
unipolar disorder developed dementiaunipolar disorder developed dementia

(MMSE(MMSE5524) compared with 3.4% of24) compared with 3.4% of

age-matched controls (Kessing, 1998; Kes-age-matched controls (Kessing, 1998; Kes-

singsing et alet al, 1999). Even within a younger, 1999). Even within a younger

sample of psychiatric patients (approximatesample of psychiatric patients (approximate

mean age 50 years), Kessingmean age 50 years), Kessing et alet al (1999) re-(1999) re-

ported that people with bipolar disorderported that people with bipolar disorder

had the highest risk of receiving a diagnosishad the highest risk of receiving a diagnosis

of dementia, followed by those with unipo-of dementia, followed by those with unipo-

lar affective disorder, schizophrenia andlar affective disorder, schizophrenia and

neuroses. Thus, if affective disorders do in-neuroses. Thus, if affective disorders do in-

crease both the risk of dementia and thecrease both the risk of dementia and the

likelihood of receiving lithium treatment,likelihood of receiving lithium treatment,

then owing to the sampling method usedthen owing to the sampling method used

by Dunnby Dunn et alet al one could expect to find moreone could expect to find more

lithium treatment among elderly peoplelithium treatment among elderly people

with dementia. Dunnwith dementia. Dunn et alet al discussed thisdiscussed this

alternative explanation of their findings asalternative explanation of their findings as

a ‘reverse causation’ possibility.a ‘reverse causation’ possibility.

Dr Terao mentions the possible effectsDr Terao mentions the possible effects

of lithium on GSK-3 beta. We recently in-of lithium on GSK-3 beta. We recently in-

vestigated the effects of lithium on the tran-vestigated the effects of lithium on the tran-

scriptional regulation of GSK-3 beta andscriptional regulation of GSK-3 beta and

found a significant reduction of its expres-found a significant reduction of its expres-

sion in primary cultures of rat hippocampalsion in primary cultures of rat hippocampal

neurons as well as a reduction in regionalneurons as well as a reduction in regional

intracerebral expression in lithium-treatedintracerebral expression in lithium-treated

adult rats and in leukocytes of elderly pa-adult rats and in leukocytes of elderly pa-

tients undergoing chronic lithium therapytients undergoing chronic lithium therapy

for bipolar disorder (details available fromfor bipolar disorder (details available from

the authors). These observations suggest athe authors). These observations suggest a

mechanism for GSK-3 beta inhibition bymechanism for GSK-3 beta inhibition by

lithium, which may influence the formationlithium, which may influence the formation

of both amyloid plaques and neurofibrillaryof both amyloid plaques and neurofibrillary

tangles, the two neuropathological hall-tangles, the two neuropathological hall-

marks of Alzheimer’s disease.marks of Alzheimer’s disease.

We think that it is important to investi-We think that it is important to investi-

gate further the potential protective effectgate further the potential protective effect

of lithium in Alzheimer’s disease, as thisof lithium in Alzheimer’s disease, as this

could represent a low-cost universally avail-could represent a low-cost universally avail-

able strategy to reduce the prevalence.able strategy to reduce the prevalence.
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Mortality and electroconvulsiveMortality and electroconvulsive
therapytherapy

Munk-OlsenMunk-Olsen et alet al (2007) reported that the(2007) reported that the

mortality rate from natural causes wasmortality rate from natural causes was

lower for patients undergoing electrocon-lower for patients undergoing electrocon-

vulsive therapy (ECT) than for other psy-vulsive therapy (ECT) than for other psy-

chiatric in-patients. The lower relative riskchiatric in-patients. The lower relative risk

was particularly significant for mortalitywas particularly significant for mortality

linked to respiratory disease (RRlinked to respiratory disease (RR¼0.67,0.67,

95% CI 0.55–0.95) and a trend was95% CI 0.55–0.95) and a trend was

founded for cardiovascular diseasefounded for cardiovascular disease

(RR(RR¼0.85, 95% CI 0.70–1.03). The0.85, 95% CI 0.70–1.03). The

authors concluded that this decreased riskauthors concluded that this decreased risk

of mortality from natural causes is unlikelyof mortality from natural causes is unlikely

to be the result of a selection bias. Theyto be the result of a selection bias. They

based this statement on: (a) the absence ofbased this statement on: (a) the absence of

absolute contraindications to ECT in theabsolute contraindications to ECT in the

international guidelines; and (b) the con-international guidelines; and (b) the con-

cordant findings of previous studies.cordant findings of previous studies.

At variance with this statement, clinicalAt variance with this statement, clinical

practice suggests that psychiatrists are gen-practice suggests that psychiatrists are gen-

erally reluctant to consider ECT in patientserally reluctant to consider ECT in patients

with medical illness, and are more likely towith medical illness, and are more likely to

ask for the opinion of a colleague in such aask for the opinion of a colleague in such a

case (e.g. anaesthetist, cardiologist) (Benbowcase (e.g. anaesthetist, cardiologist) (Benbow

& Shah, 2002). Thus, patients with severe& Shah, 2002). Thus, patients with severe

medical illness could be less likely to bemedical illness could be less likely to be

treated by ECT. Furthermore, identificationtreated by ECT. Furthermore, identification

of cardiovascular diseases or pulmonaryof cardiovascular diseases or pulmonary

disorders, as well as physical examinationdisorders, as well as physical examination

and standard laboratory tests are part of aand standard laboratory tests are part of a

systematic screening procedure beforesystematic screening procedure before

ECT. This practice improves the diagnosisECT. This practice improves the diagnosis

and the treatment of medical comorbidities.and the treatment of medical comorbidities.

Indeed, the absence of such preliminaryIndeed, the absence of such preliminary

medical examination led to a high level ofmedical examination led to a high level of

cardiac complications after ECT in the pastcardiac complications after ECT in the past

(Gerring & Shields, 1982).(Gerring & Shields, 1982).

Accordingly current guidelines empha-Accordingly current guidelines empha-

sise the importance of identifying and care-sise the importance of identifying and care-

fully managing patients with risk factorsfully managing patients with risk factors

before, during and after ECT, as well asbefore, during and after ECT, as well as

assessing the risks associated with anaes-assessing the risks associated with anaes-

thesia (National Institute for Clinicalthesia (National Institute for Clinical

Excellence, 2003). Patients receiving ECTExcellence, 2003). Patients receiving ECT

are therefore not representative of allare therefore not representative of all

psychiatric in-patients. The careful assess-psychiatric in-patients. The careful assess-

ment and treatment of their physicalment and treatment of their physical

comorbidities contrasts with the increasedcomorbidities contrasts with the increased

rate of untreated physical illness in psyrate of untreated physical illness in psychi-chi-

atric patients, mostly because of inade-atric patients, mostly because of inade-

quate somatic care in psychiatric unitsquate somatic care in psychiatric units

(Rasanen(Rasanen et alet al, 2006). Therefore, the, 2006). Therefore, the

observed diminution of mortality fromobserved diminution of mortality from

natural causes in patients with ECT isnatural causes in patients with ECT is

more likely to be related to appropriatemore likely to be related to appropriate

medical assessment and treatment thanmedical assessment and treatment than

to a direct effect of ECT on physicalto a direct effect of ECT on physical

health.health.
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In an era that has seen ECT being opposedIn an era that has seen ECT being opposed

for political not clinical reasons, it wasfor political not clinical reasons, it was

heartening to see an article on ECT addres-heartening to see an article on ECT addres-

sing the very important issue of mortality.sing the very important issue of mortality.

The study of Munk-OlsenThe study of Munk-Olsen et alet al (2007) is(2007) is

based on the Danish registry system whichbased on the Danish registry system which

is acclaimed for its reliability, but certain is-is acclaimed for its reliability, but certain is-

sues need further clarification. It wouldsues need further clarification. It would

have been relevant to know the total num-have been relevant to know the total num-

ber of patients who received ECT and theber of patients who received ECT and the

total number of ECT treatments receivedtotal number of ECT treatments received

by patients over the study period. Further-by patients over the study period. Further-

more, the results could be better under-more, the results could be better under-

stood if information regarding physicalstood if information regarding physical

comorbidity and the age of patients at thecomorbidity and the age of patients at the

time of ECT had been provided. Thesetime of ECT had been provided. These

variables can have a strong influence onvariables can have a strong influence on

mortality rates. In addition, as the studymortality rates. In addition, as the study

included only in-patients it is likely thatincluded only in-patients it is likely that

the sample included patients who werethe sample included patients who were

severely ill. Also, the results show that in-severely ill. Also, the results show that in-

clusion of ‘days since last ECT treatment’clusion of ‘days since last ECT treatment’

in the analysis causes the relative risk ofin the analysis causes the relative risk of

mortality from natural causes of patientsmortality from natural causes of patients

‘discharged within the past 8–30 days’ to‘discharged within the past 8–30 days’ to

rise.rise.

The relative risk of mortality fromThe relative risk of mortality from

natural causes is also highest within 7 daysnatural causes is also highest within 7 days

of last ECT (RRof last ECT (RR¼2.11), which is similar to2.11), which is similar to

the trend seen in deaths due to unnaturalthe trend seen in deaths due to unnatural

causes, especially suicide. Both these figurescauses, especially suicide. Both these figures

go against the conclusion of the authorsgo against the conclusion of the authors

that the mortality from natural causes isthat the mortality from natural causes is

lower with ECT. It must also be noted thatlower with ECT. It must also be noted that

the relative risk of dying by suicide afterthe relative risk of dying by suicide after
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ECT is 1.20, which is not significant butECT is 1.20, which is not significant but

which the authors refer to as ‘a marginallywhich the authors refer to as ‘a marginally

significant trend’, and ‘significantly in-significant trend’, and ‘significantly in-

creased suicide rate’. The finding that thecreased suicide rate’. The finding that the

risk from suicide is highest in the first 7risk from suicide is highest in the first 7

days after discharge and ECT is based ondays after discharge and ECT is based on

a small sample (a small sample (nn¼6). Although the authors6). Although the authors

concede that admission status and timeconcede that admission status and time

since discharge are important confounderssince discharge are important confounders

in the analysis of suicide in patients within the analysis of suicide in patients with

affective disorders, the statistical analysisaffective disorders, the statistical analysis

does not consider these factors when calcu-does not consider these factors when calcu-

lating the relative risk of suicide after ECT.lating the relative risk of suicide after ECT.

The authors discuss in some length the lackThe authors discuss in some length the lack

of a selection bias of patients with poorof a selection bias of patients with poor

physical health. However, it is likely thatphysical health. However, it is likely that

patients with very poor physical health arepatients with very poor physical health are

not given ECT and this introduces a selec-not given ECT and this introduces a selec-

tion bias. Also, given the bias that occurstion bias. Also, given the bias that occurs

as patients at high risk for suicide are givenas patients at high risk for suicide are given

ECT preferentially, this calls into questionECT preferentially, this calls into question

the validity of the conclusions. Further, itthe validity of the conclusions. Further, it

would have been very useful if the authorswould have been very useful if the authors

could have compared the death rates withcould have compared the death rates with

those in the general population. This studythose in the general population. This study

provides several good research questionsprovides several good research questions

which need to be pursued further.which need to be pursued further.
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Authors’ reply:Authors’ reply: Both Le Strat &Both Le Strat &

Gorwood and Bharadwaj & GroverGorwood and Bharadwaj & Grover

comment on the finding of a decrease incomment on the finding of a decrease in

mortality in ECT-treated patients. Inmortality in ECT-treated patients. In

Denmark, all psychiatric patients are givenDenmark, all psychiatric patients are given

a thorough medical assessment prior to anya thorough medical assessment prior to any

somatic treatment. This is partly because ofsomatic treatment. This is partly because of

the well-known cardiac contraindicationsthe well-known cardiac contraindications

for the use of tricyclic antidepressantsfor the use of tricyclic antidepressants

which were widely used during the studywhich were widely used during the study

period from 1976 to 2000, as the selectiveperiod from 1976 to 2000, as the selective

serotonin reuptake inhibitors (SSRIs) wereserotonin reuptake inhibitors (SSRIs) were

only available in the latter part of the peri-only available in the latter part of the peri-

od described. Furthermore, SSRIs were gen-od described. Furthermore, SSRIs were gen-

erally considered less effective than tricyclicerally considered less effective than tricyclic

antidepressants or ECT in patients withantidepressants or ECT in patients with

severe depression. Accordingly, ECT wassevere depression. Accordingly, ECT was

often used in patients with contraindica-often used in patients with contraindica-

tions for tricyclic antidepressants. We aretions for tricyclic antidepressants. We are

aware that this notion is at variance withaware that this notion is at variance with

several British guidelines (e.g. National In-several British guidelines (e.g. National In-

stitute for Clinical Excellence, 2003) but itstitute for Clinical Excellence, 2003) but it

is in accordance with Danish and Americanis in accordance with Danish and American

Psychiatric Association guidelines, whichPsychiatric Association guidelines, which

state that the only contraindications tostate that the only contraindications to

ECT are cerebral and other aneurysms. InECT are cerebral and other aneurysms. In

Denmark, a preponderance of patients withDenmark, a preponderance of patients with

medical illness is thus found among ECT-medical illness is thus found among ECT-

treated patients compared with those treatedtreated patients compared with those treated

with tricyclic antidepressants and wewith tricyclic antidepressants and we

therefore maintain our conclusion.therefore maintain our conclusion.

Drs Bharadwaj and Grover point outDrs Bharadwaj and Grover point out

that admission status and time since dis-that admission status and time since dis-

charge are important confounders. We fullycharge are important confounders. We fully

agree and have hence adjusted for theseagree and have hence adjusted for these

variables in the analysis. The variables invariables in the analysis. The variables in

Table 3 on risk of suicide in ECT recipientsTable 3 on risk of suicide in ECT recipients

were mutually adjusted but this was notwere mutually adjusted but this was not

mentioned specifically in the footnote.mentioned specifically in the footnote.

The number of patients dying by suicideThe number of patients dying by suicide

in the first week after ECT discontinuationin the first week after ECT discontinuation

was small, and therefore our results shouldwas small, and therefore our results should

be interpreted with caution, as we mentionbe interpreted with caution, as we mention

in the discussion. Electroconvulsive therapyin the discussion. Electroconvulsive therapy

is often administered to patients who areis often administered to patients who are

assessed to be suicidal and we acknowledgeassessed to be suicidal and we acknowledge

that this could introduce selection biasthat this could introduce selection bias

(confounding by indication), which we also(confounding by indication), which we also

mention in our paper. These are the reasonsmention in our paper. These are the reasons

why we concluded that: ‘the increased sui-why we concluded that: ‘the increased sui-

cide rate among ECT patients shortly aftercide rate among ECT patients shortly after

treatment is probably a result of bias’ andtreatment is probably a result of bias’ and

we therefore disagree that the validity ofwe therefore disagree that the validity of

the study is questionable regarding suicidethe study is questionable regarding suicide

rates after ECT.rates after ECT.

A more in-depth description of the ECTA more in-depth description of the ECT

patients can be found in a paper based onpatients can be found in a paper based on

the same data (Munk-Olsenthe same data (Munk-Olsen et alet al, 2006)., 2006).
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Measuring stigmaMeasuring stigma

KingKing et alet al (2007) frequently state that their(2007) frequently state that their

stigma scale is measuring ‘the stigma ofstigma scale is measuring ‘the stigma of

mental illness’ but, when closely scruti-mental illness’ but, when closely scruti-

nised, it measures nothing other thannised, it measures nothing other than

stigmatisation perceived by users in out-stigmatisation perceived by users in out-

patient, in-patient and crisis settings. Therepatient, in-patient and crisis settings. There

is no evidence that this is an objectiveis no evidence that this is an objective

assessment of stigmatisation. Users’ percep-assessment of stigmatisation. Users’ percep-

tion of stigma is affected by their mentaltion of stigma is affected by their mental

state, depression, persecutory delusions orstate, depression, persecutory delusions or

hallucinations. These symptoms can helphallucinations. These symptoms can help

to exaggerate the estimate of social stigma-to exaggerate the estimate of social stigma-

tisation (including rejection and discrimina-tisation (including rejection and discrimina-

tion) and hence the assessment is by notion) and hence the assessment is by no

means an accurate measure. Measurementsmeans an accurate measure. Measurements

of more objective perceptions of stigmatisa-of more objective perceptions of stigmatisa-

tion can only be obtained from users intion can only be obtained from users in

remission.remission.

The reported negative correlation be-The reported negative correlation be-

tween self-esteem and perceived stigmatween self-esteem and perceived stigma

can be confounded by high rates of bothcan be confounded by high rates of both

low self-esteem (e.g. Axford & Jerrom,low self-esteem (e.g. Axford & Jerrom,

1986; Barrowclough1986; Barrowclough et alet al, 2003; Blairy, 2003; Blairy etet

alal, 2004) and persecutory ideation and de-, 2004) and persecutory ideation and de-

pressive cognition, including ‘self-stigmati-pressive cognition, including ‘self-stigmati-

sation’ in people with mental illness.sation’ in people with mental illness.

Indeed, low self-esteem is a common symp-Indeed, low self-esteem is a common symp-

tom in psychiatric conditions such as de-tom in psychiatric conditions such as de-

pressive disorders, in which people canpressive disorders, in which people can

perceive more rejection and discriminationperceive more rejection and discrimination

than warranted. Overemphasis on this cor-than warranted. Overemphasis on this cor-

relation can divert attention from the factrelation can divert attention from the fact

that the correlation has to do more withthat the correlation has to do more with

people’s mental state than objective levelpeople’s mental state than objective level

of social stigmatisation.of social stigmatisation.

An instrument can only be calledAn instrument can only be called

‘standardised’ if it is shown to be both‘standardised’ if it is shown to be both

reliable and valid. This instrument is notreliable and valid. This instrument is not

validated and so cannot be called standard-validated and so cannot be called standard-

ised, on the basis of mere test–retest relia-ised, on the basis of mere test–retest relia-

bility. The correlation between the stigmability. The correlation between the stigma

scale and self-esteem scale is not anscale and self-esteem scale is not an

indication of validity of the instrumentindication of validity of the instrument

and although Kingand although King et alet al admit this, theyadmit this, they

end up referring to their instrument asend up referring to their instrument as

‘standardised’ and to the correlation as‘standardised’ and to the correlation as

‘concurrent validity’.‘concurrent validity’.

A wide range of people with divergingA wide range of people with diverging

diagnoses and mental states were recruiteddiagnoses and mental states were recruited

by Kingby King et alet al but there was no randomis-but there was no randomis-

ation and no exclusion criteria. Even theation and no exclusion criteria. Even the

‘perceived stigmatisation’ cannot be attrib-‘perceived stigmatisation’ cannot be attrib-

uted to a particular category of patientsuted to a particular category of patients

with a given diagnosis, or at least to psychi-with a given diagnosis, or at least to psychi-

atric users in general, owing to lack of ran-atric users in general, owing to lack of ran-

domisation and inclusion of arbitrarydomisation and inclusion of arbitrary

proportions of participants with differentproportions of participants with different

diagnoses. This is likely to cause problemsdiagnoses. This is likely to cause problems
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