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(2005): ‘the clinical treatment of young(2005): ‘the clinical treatment of young

people identified as being at high risk of de-people identified as being at high risk of de-

veloping a psychotic disorder, particularlyveloping a psychotic disorder, particularly

the use of neuroleptics, should be providedthe use of neuroleptics, should be provided

only in the context of a research trial,only in the context of a research trial,

where standards of informed consent andwhere standards of informed consent and

monitoring are highest’.monitoring are highest’.

Nevertheless, there remain worriesNevertheless, there remain worries

about trials in poorer countries. Ethicalabout trials in poorer countries. Ethical

committees often do not have the samecommittees often do not have the same

level of independence as they do elsewhere,level of independence as they do elsewhere,

financial inducements may lead to covert orfinancial inducements may lead to covert or

overt pressures, and there is even sometimesovert pressures, and there is even sometimes

a nationalistic element (e.g. if country Xa nationalistic element (e.g. if country X

can recruit 100 patients, we must notcan recruit 100 patients, we must not

recruit fewer than 200). This somewhatrecruit fewer than 200). This somewhat

macho mentality may be behind commentsmacho mentality may be behind comments

such as that by Khannasuch as that by Khanna et alet al (2005) that the(2005) that the

symptoms of mania in the patients seensymptoms of mania in the patients seen

were ‘substantially more severe than thosewere ‘substantially more severe than those

of patients with bipolar disorder parti-of patients with bipolar disorder parti-

cipating in trials elsewhere’, implying thatcipating in trials elsewhere’, implying that

only countries that can be successful inonly countries that can be successful in

persuading these ‘difficult’ patients to takepersuading these ‘difficult’ patients to take

part should be chosen.part should be chosen.

We note that the Indian Council ofWe note that the Indian Council of

Medical Research has now decided to auditMedical Research has now decided to audit

clinical trials systematically to ensure thatclinical trials systematically to ensure that

national recommendations are followednational recommendations are followed

(Mudur, 2005) and the outcome of this will(Mudur, 2005) and the outcome of this will

be followed closely. For our part, we havebe followed closely. For our part, we have

made changes to our refereeing procedure,made changes to our refereeing procedure,

and have been asking assessors to examineand have been asking assessors to examine

more closely the ethical aspects of papersmore closely the ethical aspects of papers

that are submitted. We shall also be usingthat are submitted. We shall also be using

our new group of international editors (inour new group of international editors (in

the case of India this will be Dr Vikram Pa-the case of India this will be Dr Vikram Pa-

tel) to advise on ethics both generally andtel) to advise on ethics both generally and

with regard to specific papers, attemptingwith regard to specific papers, attempting

as much as possible to take account of theas much as possible to take account of the

need for ‘autonomy, beneficence, non-need for ‘autonomy, beneficence, non-

maleficence and justice . . . and care ethics’maleficence and justice . . . and care ethics’

summarised by Bloch & Green’s (2006)summarised by Bloch & Green’s (2006)

recent paper.recent paper.
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Antiparkinsonian prescriptionAntiparkinsonian prescription
and extrapyramidal symptomsand extrapyramidal symptoms

ParkPark et alet al (2005) cite the results of clinical(2005) cite the results of clinical

trials as evidence supporting their hypoth-trials as evidence supporting their hypoth-

esis that the use of antiparkinsonian drugsesis that the use of antiparkinsonian drugs

in schizophrenia is an indication of extra-in schizophrenia is an indication of extra-

pyramidal symptoms (EPS). This may bepyramidal symptoms (EPS). This may be

true for clinical trials (most of whichtrue for clinical trials (most of which

include young adults with no comorbidity)include young adults with no comorbidity)

but may not hold true for their observa-but may not hold true for their observa-

tional study, in which other factors suchtional study, in which other factors such

as prescribing habits and comorbidity mayas prescribing habits and comorbidity may

affect the reason for prescription of antipar-affect the reason for prescription of antipar-

kinsonian drugs. As the mean age of theirkinsonian drugs. As the mean age of their

sample was 48.6 years, which falls withinsample was 48.6 years, which falls within

the range in which Parkinson’s diseasethe range in which Parkinson’s disease

often develops, some patients could haveoften develops, some patients could have

been receiving antiparkinsonian drugs forbeen receiving antiparkinsonian drugs for

the illnessthe illness per seper se. Although this is. Although this is

mentioned as a limitation of the study, itmentioned as a limitation of the study, it

has an adverse impact on the centralhas an adverse impact on the central

hypothesis. Since decrements and incre-hypothesis. Since decrements and incre-

ments in antiparkinsonian medicationments in antiparkinsonian medication

followed expectations from changes infollowed expectations from changes in

antipsychotics (Tranantipsychotics (Tran et alet al, 1997), the results, 1997), the results

could well reflect the prescribing pattern ofcould well reflect the prescribing pattern of

the general practitioners (GPs) rather thanthe general practitioners (GPs) rather than

be true evidence for the presence of EPS.be true evidence for the presence of EPS.

One of the main limitations of the studyOne of the main limitations of the study

is the lack of data regarding the reason foris the lack of data regarding the reason for

switching antipsychotics. As it is manda-switching antipsychotics. As it is manda-

tory to submit data of all major illnessestory to submit data of all major illnesses

(presumably including Parkinson’s disease),(presumably including Parkinson’s disease),

any indication for prescribing or alteringany indication for prescribing or altering

medication and any adverse drug reactionmedication and any adverse drug reaction

to the General Practice Research Databaseto the General Practice Research Database

(GPRD; Walley & Mantgani, 1997), the(GPRD; Walley & Mantgani, 1997), the

data could have been provided and woulddata could have been provided and would

have helped in the interpretation of thehave helped in the interpretation of the

results. Furthermore, during the periodresults. Furthermore, during the period

studied more than 400 GPs provided datastudied more than 400 GPs provided data

to GPRD but data from only 266 wereto GPRD but data from only 266 were

analysed. It is not clear why the data fromanalysed. It is not clear why the data from

some GPs were excluded.some GPs were excluded.

ParkPark et alet al (2005) classified their study(2005) classified their study

population as those switched from typicalpopulation as those switched from typical

to atypical antipsychotics (TA group) andto atypical antipsychotics (TA group) and

those switched from typical to differentthose switched from typical to different

typical antipsychotics (TT group). How-typical antipsychotics (TT group). How-

ever, when we add up the total figuresever, when we add up the total figures

provided (3% and 99% were receiving aty-provided (3% and 99% were receiving aty-

picals and typicals respectively in 1992,picals and typicals respectively in 1992,

which changed to 47% and 70% inwhich changed to 47% and 70% in

2000), it appears that some patients were2000), it appears that some patients were

receiving a combination of both classes ofreceiving a combination of both classes of

antipsychotics. This could have influencedantipsychotics. This could have influenced

the trend for prescribing antiparkinsonianthe trend for prescribing antiparkinsonian

drugs.drugs.
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Authors’ reply:Authors’ reply: We agree with the com-We agree with the com-

ments of Grover & Kulhara on the lack ofments of Grover & Kulhara on the lack of

information about the specific reasons forinformation about the specific reasons for

the prescription of antiparkinsonian drugsthe prescription of antiparkinsonian drugs

in our observational study. We have statedin our observational study. We have stated

that such prescribing might have been influ-that such prescribing might have been influ-

enced by factors other than the occurrenceenced by factors other than the occurrence

of EPS. However, previous naturalisticof EPS. However, previous naturalistic

studies have shown that the use of antipar-studies have shown that the use of antipar-

kinsonian medication was highly correlatedkinsonian medication was highly correlated

with clinical indices of EPS when patientswith clinical indices of EPS when patients

were prescribed antipsychotics (Barakwere prescribed antipsychotics (Barak etet

alal, 2002; Bobes, 2002; Bobes et alet al, 2003; Montes, 2003; Montes et alet al,,

2003). In addition, the sudden change in2003). In addition, the sudden change in

the incidence of antiparkinsonian drug usethe incidence of antiparkinsonian drug use

following introduction of atypical antipsy-following introduction of atypical antipsy-

chotics in the entire population (not justchotics in the entire population (not just

among patients who switched type of anti-among patients who switched type of anti-

psychotic therapy) makes it unlikely thatpsychotic therapy) makes it unlikely that

physician prescribing habits were a strongphysician prescribing habits were a strong

alternative explanation for our findings.alternative explanation for our findings.

Since we observed the same patientsSince we observed the same patients

over time in the analysis of drug switching,over time in the analysis of drug switching,

changes in antiparkinsonian drug prescrib-changes in antiparkinsonian drug prescrib-

ing following the switch could be explaineding following the switch could be explained

by the differential effects of antipsychoticsby the differential effects of antipsychotics

on EPS.on EPS.

Nevertheless, antiparkinsonian drugNevertheless, antiparkinsonian drug

prescribing is only a marker of EPS andprescribing is only a marker of EPS and

4 9 24 9 2

AUTHOR’S PROOFAUTHOR’S PROOF

https://doi.org/10.1192/bjp.188.5.492 Published online by Cambridge University Press

https://doi.org/10.1192/bjp.188.5.492

