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Restarting clozapine followingRestarting clozapine following
leucopenia or neutropenialeucopenia or neutropenia

DunkDunk et alet al (2006) report rechallenge with(2006) report rechallenge with

clozapine of people with either treatment-clozapine of people with either treatment-

resistant or treatment-intolerant schizo-resistant or treatment-intolerant schizo-

phrenia. A proportion of these may lackphrenia. A proportion of these may lack

insight and capacity and may therefore beinsight and capacity and may therefore be

detained under the Mental Health Actdetained under the Mental Health Act

1983 but the authors do not indicate the1983 but the authors do not indicate the

proportion of patients in this group. If aproportion of patients in this group. If a

person has been compulsorily detained,person has been compulsorily detained,

the treating clinician may require a secondthe treating clinician may require a second

opinion from the Mental Health Actopinion from the Mental Health Act

Commission. We are interested in whetherCommission. We are interested in whether

DunkDunk et alet al have any data on this, as inhave any data on this, as in

thethe British National FormularyBritish National Formulary clozapineclozapine

is contraindicated in those who haveis contraindicated in those who have

previously developed dyscrasia. Thepreviously developed dyscrasia. The

Mental Health Act Commission may notMental Health Act Commission may not

provide a second opinion for drugs thatprovide a second opinion for drugs that

are contraindicated.are contraindicated.

DunkDunk et alet al report a possible alternativereport a possible alternative

explanation for dyscrasia during first expo-explanation for dyscrasia during first expo-

sure to clozapine in 25 patients. There wassure to clozapine in 25 patients. There was

no alternative explanation in the remainingno alternative explanation in the remaining

28 patients. An obvious question that arises28 patients. An obvious question that arises

is whether a patient is more or less likely tois whether a patient is more or less likely to

develop dyscrasia on rechallenge if theydevelop dyscrasia on rechallenge if they

have a history of an alternative explana-have a history of an alternative explana-

tion. This would be a very useful predictortion. This would be a very useful predictor

and would be helpful when discussingand would be helpful when discussing

the options with the patient prior tothe options with the patient prior to

rechallenge.rechallenge.
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Authors’ reply:Authors’ reply: The Clozaril PatientThe Clozaril Patient

Monitoring Service (CPMS) does notMonitoring Service (CPMS) does not

record which patients are being treatedrecord which patients are being treated

under the Mental Health Act 1983 andunder the Mental Health Act 1983 and

we are therefore unable to say what propor-we are therefore unable to say what propor-

tion of patients in our cohort were compul-tion of patients in our cohort were compul-

sorily detained. We are not aware of anysorily detained. We are not aware of any

studies regarding second opinions fromstudies regarding second opinions from

the Mental Health Act Commission inthe Mental Health Act Commission in

patients undergoing rechallenge with cloza-patients undergoing rechallenge with cloza-

pine but would be interested to hear of any.pine but would be interested to hear of any.

We have re-examined our data to deter-We have re-examined our data to deter-

mine whether patients were more or lessmine whether patients were more or less

likely to develop dyscrasia on rechallengelikely to develop dyscrasia on rechallenge

if they had a history of an alternative expla-if they had a history of an alternative expla-

nation for the first episode of dyscrasia.nation for the first episode of dyscrasia.

Out of 53 patients in the cohort, 25 hadOut of 53 patients in the cohort, 25 had

an alternative explanation for the firstan alternative explanation for the first

episode and 6 of these (24%) developed aepisode and 6 of these (24%) developed a

second episode on rechallenge. Out of thesecond episode on rechallenge. Out of the

28 patients with no alternative explanation28 patients with no alternative explanation

for the first episode of dyscrasia, 14 (50%)for the first episode of dyscrasia, 14 (50%)

experienced dyscrasia on rechallenge.experienced dyscrasia on rechallenge.

The difference was not significantThe difference was not significant

((PP¼0.05914). The relative risk of 2.08 indi-0.05914). The relative risk of 2.08 indi-

cated that patients with no alternativecated that patients with no alternative

explanation may be twice as likely to haveexplanation may be twice as likely to have

a second episode of dyscrasia on re-a second episode of dyscrasia on re-

challenge as those with an alternativechallenge as those with an alternative

explanation, but the 95% confidence inter-explanation, but the 95% confidence inter-

val was 0.98–6.2. We must stress that alter-val was 0.98–6.2. We must stress that alter-

native explanations for dyscrasia may notnative explanations for dyscrasia may not

always be reported to the CPMS, thereforealways be reported to the CPMS, therefore

these figures may not represent the truethese figures may not represent the true

picture and this aspect of our work shouldpicture and this aspect of our work should

be interpreted with caution.be interpreted with caution.
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Risk factors for coronary heartRisk factors for coronary heart
disease in people with severedisease in people with severe
mental illnessmental illness

OsbornOsborn et alet al (2006) compared risk factors(2006) compared risk factors

for coronary heart disease (CHD) in peoplefor coronary heart disease (CHD) in people

with and without severe mental illnesswith and without severe mental illness

(SMI) in primary care.(SMI) in primary care.

A number of points in the results, dis-A number of points in the results, dis-

cussion and conclusions seem unjustifiedcussion and conclusions seem unjustified

and are potentially misleading. For exam-and are potentially misleading. For exam-

ple, the statement that patients with SMIple, the statement that patients with SMI

had a significantly raised CHD risk scorehad a significantly raised CHD risk score

is based upon the unadjusted risk. Afteris based upon the unadjusted risk. After

adjustment for age and gender the oddsadjustment for age and gender the odds

ratio dropped below the level of statisticalratio dropped below the level of statistical

significance and fell further to a non-significance and fell further to a non-

significant value of 1.3 (95% CI 0.7–2.7)significant value of 1.3 (95% CI 0.7–2.7)

after considering employment status. Theafter considering employment status. The

authors’ claim that ‘we have demonstratedauthors’ claim that ‘we have demonstrated

that SMI itself can incur CHD risk,that SMI itself can incur CHD risk, overover

and above that associatedand above that associated with the socio-with the socio-

economic deprivation experienced by theseeconomic deprivation experienced by these

patients’patients’ is not justified.is not justified.

This claim is repeated in the abstract:This claim is repeated in the abstract:

‘excess risk factors for CHD are not wholly‘excess risk factors for CHD are not wholly

accounted for by medication or socio-accounted for by medication or socio-

economic deprivation’. This statementeconomic deprivation’. This statement

seems either unproven or reducible to theseems either unproven or reducible to the

fact that smoking is more common amongfact that smoking is more common among

people with SMI. Such a conclusion ispeople with SMI. Such a conclusion is

scarcely novel and clearly does not explainscarcely novel and clearly does not explain

the excess mortality observed in patientsthe excess mortality observed in patients

with SMI (Joukamaawith SMI (Joukamaa et alet al, 2006). The fact, 2006). The fact

that diabetes is both more common amongthat diabetes is both more common among

people with SMI and much less explicablepeople with SMI and much less explicable

in terms of their deprivation or demo-in terms of their deprivation or demo-

graphics receives relatively little comment,graphics receives relatively little comment,

despite having particular relevance for theirdespite having particular relevance for their

healthcare needs.healthcare needs.
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