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treattreatment, indicating that during this weekment, indicating that during this week

the patient’s electrocardiogram (ECG)the patient’s electrocardiogram (ECG)

‘normalised’. The following week (2 weeks‘normalised’. The following week (2 weeks

post-rivastigmine) it increased to 477ms.post-rivastigmine) it increased to 477ms.

The QTc prolongation (pre-rivastigmineThe QTc prolongation (pre-rivastigmine

to 2 weeks post-rivastigmine) was less thanto 2 weeks post-rivastigmine) was less than

11%. Nevertheless, since this change was11%. Nevertheless, since this change was

above the 30ms usually consideredabove the 30ms usually considered

relevant, it is important to assess in anrelevant, it is important to assess in an

unbiased manner whether it was drug-unbiased manner whether it was drug-

induced.induced.

The patient was already at risk of cardi-The patient was already at risk of cardi-

ac abnormalities owing to: previous in-ac abnormalities owing to: previous in-

creased QTc; hypokalaemia (a risk factorcreased QTc; hypokalaemia (a risk factor

for QTc change; De Pontifor QTc change; De Ponti et alet al, 2002) 2, 2002) 2

weeks before starting rivastigmine treat-weeks before starting rivastigmine treat-

ment (no potassium values were reportedment (no potassium values were reported

at the time of the ECG finding); concomi-at the time of the ECG finding); concomi-

tant use of diltiazem, which is known totant use of diltiazem, which is known to

cause atrio-ventricular blockade and brady-cause atrio-ventricular blockade and brady-

cardia (risk factors for QTc change; Decardia (risk factors for QTc change; De

PontiPonti et alet al, 2002); a history of hyperten-, 2002); a history of hyperten-

sion, ischaemic heart disease, myocardialsion, ischaemic heart disease, myocardial

infarction and cerebrovascular accident, re-infarction and cerebrovascular accident, re-

flecting the presence of clinically significantflecting the presence of clinically significant

heart disease (another risk factor for QTcheart disease (another risk factor for QTc

change; De Pontichange; De Ponti et alet al, 2002): concurrent, 2002): concurrent

Lewy body dementia, which is associatedLewy body dementia, which is associated

with autonomic failure (McKeith, 2000)with autonomic failure (McKeith, 2000)

and frontal lobe deficits that may influenceand frontal lobe deficits that may influence

QT intervals (KubotaQT intervals (Kubota et alet al, 2001)., 2001).

My review of the cholinesterase inhibi-My review of the cholinesterase inhibi-

tors (Inglis, 2002) included an analysis oftors (Inglis, 2002) included an analysis of

2791 patients involved in pivotal studies2791 patients involved in pivotal studies

of rivastigmine in Alzheimer’s diseaseof rivastigmine in Alzheimer’s disease

(Morganroth(Morganroth et alet al, 2002). About 30%, 2002). About 30%

and 10% of these patients had cardiovascu-and 10% of these patients had cardiovascu-

lar disorders and heart rate/rhythm disor-lar disorders and heart rate/rhythm disor-

ders, respectively. About 35% wereders, respectively. About 35% were

receiving concomitant cardiovascular treat-receiving concomitant cardiovascular treat-

ments. Even in this relatively at-risk popu-ments. Even in this relatively at-risk popu-

lation, heart rate, PQ, PR, QT and QRSlation, heart rate, PQ, PR, QT and QRS

intervals were very similar in rivastigmine-intervals were very similar in rivastigmine-

and placebo-treated patients, indicatingand placebo-treated patients, indicating

that rivastigmine did not produce adversethat rivastigmine did not produce adverse

effects on cardiac function as assessed byeffects on cardiac function as assessed by

ECG. The lack of cardiac effects associatedECG. The lack of cardiac effects associated

with rivastigmine may be explained by itswith rivastigmine may be explained by its

selectivity for central over peripheral choli-selectivity for central over peripheral choli-

nesterases, and an apparent brain-region se-nesterases, and an apparent brain-region se-

lectivity that may avoid areas such as thelectivity that may avoid areas such as the

medullary cardiorespiratory nucleus (Enzmedullary cardiorespiratory nucleus (Enz

et alet al, 1993)., 1993).

Case reports are an important means ofCase reports are an important means of

communicating clinical observations. How-communicating clinical observations. How-

ever, it is important that the facts areever, it is important that the facts are

presented clearly to allow a balanced judge-presented clearly to allow a balanced judge-

ment on the available evidence. I wouldment on the available evidence. I would

suggest that the prolonged QTc describedsuggest that the prolonged QTc described

in this single case report is more likely toin this single case report is more likely to

be due to the confounding factors describedbe due to the confounding factors described

above than to a causal association withabove than to a causal association with

rivastigmine treatment. The cholinesteraserivastigmine treatment. The cholinesterase

inhibitors form an invaluable part of ourinhibitors form an invaluable part of our

limited armamentarium in managinglimited armamentarium in managing

patients with dementia. It would bepatients with dementia. It would be

unfortunate if patients who might benefitunfortunate if patients who might benefit

from these treatments were deprived offrom these treatments were deprived of

them because of false-positive associationsthem because of false-positive associations

with cardiotoxicity.with cardiotoxicity.
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Author’s reply:Author’s reply: Prolonged QTc interval isProlonged QTc interval is

defined as a QTc longer than 440msdefined as a QTc longer than 440ms

(Khan, 2002); therefore, by this definition,(Khan, 2002); therefore, by this definition,

the patient did not have a documentedthe patient did not have a documented

prolonged QTc interval prior to theprolonged QTc interval prior to the

introduction of rivastigmine.introduction of rivastigmine.

As detailed in the original report of thisAs detailed in the original report of this

case to Novartis, the patient had been ad-case to Novartis, the patient had been ad-

mitted a number of weeks previously to amitted a number of weeks previously to a

medical ward where he developed diar-medical ward where he developed diar-

rhoea which was deemed responsible forrhoea which was deemed responsible for

the lowering of his potassium. As a resultthe lowering of his potassium. As a result

he received potassium supplements whilehe received potassium supplements while

the diarrhoea was ongoing and once thethe diarrhoea was ongoing and once the

diarrhoea stopped the potassium was re-diarrhoea stopped the potassium was re-

checked and the potassium supplementschecked and the potassium supplements

were discontinued. The patient had no diar-were discontinued. The patient had no diar-

rhoea at any stage during his treatmentrhoea at any stage during his treatment

with rivastigmine that could have led to awith rivastigmine that could have led to a

further development of hypokalaemia. Thefurther development of hypokalaemia. The

patient had been receiving his other medi-patient had been receiving his other medi-

cations on a long-standing basis, includingcations on a long-standing basis, including

diltiazem for 5 years, and electrolytesdiltiazem for 5 years, and electrolytes

checked intermittently had not shown pre-checked intermittently had not shown pre-

vious problems with hypokalaemia. It isvious problems with hypokalaemia. It is

therefore unlikely that the patient was hy-therefore unlikely that the patient was hy-

pokalaemic at the time of the prolongedpokalaemic at the time of the prolonged

QTc interval.QTc interval.

The patient had no recent history ofThe patient had no recent history of

cardiac abnormalities apart from a myocar-cardiac abnormalities apart from a myocar-

dial infarct 6 years previously and long-dial infarct 6 years previously and long-

standing hypertension. The patient hadstanding hypertension. The patient had

been on long-standing medication and therebeen on long-standing medication and there

was no evidence of a prolonged QTc whilewas no evidence of a prolonged QTc while

on these medications. Although the patienton these medications. Although the patient

had symptoms suggestive of dementia withhad symptoms suggestive of dementia with

Lewy bodies he did not fulfil the criteria forLewy bodies he did not fulfil the criteria for

a diagnosis of probable dementia witha diagnosis of probable dementia with

Lewy bodies (McKeithLewy bodies (McKeith et alet al, 1996)., 1996).

In conclusion, this patient had evidenceIn conclusion, this patient had evidence

of a normal QTc interval prior to theof a normal QTc interval prior to the

introduction of the rivastigmine and devel-introduction of the rivastigmine and devel-

oped a prolonged QTc while on theoped a prolonged QTc while on the

treatment which reverted to normal on dis-treatment which reverted to normal on dis-

continuation of the drug. His concomitantcontinuation of the drug. His concomitant

medication had been long-standing, hemedication had been long-standing, he

had no recent history of cardiac abnor-had no recent history of cardiac abnor-

malities and his previous hypokalaemiamalities and his previous hypokalaemia

secondarysecondary to diarrhoea had been cor-to diarrhoea had been cor-

rected. Thererected. Therefore, we suggest there is afore, we suggest there is a

possibility of a causal relationship betweenpossibility of a causal relationship between

rivastigmine and prolonged QTc interval.rivastigmine and prolonged QTc interval.

Independently, Novartis have receivedIndependently, Novartis have received

two isolated reports of QT interval pro-two isolated reports of QT interval pro-

longation, which the company have attri-longation, which the company have attri-

buted to confounding factors such as co-buted to confounding factors such as co-

medication and electrolyte abnormalitiesmedication and electrolyte abnormalities

as well as insufficient/discrepancies in doc-as well as insufficient/discrepancies in doc-

umentation (J. Collins (Novartis), personalumentation (J. Collins (Novartis), personal

communication, 2001).communication, 2001).

I agree with Dr Inglis that the cholines-I agree with Dr Inglis that the cholines-

terase inhibitors are an invaluable part ofterase inhibitors are an invaluable part of

our limited armamentarium in managingour limited armamentarium in managing

people with dementia but as with any newpeople with dementia but as with any new

treatment only when a large number oftreatment only when a large number of

patients are treated, many of whom willpatients are treated, many of whom will

be taking multiple medications, have differ-be taking multiple medications, have differ-

ent comorbidities and be subject to otherent comorbidities and be subject to other

conditions that were not represented inconditions that were not represented in

the original trial population, will adversethe original trial population, will adverse

effects become manifest that were other-effects become manifest that were other-

wise not recognised, appreciated orwise not recognised, appreciated or

expected. It is important that cliniciansexpected. It is important that clinicians
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monitor, document and report adversemonitor, document and report adverse

events. Unfortunately, experience demon-events. Unfortunately, experience demon-

strates that this is frequently lacking andstrates that this is frequently lacking and

can result in the delayed recognition ofcan result in the delayed recognition of

potentially serious side-effects andpotentially serious side-effects and

interactions.interactions.
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The antidepressant debate shouldThe antidepressant debate should
move onmove on

In her editorial Moncrieff (2002) ignoredIn her editorial Moncrieff (2002) ignored

decades of work and focused on a fewdecades of work and focused on a few

pieces of research, one of them frompieces of research, one of them from

1965. The editorial was followed by a letter1965. The editorial was followed by a letter

criticising this view (Malt, 2002), whichcriticising this view (Malt, 2002), which

was, however, published under the titlewas, however, published under the title

‘The antidepressant debate continues’. This‘The antidepressant debate continues’. This

title might leave the impression that thetitle might leave the impression that the

effectiveness of antidepressants is stilleffectiveness of antidepressants is still

questionable.questionable.

Some of our colleagues might concludeSome of our colleagues might conclude

that antidepressants have no proven effectthat antidepressants have no proven effect

and their patients should discontinue them.and their patients should discontinue them.

The consequences of such actions have beenThe consequences of such actions have been

researched extensively: the relapse rates areresearched extensively: the relapse rates are

approximately twice as high for patientsapproximately twice as high for patients

who stop their medication in the first 2–6who stop their medication in the first 2–6

months beyond the point of remission,months beyond the point of remission,

compared with those who continue treat-compared with those who continue treat-

ment (e.g. Andersonment (e.g. Anderson et alet al, 2000; Hirschfeld,, 2000; Hirschfeld,

2001). Other patients might be denied an2001). Other patients might be denied an

effective treatment. Going through all theeffective treatment. Going through all the

evidence, which includes comparisons withevidence, which includes comparisons with

other treatments and between differentother treatments and between different

classes of antidepressants, animal work,classes of antidepressants, animal work,

and tryptophan and noradrenalin depletionand tryptophan and noradrenalin depletion

experiments in people responsive to anti-experiments in people responsive to anti-

depressants, would be like reinventing thedepressants, would be like reinventing the

wheel, and is not the subject of this letter.wheel, and is not the subject of this letter.

As the rest of us continue to learn of ad-As the rest of us continue to learn of ad-

vancements being made to refine and im-vancements being made to refine and im-

prove the pharmacotherapy of depression,prove the pharmacotherapy of depression,

is it possible that there is a groupis it possible that there is a group

believing that antidepressants really dobelieving that antidepressants really do

not have an effect? There is indeed an anti-not have an effect? There is indeed an anti-

depressant debate – but it is not whetherdepressant debate – but it is not whether

they work but rather how they work thatthey work but rather how they work that

is the current focus of interest.is the current focus of interest.
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In her editorial, ‘The antidepressant de-In her editorial, ‘The antidepressant de-

bate’, Moncrieff (2002) provocativelybate’, Moncrieff (2002) provocatively

questioned the orthodox view that anti-questioned the orthodox view that anti-

depressants are efficacious (i.e. work underdepressants are efficacious (i.e. work under

clinical trial conditions) in the treatment ofclinical trial conditions) in the treatment of

depressive illness. Questioning accepteddepressive illness. Questioning accepted

views is valuable but Moncrieff missed theviews is valuable but Moncrieff missed the

real question, which relates to effectiveness,real question, which relates to effectiveness,

that is when are antidepressants usefulthat is when are antidepressants useful

clinically? The efficacy argument at theclinically? The efficacy argument at the

head of her critique, based on individual,head of her critique, based on individual,

often old and poor-quality, studies flies inoften old and poor-quality, studies flies in

the face of consistent findings of antidepres-the face of consistent findings of antidepres-

sant efficacy in systematic reviews andsant efficacy in systematic reviews and

meta-analyses (e.g. Andersonmeta-analyses (e.g. Anderson et alet al, 2000)., 2000).

Even the argument of bias due to unblind-Even the argument of bias due to unblind-

ing because of side-effects is contradicteding because of side-effects is contradicted

by her own meta-analysis, which showedby her own meta-analysis, which showed

a significant benefit for antidepressantsa significant benefit for antidepressants

over ‘active’ placebo (Moncrieffover ‘active’ placebo (Moncrieff et alet al,,

1998). Even more compelling is the evi-1998). Even more compelling is the evi-

dence from continuation/maintenancedence from continuation/maintenance

studies which show that antidepressantsstudies which show that antidepressants

have a robust effect in reducing rates ofhave a robust effect in reducing rates of

relapse and recurrence (Carneyrelapse and recurrence (Carney et alet al,,

2001), a cumulative effect over months or2001), a cumulative effect over months or

years. Explaining this by a placebo effectyears. Explaining this by a placebo effect

is difficult to accept, or else demandsis difficult to accept, or else demands

re-evaluation of the nature of placebo.re-evaluation of the nature of placebo.

This is not to say that ‘negative’ studies,This is not to say that ‘negative’ studies,

where antidepressants are no better thanwhere antidepressants are no better than

placebo, should be ignored. An importantplacebo, should be ignored. An important

factor is probably related to severity of de-factor is probably related to severity of de-

pression. Khanpression. Khan et alet al (2002) found that the(2002) found that the

proportion of studies favouring antidepres-proportion of studies favouring antidepres-

sants over placebo increased with the sever-sants over placebo increased with the sever-

ity of depression; the response to placeboity of depression; the response to placebo

declined with increasing severity whereasdeclined with increasing severity whereas

that to antidepressants increased. Thisthat to antidepressants increased. This

raises the fundamental question of whenraises the fundamental question of when

(i.e. at what severity) in real life practice(i.e. at what severity) in real life practice

does someone with depression clearly bene-does someone with depression clearly bene-

fit from antidepressant drug treatment. Putfit from antidepressant drug treatment. Put

another way, is the current trend to wideranother way, is the current trend to wider

use of antidepressants for milder depressionuse of antidepressants for milder depression

justified? This can only be answered em-justified? This can only be answered em-

pirically in appropriate naturalistic trials,pirically in appropriate naturalistic trials,

and even then will require value judgementand even then will require value judgement

about the size of the benefit.about the size of the benefit.

Perhaps the most worrying aspect ofPerhaps the most worrying aspect of

Moncrieff’s editorial was the implicationMoncrieff’s editorial was the implication

that we should take either a psychosocialthat we should take either a psychosocial

oror a physical approach to the treatment ofa physical approach to the treatment of

depression. Surely we should have put thisdepression. Surely we should have put this

rather tired dualist view of psychiatry be-rather tired dualist view of psychiatry be-

hind us by now? A holistic view combininghind us by now? A holistic view combining

drug and psychological treatments is to bedrug and psychological treatments is to be

preferred and evidence is accumulating thatpreferred and evidence is accumulating that

this leads to better outcomes. To conclude,this leads to better outcomes. To conclude,

a balanced view of the evidence for anti-a balanced view of the evidence for anti-

depressants firmly places them as an estab-depressants firmly places them as an estab-

lished and important therapeutic optionlished and important therapeutic option

(alongside others) in the treatment of de-(alongside others) in the treatment of de-

pression, with their role becoming morepression, with their role becoming more

central with increasing severity. The truecentral with increasing severity. The true

debate is about the best way to use them.debate is about the best way to use them.
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