHQ 28; Goldberg and Hillier (1979)  Anxiety Widely used in general population and somatic medical 

  Social dysfunction patients

Hospital Anxiety and Depression Scale 14 Anxiety Excludes biological symptoms and most cognitive symptoms of 

Zigmond & Snaith (1983)  Anhedonia depression

   Developed as a screening measure

Wimbledon Self-Report Scale 30 Depression Excludes somatic items 

Coughlan & Storey (1988)  Irritability Developed as a screening measure

  Anxiety

Wakefi eld Depression Inventory 12 Depression Designed to assess severity of depressive illness

Snaith et al. (1971)   Somatic, affective and cognitive items

Zung Self-Rating Depression Scale 20 Depression Designed to assess severity of depressive illness 

Zung (1965)   Somatic, affective and cognitive items 

CES-D  21 Depression Widely used in USA, especially in epidemiological surveys in the 

Roberts & Vernon (1983)   community

Table 3  Widely-used self-report scales of mood disturbance
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Conclusion: when and how to look for 
depressive disorders
It isn’t easy to set rules for a programme of as-
sessment for depression in the management of 
neurological disorder. Depression can appear at 
any time, not least because it may arise in re-
sponse to events quite outside the neurological 
disorder, while nonetheless having an impor-
tant relation to the outcome of that disorder. 
However, because depression is very often a 
response to recent stressful events (Brown and 
Harris 1987), there is a case for looking for it at 
certain times in the course of an illness, or if you 
like at certain points on the care pathway:
• in the fi rst three months or so after diagno-

sis; 
• at the time of hospital admission, perhaps 

most usefully prior to discharge; 
• during active rehabilitation, especially early 

on when untreated depression may infl uence 
outcomes; 

• during follow-up for chronic disease, espe-
cially after any deterioration or new event.

Particularly at risk are those with a history of 
a previous depressive episode and those with 
poor social support as a result of either absent 
or unsupportive key relationships.

A brief clinical interview can cover the main 
items, preferably (but not essentially) preceded 
by administration of a self-report mood scale. 
Which one probably isn’t that important. What 
matters is that it has already been scored when 
the interview is conducted and you have some 
familiarity with the scoring system and the likely 
meaning of a particular score. For specifi c con-
ditions, a key nurse or specialist nurse is ideal 
but this interview can be conducted by any 
member of the clinical team with a bit of time. 
It need not take more than 10 minutes; that’s all 
the time general practitioners spend on most 

consultations and they deal with 90% of all 
depression seen in clinical practice.

MANAGING DEPRESSIVE DISORDERS
Of course there’s not much point in identifying 
depression if you don’t know what to do next. 
For the neurologist there are four main options: 
wait and see, optimise general clinical care, try 
antidepressant medication, and refer to a men-
tal health professional.

Wait and see
Much depression is transient, particularly when 
it arises in response to an immediate stressor 
when it can be thought of as rather like grief. The 
best course of action may therefore be to wait 
and see if it resolves spontaneously. It is worth 
waiting at least 2 weeks and probably about a 
month before repeating an assessment but not 
much longer. Perhaps surprisingly, mood disor-
der that hasn’t resolved within 4–6 weeks after 
even major stress is likely to persist for months 
without intervention. A follow-up assessment 
may therefore have to be arranged by a special-
ist nurse, or with the general practitioner. This 
does however require active management: just 
who exactly is going to check again? You could 
ask the patient to go back to see somebody, but 
depression reduces motivation to act on that 
sort of advice.

There are two circumstances in which a wait-
and-see policy isn’t justifi ed. One is when you 
know already that the depression is persistent; 
most people can date the onset of a depressive 
disorder reasonably accurately. The second is 
when symptoms require a rapid response re-
gardless of their duration. Most pressingly this 
means suicidal thinking, but it can include other 
dangerous features such as poor fl uid or dietary 
intake, or extreme withdrawal and immobility.

INDICATORS OF POSSIBLE DEPRESSIVE DISORDER
• Symptoms of emotional disturbance (Table 1)
• Multiple or unexplained physical symptoms
• Thoughts that life is not worth living
• Undue hopelessness
• Suicidal thoughts
• Helplessness
• Undue dependence on others
• Poor adherence to treatment
• Excessive handicap in relation to impairment and 
 disability
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reasonable to assume that they are more likely 
to be effective in alleviating depression if they 
have had some training in brief psychologically-
oriented interventions such as communication 
skills, motivational interviewing and problem-
solving therapy. Such a service should probably 
be offered to all patients who are suffering from 
depression associated with chronic neurological 
disorder.

Rational use of antidepressants
Antidepressant therapy should be offered to 
anybody with a persistent depressive disorder 
who has not responded to efforts at optimising 
physical care and providing professional help 
for coping with illness (Gill and Hatcher 2003).

For practical purposes, the non-specialist 
can think of antidepressants as falling into three 
classes:
• tricyclic and related antidepressants; 
• specifi c serotonin reuptake inhibitors 

(SSRIs);
• monoamine oxidase inhibitors (MAOIs) 

– best kept for specialist use.
You should therefore familiarise yourself with 
one or two members of each of the fi rst two 
classes. My own preferences are for dothiepin or 
lofepramine from the former group, and fl uox-
etine from the latter. The general principle is to 
undertake a therapeutic trial of a drug from one 
class, switching to a trial of a drug from the other 
class if there is no benefi t after 6–8 weeks of the 
fi rst drug. I start with a tricyclic or related drug if 
there might be some benefi t from a degree of se-
dation (insomnia, anxiety) or if there are physi-
cal symptoms that might benefi t simultaneously 
(such as chronic pain, bladder instability). SSRIs 
have less effect on epilepsy threshold.

A therapeutic trial involves starting with a 
moderate daily dose of a suitable antidepres-
sant – for example 75 mg dothipein, 140 mg 
lofepramine or 20 mg fl uoxetine (Furukawa 
et al. 2002). If there is no response in 2–3 weeks, 
then increase the dose (e.g. 150 mg dothiepin, 
210–280 mg lofepramine, 40 mg fl uoxetine). 
There is no point in going higher, this will pro-
duce more adverse effects but no extra benefi t 
for most people (Bollini et al. 1999). A common 
mistake is not to evaluate the effect of this thera-
peutic trial and take effective follow up action. 
If the trial is successful then the antidepressant 
should be continued for 6 months, after which it 
can be tailed off over 4–6 weeks to minimise the 
likelihood of withdrawal symptoms that occur 
in a minority of cases. If the trial is unsuccessful 

Optimising general clinical care
Depressive symptoms are positively associated 
with disability levels, which makes sense in one 
way; the greater the stressor (physical disorder), 
the stronger the response to it (depressive dis-
order). In addition, there is some evidence that 
people with depressive disorders get less active 
treatment for physical illness (Druss et al. 2001), 
and that they compound the problem by adher-
ing less well to treatment (DiMatteo et al. 2000), 
so there may be secondary explanations for the 
association between depression and disability.

Whatever the explanation, it would seem 
plausible that assertive treatment of physical 
illness and its associated disability would lead 
to improvement in mood symptoms. Rather 
surprisingly, the evidence for this is not strong. 
The reason is probably that depression arises in 
response to the meaning given to an illness by 
the patient as much as it does to the physical 
impact of the illness, and the meaning to the 
patient may not be readily changed by the ex-
perience and effects of physical treatment. This 
constellation of chronic illness that is not being 
treated very actively (for whatever reason), poor 
adherence to any treatment that is offered, and 
negative interpretation of the illness experience 
can all help to sustain depression.

An important element of the meaning of ill-
ness, and therefore of the response the patient 
makes to it, is the degree to which the patient 
feels in control of the illness or able to affect its 
treatment or outcomes (see Petrie and Wein-
man 1997 for a review). For that reason the 
role of supportive input from specialist nurses 
or other staff (such as stroke family support 
workers) might be benefi cial if the result is to 
increase the resources available to the patient. 
The elements of effective support are emotional 
(includes confi ding, sharing) and practical or 
instrumental (includes information, practical 
help). On the other hand, extra ‘support’ may be 
of no value (or positively harmful) if all it does 
is engender in the patient a sense of depend-
ence on professional help. This dilemma may 
account for the contradictory results obtained 
from research into the benefi ts of providing ad-
ditional support to people living with chronic 
illness (Dennis et al. 1997, Mant et al. 2000), be-
cause studies that included reasonable numbers 
of patients were assessing the impact of very few 
(perhaps only one) support worker.

This supportive role is usually taken on by 
specialist nurses or social workers. The evi-
dence is not good (Knapp et al. 2000), but it is 
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then the drug should be stopped. Failure of two 
antidepressant drugs is a reasonable criterion 
for referral to a mental health professional. The 
main other option is simply to wait and see if the 
patient is unkeen on referral. There is unlikely to 
be benefi t from further trials of antidepressants 
without assessment by a specialist.

Referral and the role of brief 
psychological therapies
You should consider specialist assessment when 
there is handicap out of proportion to impairment 
and disability, or when there are unexplained 
symptoms (including physical symptoms) that 
might be compatible with emotional disorder. 
Also, refer for advice about treatment when an 
identifi ed depressive disorder has not responded 
to the fi rst line treatments outlined above.

The modern drug treatment for persistent or 
resistant depression starts with ensuring that 
there has been a good trial of the basic drugs. It 
usually then involves combination therapy with 
an antidepressant and an adjuvant such as lith-
ium, not because the evidence is good (Stimp-
son et al. 2002) but because without therapy the 
outcomes are poor. These multi-drug regimes 
are not without adverse effects and treatment 
should be planned in collaboration between the 
neurologist and psychiatrist.

One of the major developments in mental 
health practice in recent years has been the 
emergence of a number of brief psychological 
therapies, most popularly cognitive-behaviour-
al therapy but also therapies that focus more on 
relationships, so-called interpersonal therapies 
(Elkin et al. 1992) or on dilemmas of daily living 
(problem-solving or problem-oriented thera-
pies). They have the advantage that they are 
feasible for use in routine National Health Serv-
ice practice and are acceptable to patients, and 
they are the main alternative to drug treatment 
in specialist care. Some of these interventions, 
especially the more behaviourally-oriented, are 
suitable for people who would traditionally have 
been thought of as unsuitable for psychotherapy 
– such as those with schizophrenia or traumatic 
brain injury – so that some degree of cognitive 
impairment due to neurological disorder is not 
an absolute contra-indication.

Finally, although there isn’t supportive re-
search evidence, most of us think that this is spe-
cialist work. Neurologists should fi nd colleagues 
with an interest in liaison psychiatry and clinical 
health psychology (not just neuropsychology) 
to help with these challenging problems.
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