
2002). Although parental psychiatric disor-2002). Although parental psychiatric disor-

der might increase the chance that childrender might increase the chance that children

become looked after, this is not inevitablebecome looked after, this is not inevitable

and there are many other reasons why chil-and there are many other reasons why chil-

dren may enter the care system. In fact,dren may enter the care system. In fact,

only 6% of the children participating inonly 6% of the children participating in

the survey on which our analysis was basedthe survey on which our analysis was based

were accommodated primarily as a result ofwere accommodated primarily as a result of

any type of parental illness.any type of parental illness.

As the survey involved no contact withAs the survey involved no contact with

the biological parents of participants andthe biological parents of participants and

historical information about children whohistorical information about children who

are looked after is notoriously scarce, weare looked after is notoriously scarce, we

had no way of accurately assessing thehad no way of accurately assessing the

mental health of the biological parents.mental health of the biological parents.

Our paper refers to our frustration at theOur paper refers to our frustration at the

extremely limited amount of informationextremely limited amount of information

available to the survey and in clinical prac-available to the survey and in clinical prac-

tice, and we explicitly state that our analy-tice, and we explicitly state that our analy-

sis cannot be seen as covering all potentialsis cannot be seen as covering all potential

risk and resilience factors.risk and resilience factors.

Even if we had access to data on theEven if we had access to data on the

mental health of the biological parents, anmental health of the biological parents, an

excess of children with psychiatric disorderexcess of children with psychiatric disorder

among parents with psychiatric disorderamong parents with psychiatric disorder

would not necessarily indicate a biologicalwould not necessarily indicate a biological

or genetic basis for this finding. The meanor genetic basis for this finding. The mean

age that children participating in thisage that children participating in this

survey entered the care system was betweensurvey entered the care system was between

7 and 8 years, and we know that mental7 and 8 years, and we know that mental

illness can have an impact on parentingillness can have an impact on parenting

practices. Do the children of parents withpractices. Do the children of parents with

mental illness have raised rates of psy-mental illness have raised rates of psy-

chiatric difficulties as a result of geneticchiatric difficulties as a result of genetic

vulnerability and/or exposure to maladap-vulnerability and/or exposure to maladap-

tive parenting, or perhaps both processestive parenting, or perhaps both processes

occur at the same time and/or moderateoccur at the same time and/or moderate

each other? The literature suggests thateach other? The literature suggests that

parenting is an important mediating vari-parenting is an important mediating vari-

able, although other genetic and environ-able, although other genetic and environ-

mental factors also play a part in themental factors also play a part in the

familial aggregation of psychopathologyfamilial aggregation of psychopathology

(Ramachandani & Stein, 2003). Cross-(Ramachandani & Stein, 2003). Cross-

sectional surveys are not able to disentanglesectional surveys are not able to disentangle

such complex questions, as data about ex-such complex questions, as data about ex-

posures and outcomes are gathered at theposures and outcomes are gathered at the

same time. Longitudinal designs would besame time. Longitudinal designs would be

needed to explore Dr Sekar’s theory.needed to explore Dr Sekar’s theory.
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Lithium for preventionLithium for prevention
of Alzheimer’s diseaseof Alzheimer’s disease

NunesNunes et alet al (2007) reported that the preva-(2007) reported that the preva-

lence of Alzheimer’s disease in a group oflence of Alzheimer’s disease in a group of

elderly patients with bipolar disorder whoelderly patients with bipolar disorder who

were on continuous lithium treatment waswere on continuous lithium treatment was

significantly less than in a similar groupsignificantly less than in a similar group

without recent lithium therapy. After con-without recent lithium therapy. After con-

trolling for age, lithium use remained asso-trolling for age, lithium use remained asso-

ciated with a smaller risk of Alzheimer’sciated with a smaller risk of Alzheimer’s

disease (age-adjusted ORdisease (age-adjusted OR¼0.079, 95% CI0.079, 95% CI

0.020–0.321). Conversely, Dunn0.020–0.321). Conversely, Dunn et alet al

(2005) showed that patients who received(2005) showed that patients who received

lithium had a significantly higher risk oflithium had a significantly higher risk of

dementia than those who did not (age-dementia than those who did not (age-

adjusted ORadjusted OR¼1.8, 95% CI 1.1–2.8).1.8, 95% CI 1.1–2.8).

NunesNunes et alet al (2007) found no differences(2007) found no differences

between the lithium and the comparisonbetween the lithium and the comparison

group in neuropsychological performancegroup in neuropsychological performance

after excluding patients with Alzheimer’safter excluding patients with Alzheimer’s

disease. This is in accordance with ourdisease. This is in accordance with our

study using Mini-Mental State Examin-study using Mini-Mental State Examin-

ation (MMSE) scores (Teraoation (MMSE) scores (Terao et alet al, 2006)., 2006).

Our study, however, showed that patientsOur study, however, showed that patients

with present and/or past history of lithiumwith present and/or past history of lithium

treatment had significantly better MMSEtreatment had significantly better MMSE

scores than patients without any historyscores than patients without any history

of lithium treatment (Teraoof lithium treatment (Terao et alet al, 2006). It, 2006). It

is important to further investigate lithiumis important to further investigate lithium

in the prevention of Alzheimer’s dementiain the prevention of Alzheimer’s dementia

with a large number of patients in prospec-with a large number of patients in prospec-

tive studies.tive studies.

If lithium has a preventive effect forIf lithium has a preventive effect for

Alzheimer’s disease, there may be two poss-Alzheimer’s disease, there may be two poss-

ible mechanisms. First, it might indirectlyible mechanisms. First, it might indirectly

prevent dementia via its prophylactic ef-prevent dementia via its prophylactic ef-

fects on mood disorders, because the ratefects on mood disorders, because the rate

of dementia increased 13% with every epi-of dementia increased 13% with every epi-

sode leading to admission for patients withsode leading to admission for patients with

depressive disorder and 6% for patientsdepressive disorder and 6% for patients

with bipolar disorder, when adjusted forwith bipolar disorder, when adjusted for

differences in age and gender (Kessing &differences in age and gender (Kessing &

Andersen, 2004). Second, lithium mightAndersen, 2004). Second, lithium might

directly prevent dementia via its inhibitiondirectly prevent dementia via its inhibition

of glycogen synthase kinase 3 (GSK-3)of glycogen synthase kinase 3 (GSK-3)

alpha (Phielalpha (Phiel et alet al, 2003) and GSK-3 beta, 2003) and GSK-3 beta

(Phiel & Klein, 2001). Although Nunes(Phiel & Klein, 2001). Although Nunes etet

alal (2007) found no significant differences(2007) found no significant differences

in the number of previous depressive andin the number of previous depressive and

manic episodes between the lithium andmanic episodes between the lithium and

comparison groups, at present both possibi-comparison groups, at present both possibi-

lities should be borne in mind.lities should be borne in mind.
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Authors’reply:Authors’reply: DunnDunn et alet al (2005) identi-(2005) identi-

fied from the General Practice Researchfied from the General Practice Research

Database in the UK all cases of dementiaDatabase in the UK all cases of dementia

between 1992 and 2002 (between 1992 and 2002 (nn¼9954) and9954) and

compared the number of prescriptions ofcompared the number of prescriptions of

lithium for individuals with this diagnosislithium for individuals with this diagnosis

with a control group without dementiawith a control group without dementia

((nn¼9374). They found that more patients9374). They found that more patients

with dementia (with dementia (nn¼47, 0.47%) than con-47, 0.47%) than con-

trols (trols (nn¼40, 0.43%) were exposed to40, 0.43%) were exposed to

lithium. We feel that this finding does notlithium. We feel that this finding does not

allow conclusions to be drawn as toallow conclusions to be drawn as to

whether lithium protects against or conferswhether lithium protects against or confers

a risk for dementia, because it has beena risk for dementia, because it has been

shown that patients with dementia haveshown that patients with dementia have

an increased risk of developing mania andan increased risk of developing mania and

depression (Nilssondepression (Nilsson et alet al, 2002) and are, 2002) and are

thus more likely to receive treatment, in-thus more likely to receive treatment, in-

cluding lithium. Conversely, affective disor-cluding lithium. Conversely, affective disor-

ders themselves seem to increase the risk forders themselves seem to increase the risk for

dementia.dementia.

In a series of studies based on data fromIn a series of studies based on data from

the Danish psychiatric case register, Kessingthe Danish psychiatric case register, Kessing

et alet al found that 14% of elderly patientsfound that 14% of elderly patients

with bipolar disorder and 16% withwith bipolar disorder and 16% with
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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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