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ECT at the unit were in keeping with na-ECT at the unit were in keeping with na-

tional trends reported by the Department oftional trends reported by the Department of

Health (1999). Over this 3-year period, con-Health (1999). Over this 3-year period, con-

sultant groups in the unit remained largelysultant groups in the unit remained largely

unchanged.unchanged.

Concluding from this study, I feel thatConcluding from this study, I feel that

ECT is more commonly used in treatingECT is more commonly used in treating

older people with depression. Availabilityolder people with depression. Availability

of newer antidepressants and other treat-of newer antidepressants and other treat-

ment modalities, as highlighted by Erantiment modalities, as highlighted by Eranti

& McLoughlin (2003), could be some of& McLoughlin (2003), could be some of

the reasons why there is a decline in thethe reasons why there is a decline in the

number of patients under 65 who receivenumber of patients under 65 who receive

ECT. Furthermore, the limited response toECT. Furthermore, the limited response to

ECT in the subjects of our study could beECT in the subjects of our study could be

due to the fact that these patients had beendue to the fact that these patients had been

treatment-resistant. On the other hand, intreatment-resistant. On the other hand, in

the case of older people suffering fromthe case of older people suffering from

severe depression, there are other factorssevere depression, there are other factors

that tilt the treatment options towardsthat tilt the treatment options towards

ECT. Factors such as physical frailty, pro-ECT. Factors such as physical frailty, pro-

pensity to develop side-effects from anti-pensity to develop side-effects from anti-

depressants, and the serious effects ofdepressants, and the serious effects of

dehydration and weight loss (as a result ofdehydration and weight loss (as a result of

severe depression) make it imperative thatsevere depression) make it imperative that

depression is controlled rapidly.depression is controlled rapidly.

I feel that in the future, it will be old ageI feel that in the future, it will be old age

psychiatrists who will be using ECT morepsychiatrists who will be using ECT more

commonly as a treatment option for depres-commonly as a treatment option for depres-

sion. Old age psychiatrists could take asion. Old age psychiatrists could take a

leading role in ensuring that psychiatricleading role in ensuring that psychiatric

trainees have the opportunity to obtaintrainees have the opportunity to obtain

experience in ECT. The effective (albeit re-experience in ECT. The effective (albeit re-

duced) use of ECT resulting in good clinicalduced) use of ECT resulting in good clinical

outcomes will ensure that clinical interest inoutcomes will ensure that clinical interest in

this treatment modality is maintained.this treatment modality is maintained.
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Lithium augmentationLithium augmentation
in treatment-refractory unipolarin treatment-refractory unipolar
depressiondepression

StimpsonStimpson et alet al (2002) have taken an ‘all or(2002) have taken an ‘all or

nothing’ approach to evaluating randomisednothing’ approach to evaluating randomised

controlled trials (RCTs) for their systematiccontrolled trials (RCTs) for their systematic

review. Their rigorous procedures elimi-review. Their rigorous procedures elimi-

nated over 98% of the 919 RCTs consid-nated over 98% of the 919 RCTs consid-

ered (although we note that the flow chartered (although we note that the flow chart

in Fig. 1 appears to ‘lose’ 166 of them with-in Fig. 1 appears to ‘lose’ 166 of them with-

out explanation). As a consequence, theyout explanation). As a consequence, they

have provided a matchless summary of thehave provided a matchless summary of the

very best evidence about intervention forvery best evidence about intervention for

treatment-refractory unipolar depressiontreatment-refractory unipolar depression

but have left undescribed the very largebut have left undescribed the very large

quantity of remaining levels of evidence.quantity of remaining levels of evidence.

In 1999 Bauer and Dopfmer identifiedIn 1999 Bauer and Dopfmer identified

11 placebo-controlled studies of lithium11 placebo-controlled studies of lithium

augmentation. As always, the trials wereaugmentation. As always, the trials were

of varying quality; nevertheless, they con-of varying quality; nevertheless, they con-

cluded (using the three studies of highestcluded (using the three studies of highest

quality, two of which were used byquality, two of which were used by

StimpsonStimpson et alet al) that there is ‘firm evidence’) that there is ‘firm evidence’

inin favour of lithium as an augmentationfavour of lithium as an augmentation

strategystrategy for treatment-refractory unipolarfor treatment-refractory unipolar

depression, with a number needed to treatdepression, with a number needed to treat

of 3.7. They supported their conclusion byof 3.7. They supported their conclusion by

performing a separate analysis adding aperforming a separate analysis adding a

further six studies (that used either lowerfurther six studies (that used either lower

doses or shorter duration of lithium aug-doses or shorter duration of lithium aug-

mentation) and found a similar, indeedmentation) and found a similar, indeed

slightly stronger, effect size (Bauer &slightly stronger, effect size (Bauer &

Dopfmer, 1999).Dopfmer, 1999).

We note that there have been no studiesWe note that there have been no studies

of lithium augmentation against placeboof lithium augmentation against placebo

for treatment-resistant unipolar depressionfor treatment-resistant unipolar depression

that are of a suitable quality for a systema-that are of a suitable quality for a systema-

tic review in the approximately 3-yeartic review in the approximately 3-year

period between the acceptance dates ofperiod between the acceptance dates of

the two papers cited above. We suggest thatthe two papers cited above. We suggest that

many clinicians now consider the weight ofmany clinicians now consider the weight of

evidence (at many levels) supporting the useevidence (at many levels) supporting the use

of lithium as an augmentation strategy forof lithium as an augmentation strategy for

treatment-refractory unipolar depressiontreatment-refractory unipolar depression

sufficiently compelling. Thus, it is unusualsufficiently compelling. Thus, it is unusual

for our service dedicated to treatment-for our service dedicated to treatment-

resistant depression to receive referrals ofresistant depression to receive referrals of

patients not yet tried on lithium. Althoughpatients not yet tried on lithium. Although

further and better RCTs of lithium augmen-further and better RCTs of lithium augmen-

tation would be welcome (even Bauer &tation would be welcome (even Bauer &

Dopfmer identified only 234 subjectsDopfmer identified only 234 subjects

studied), many would feel that other ques-studied), many would feel that other ques-

tions now have more clinical salience.tions now have more clinical salience.

Pressing examples might include whetherPressing examples might include whether

psychological treatments are effective inpsychological treatments are effective in

these patients, how they compare withthese patients, how they compare with

lithium augmentation, and how olanzapinelithium augmentation, and how olanzapine

augmentation (for which a large body ofaugmentation (for which a large body of

evidence is emerging; see Dubeevidence is emerging; see Dube et alet al,,

2002) compares with both.2002) compares with both.
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Authors’ reply:Authors’ reply: According to Drs Lee andAccording to Drs Lee and

Cleare ‘many clinicians’ regard the currentCleare ‘many clinicians’ regard the current

evidence for lithium augmentation inevidence for lithium augmentation in

treatment-refractory depression as ‘compel-treatment-refractory depression as ‘compel-

ling’. They are correct in repeating one ofling’. They are correct in repeating one of

the principles of evidence-based medicine,the principles of evidence-based medicine,

that all levels of evidence need to be takenthat all levels of evidence need to be taken

into account when making clinicalinto account when making clinical

decisions.decisions.

Previous systematic reviews of this areaPrevious systematic reviews of this area

have included patients who have hadhave included patients who have had 4433

weeks’ treatment with an antidepressantweeks’ treatment with an antidepressant

or who have bipolar disorder. We do notor who have bipolar disorder. We do not

think that many UK psychiatrists wouldthink that many UK psychiatrists would

consider lithium augmentation in unipolarconsider lithium augmentation in unipolar

depression that had not responded to andepression that had not responded to an

antidepressant for only 3 weeks. Forantidepressant for only 3 weeks. For

patients with bipolar disorder, most UKpatients with bipolar disorder, most UK

psychiatrists, we think, would in any casepsychiatrists, we think, would in any case

be treating with lithium or another mood-be treating with lithium or another mood-

stabiliser. Our inclusion criteria, which werestabiliser. Our inclusion criteria, whichwere

set before the review started, were basedset before the review started, were based

therefore upon sensible and pragmatictherefore upon sensible and pragmatic

clinical considerations.clinical considerations.

We too were surprised and shocked byWe too were surprised and shocked by

the lack of randomised evidence to supportthe lack of randomised evidence to support

lithium augmentation; but it is also import-lithium augmentation; but it is also import-

ant to remember that lithium may well beant to remember that lithium may well be

effective, even though the evidence toeffective, even though the evidence to

support its use is extremely weak.support its use is extremely weak.

Lithium has a number of potentiallyLithium has a number of potentially

serious side-effects, even at normal thera-serious side-effects, even at normal thera-

peutic doses (Bellpeutic doses (Bell et alet al, 1993). When we, 1993). When we

discuss the advantages and disadvantagesdiscuss the advantages and disadvantages

of lithium with our patients we are unableof lithium with our patients we are unable

to provide them with much more than clin-to provide them with much more than clin-

ical anecdote in its favour. We certainlyical anecdote in its favour. We certainly

have no idea from empirical research abouthave no idea from empirical research about

the severity of depression for which lithiumthe severity of depression for which lithium

augmentation might be effective.augmentation might be effective.

We have a collective responsibility toWe have a collective responsibility to

our patients to provide them with good-our patients to provide them with good-

quality research evidence to justify thequality research evidence to justify the

treatments we recommend. As a professiontreatments we recommend. As a profession

we need to address areas of uncertaintywe need to address areas of uncertainty
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such as this using well-designed RCTs thatsuch as this using well-designed RCTs that

will inform clinical practice.will inform clinical practice.
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Getting closer to suicide preventionGetting closer to suicide prevention

We would like to offer a slightly differentWe would like to offer a slightly different

perspective from De Leo (2002) on theperspective from De Leo (2002) on the

progress of suicide prevention. There is noprogress of suicide prevention. There is no

argument against suicide representing aargument against suicide representing a

complex set of variables. The generalcomplex set of variables. The general

method of science, however, is to analysemethod of science, however, is to analyse

phenomena in order to find the most simplephenomena in order to find the most simple

explanation – the principle formulated byexplanation – the principle formulated by

William of Occam in the early 14th cen-William of Occam in the early 14th cen-

tury. In the medical paradigm, death resultstury. In the medical paradigm, death results

from a disease process. Studying peoplefrom a disease process. Studying people

with heart attacks led to the identificationwith heart attacks led to the identification

of atherosclerosis as the underlying diseaseof atherosclerosis as the underlying disease

process for the vast majority. Treatingprocess for the vast majority. Treating

myocardial infarctions is important. Themyocardial infarctions is important. The

development of various approaches to pre-development of various approaches to pre-

vention and treatment of atherosclerosisvention and treatment of atherosclerosis

has, however, prevented more prematurehas, however, prevented more premature

deaths from heart attacks. Why must onedeaths from heart attacks. Why must one

conclude that suicide is a more complicatedconclude that suicide is a more complicated

medicalproblemthanmyocardial infarction?medical problemthanmyocardial infarction?

A fundamental discovery was made inA fundamental discovery was made in

the late 1950s (Robinsthe late 1950s (Robins et alet al, 1959): the, 1959): the

majority of suicides were committed by peo-majority of suicides were committed by peo-

ple with clinical depression. This finding hasple with clinical depression. This finding has

been replicated over and over again and webeen replicated over and over again and we

believe that many, like us, have concludedbelieve that many, like us, have concluded

that this connection has been replicated en-that this connection has been replicated en-

ough to be proven. We have also presentedough to be proven. We have also presented

evidence that suicides occur infrequently inevidence that suicides occur infrequently in

people with depression taking antidepres-people with depression taking antidepres-

sant medication (Isacssonsant medication (Isacsson et alet al, 1994)., 1994).

Thus, in spite of the ‘extreme complex-Thus, in spite of the ‘extreme complex-

ity’ of the phenomenon of suicide, a simpleity’ of the phenomenon of suicide, a simple

and testable hypothesis can be stated: de-and testable hypothesis can be stated: de-

pression is a necessary cause of most sui-pression is a necessary cause of most sui-

cides. Based on this proposition, it hascides. Based on this proposition, it has

been suggested that effective suicide pre-been suggested that effective suicide pre-

vention must focus on improving identifica-vention must focus on improving identifica-

tion and treatment of depression in thetion and treatment of depression in the

population (Isacsson, 2000). When we lookpopulation (Isacsson, 2000). When we look

at the declining suicide rates over the pastat the declining suicide rates over the past

decade or so, we see a great deal of supportdecade or so, we see a great deal of support

for that theory. Since the introduction offor that theory. Since the introduction of

the new generation of antidepressants duringthe new generation of antidepressants during

the past 10–15 years, the use of antidepres-the past 10–15 years, the use of antidepres-

sants has increased up to 5-fold. Concur-sants has increased up to 5-fold. Concur-

rently, suicide rates have decreasedrently, suicide rates have decreased

considerably in many Western countriesconsiderably in many Western countries

(e.g. Joyce, 2001). It appears to us that we(e.g. Joyce, 2001). It appears to us that we

areare getting closer to suicide prevention.getting closer to suicide prevention.

Webelieve that a lack of focus on depres-Webelieve that a lack of focus ondepres-

sion as the basic disease leading to suicide ission as the basic disease leading to suicide is

most likely the reason why the current de-most likely the reason why the current de-

cline in suicide rates ‘seems reasonably unre-cline in suicide rates ‘seems reasonably unre-

lated to the existence of any national plan’.lated to the existence of any national plan’.
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Author’s reply:Author’s reply: There is little doubt that de-There is little doubt that de-

pression has a major role in suicide, beingpression has a major role in suicide, being

identifiable in approximately 50% of casesidentifiable in approximately 50% of cases

(Andersen(Andersen et alet al, 2001). For this reason,, 2001). For this reason,

depression is a target in all the nationaldepression is a target in all the national

plans that I am aware of.plans that I am aware of.

The role of depression in suicide hasThe role of depression in suicide has

been well known since antiquity (Vanbeen well known since antiquity (Van

Hooff, 2000) and this understanding hasHooff, 2000) and this understanding has

been largely responsible for the decline inbeen largely responsible for the decline in

a punitive attitude towards those exhibitinga punitive attitude towards those exhibiting

suicidal behaviour since the Enlightenment.suicidal behaviour since the Enlightenment.

Consequently, the ‘fundamental discovery’Consequently, the ‘fundamental discovery’

at the end of the 1950s of the role of affec-at the end of the 1950s of the role of affec-

tive disorders in suicide was far from revo-tive disorders in suicide was far from revo-

lutionary. It is worth remembering that inlutionary. It is worth remembering that in

the vast majority of cases, fortunately,the vast majority of cases, fortunately,

depression does not culminate in suicide.depression does not culminate in suicide.

The relative risk for suicide across the life-The relative risk for suicide across the life-

span has been recently revised downwardsspan has been recently revised downwards

(see, for example, Bostwick & Pankratz,(see, for example, Bostwick & Pankratz,

2000). In addition, a significant percentage2000). In addition, a significant percentage

of patients who die by suicide appear toof patients who die by suicide appear to

have been adequately treated (25% in thehave been adequately treated (25% in the

experience of Andersenexperience of Andersen et alet al, 2001). A, 2001). A

World Health Organization (1998) techni-World Health Organization (1998) techni-

cal report has pointed out that optimalcal report has pointed out that optimal

treatment of clinical depression would havetreatment of clinical depression would have

little impact on global suicide rates, leavinglittle impact on global suicide rates, leaving

the field open to speculations around morethe field open to speculations around more

powerful factors in suicide prevention. Inpowerful factors in suicide prevention. In

any case, the ‘medical paradigm’ is, in myany case, the ‘medical paradigm’ is, in my

view, only one of many possible perspec-view, only one of many possible perspec-

tives, and needs to be integrated with othertives, and needs to be integrated with other

disciplines. Clearly, it is not the differentdisciplines. Clearly, it is not the different

prevalence of depression among countriesprevalence of depression among countries

that helps to explain the enormous diversitythat helps to explain the enormous diversity

in rates of suicide that I mentioned in myin rates of suicide that I mentioned in my

editorial. Religious, cultural and social fac-editorial. Religious, cultural and social fac-

tors play very relevant roles in suicidal be-tors play very relevant roles in suicidal be-

haviour. It is in this light that the Worldhaviour. It is in this light that the World

Health Organization has correctly endorsedHealth Organization has correctly endorsed

an ecological model, to help both under-an ecological model, to help both under-

stand and prevent/intervene in suicidalstand and prevent/intervene in suicidal

behaviours.behaviours.

I am aware that Isacsson and Rich,I am aware that Isacsson and Rich,

through their research, strongly supportthrough their research, strongly support

the role of the newer antidepressants in pre-the role of the newer antidepressants in pre-

venting suicide. But others are a bit moreventing suicide. But others are a bit more

hesitant in accepting this hypothesis (see,hesitant in accepting this hypothesis (see,

for example, Van Praag, 2002), and maybefor example, Van Praag, 2002), and maybe

lithium has shown more consistent (andlithium has shown more consistent (and

convincing) effects, so far, on suicidalconvincing) effects, so far, on suicidal

behaviour (Tondobehaviour (Tondo et alet al, 2001)., 2001).

With regard to the comments about aWith regard to the comments about a

possible overemphasis on the complexitiespossible overemphasis on the complexities

of suicidal behaviour, I am afraid that theof suicidal behaviour, I am afraid that the

philosopher Albert Camus, if he came backphilosopher Albert Camus, if he came back

to life, would die again on hearing that!to life, would die again on hearing that!
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