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Cognitive^behavioural therapyCognitive^behavioural therapy
for bipolar disorderfor bipolar disorder

Dr Lam (2006) comments on our studyDr Lam (2006) comments on our study

(Scott(Scott et alet al, 2006, 2006aa), the largest randomised), the largest randomised

controlled trial (RCT) of psychologicalcontrolled trial (RCT) of psychological

treatment for bipolar disorder conductedtreatment for bipolar disorder conducted

so far. We respond as follows.so far. We respond as follows.

(a)(a) Dr Lam seems to misinterpret the natureDr Lam seems to misinterpret the nature

and purpose of pragmatic trials. It isand purpose of pragmatic trials. It is

not a matter, as he suggests, simply ofnot a matter, as he suggests, simply of

appropriate outcome measures, whichappropriate outcome measures, which

should be a feature of all trials. Prag-should be a feature of all trials. Prag-

matic trials are intended to test thera-matic trials are intended to test thera-

pies in the practical circumstances ofpies in the practical circumstances of

everyday clinical settings, using largeeveryday clinical settings, using large

multicentre samples (Hotopfmulticentre samples (Hotopf et alet al,,

1999). Most previous trials of therapies1999). Most previous trials of therapies

for bipolar disorders were single-centrefor bipolar disorders were single-centre

efficacy studies designed to try out newefficacy studies designed to try out new

interventions in specialist services orinterventions in specialist services or

where the originator worked.where the originator worked.

(b)(b) Dr Lam comments on the number ofDr Lam comments on the number of

cognitive–behavioural therapy (CBT)cognitive–behavioural therapy (CBT)

sessions received. We believe that 20sessions received. We believe that 20

sessions with 2 boosters is as many assessions with 2 boosters is as many as

is practical in most National Healthis practical in most National Health

Service (NHS) settings. That patientsService (NHS) settings. That patients

attended about 14 of the sessionsattended about 14 of the sessions

offered is frustrating but reflects clinicaloffered is frustrating but reflects clinical

reality and is remarkably similar to thereality and is remarkably similar to the

attendance achieved in Dr Lam’s ownattendance achieved in Dr Lam’s own

study (Lamstudy (Lam et alet al, 2003: average 13.9, 2003: average 13.9

sessions, s.d.sessions, s.d.¼5.5).5.5).

(c)(c) Our analysis strategy was determinedOur analysis strategy was determined

before inspection of the data under thebefore inspection of the data under the

scrutiny of a trial steering committeescrutiny of a trial steering committee

appointed by the Medical Researchappointed by the Medical Research

Council. Dr Lam confounds severalCouncil. Dr Lam confounds several

issues and recommends an actuarialissues and recommends an actuarial

analysis that is fundamentally incorrectanalysis that is fundamentally incorrect

in the context of an RCT (ICHin the context of an RCT (ICH

Harmonised Tripartite Guideline,Harmonised Tripartite Guideline,

1999). In an intention-to-treat analysis,1999). In an intention-to-treat analysis,

the date of randomisation determinesthe date of randomisation determines

the start of the clock and everyonethe start of the clock and everyone

who is randomised is analysed; it iswho is randomised is analysed; it is

wrong to delay the inclusion of anywrong to delay the inclusion of any

participant in the analysis until theyparticipant in the analysis until they

are asymptomatic. We also reported inare asymptomatic. We also reported in

the text on the issue he raised, namelythe text on the issue he raised, namely

that there was no difference in time tothat there was no difference in time to

next bipolar episode or mean severitynext bipolar episode or mean severity

of symptoms in the sample who wereof symptoms in the sample who were

in acute bipolar episode at baseline,in acute bipolar episode at baseline,

not in acute bipolar episode at baselinenot in acute bipolar episode at baseline

or the whole sample.or the whole sample.

(d)(d) Dr Lam suggests it was inappropriate toDr Lam suggests it was inappropriate to

include in our study individuals whoinclude in our study individuals who

were in a current episode or not onwere in a current episode or not on

mood stabilisers. However, given thatmood stabilisers. However, given that

RCTs of therapy for mental disordersRCTs of therapy for mental disorders

are usually undertaken with participantsare usually undertaken with participants

who are currently symptomatic, wewho are currently symptomatic, we

believe it is important and informativebelieve it is important and informative

to explore the potential effects ofto explore the potential effects of

therapies commenced in the acutetherapies commenced in the acute

phase of bipolar disorder. Furthermore,phase of bipolar disorder. Furthermore,

in Juddin Judd et alet al’s (2002) 12-year follow-up’s (2002) 12-year follow-up

it was shown that individuals withit was shown that individuals with

bipolar disorder spend 50% of theirbipolar disorder spend 50% of their

time with syndromal or sub-syndromaltime with syndromal or sub-syndromal

symptoms of mood disorder, predomi-symptoms of mood disorder, predomi-

nantly depression. Not receiving ornantly depression. Not receiving or

not adhering to recognised mood stabi-not adhering to recognised mood stabi-

lisers is a similar well-documented issuelisers is a similar well-documented issue

in 20–in 20–50% of individuals with bipolar50% of individuals with bipolar

disorders (Scott & Colom, 2005). Ourdisorders (Scott & Colom, 2005). Our

sample thus reflects the realities of clinicalsample thus reflects the realities of clinical

practice.practice.

(e)(e) It is standard practice in RCTs toIt is standard practice in RCTs to

control for design variables and alsocontrol for design variables and also

to pursue additional analyses thatto pursue additional analyses that

control for potential confounderscontrol for potential confounders

(Schulz & Grimes, 2005). None of our(Schulz & Grimes, 2005). None of our

analyses failed to converge, a commonanalyses failed to converge, a common

consequence of multi-collinearity.consequence of multi-collinearity.

(f)(f) Dr Lam points out that a median splitDr Lam points out that a median split

of a continuous variable can lose infor-of a continuous variable can lose infor-

mation. In fact, this was the reason whymation. In fact, this was the reason why

we looked for a trendwe looked for a trend across fouracross four

groups as shown in Fig. 4 (p. 318).groups as shown in Fig. 4 (p. 318).

Previous studies of psychological thera-Previous studies of psychological thera-

pies have mostly involved more selected po-pies have mostly involved more selected po-

pulations at relatively lower risk of relapse.pulations at relatively lower risk of relapse.

In those circumstances CBT appears benefi-In those circumstances CBT appears benefi-

cial. Our study used a mixed patientcial. Our study used a mixed patient

sample; many were high-risk or currentlysample; many were high-risk or currently

symptomatic. We designed the trial in thissymptomatic. We designed the trial in this

way to address an issue not explored soway to address an issue not explored so

far in any other psychological therapyfar in any other psychological therapy

study, namely whether the treatment wouldstudy, namely whether the treatment would

be effective in all patients who might bebe effective in all patients who might be

considered for it. Patients were only ex-considered for it. Patients were only ex-

cluded if participation was unfeasible orcluded if participation was unfeasible or

unethical.unethical.

Our findings indicate that 22 sessionsOur findings indicate that 22 sessions

of CBT may not be effective for mostof CBT may not be effective for most

people seen in NHS general adult psy-people seen in NHS general adult psy-

chiatry settings. In our lower-risk sub-chiatry settings. In our lower-risk sub-

group, similar in characteristics to Drgroup, similar in characteristics to Dr

Lam’s sample (LamLam’s sample (Lam et alet al, 2003), CBT, 2003), CBT

may be very helpful. The clinical implica-may be very helpful. The clinical implica-

tions are that for a stable, lower-risk popu-tions are that for a stable, lower-risk popu-

lation, early in their history of bipolarlation, early in their history of bipolar

recurrences, CBT should be considered asrecurrences, CBT should be considered as

an adjunctive treatment option to furtheran adjunctive treatment option to further

enhance their outcome. For high-risk, com-enhance their outcome. For high-risk, com-

plex cases, other forms of therapy should beplex cases, other forms of therapy should be

considered, such as those targeted atconsidered, such as those targeted at

medication adherence or relapse preven-medication adherence or relapse preven-

tion, before considering CBT. These recom-tion, before considering CBT. These recom-

mendations are consistent with the resultsmendations are consistent with the results

from published meta-analyses and otherfrom published meta-analyses and other

findings on psychological therapies infindings on psychological therapies in

bipolar disorders (Scott & Colom, 2005;bipolar disorders (Scott & Colom, 2005;

ScottScott et alet al, 2006, 2006bb).).
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Trial of risperidone in India ^Trial of risperidone in India ^
concernsconcerns

The study by KhannaThe study by Khanna et alet al (2005) on the(2005) on the

effectiveness of risperidone in acute maniaeffectiveness of risperidone in acute mania

raises many questions.raises many questions.

Why was the study done? The authorsWhy was the study done? The authors

do not indicate that existing treatmentsdo not indicate that existing treatments

have limitations that led them to testhave limitations that led them to test

risperidone as an alternative.risperidone as an alternative.

Why was a placebo used when an effec-Why was a placebo used when an effec-

tive treatment exists? This is particularlytive treatment exists? This is particularly

worrisome because, as the authors state,worrisome because, as the authors state,

acute mania can be life-threatening andacute mania can be life-threatening and

carries an increased risk of suicide.carries an increased risk of suicide.

Patients undergoing psychiatric treat-Patients undergoing psychiatric treat-

ment are a vulnerable group. How didment are a vulnerable group. How did

patients give informed consent during anpatients give informed consent during an

episode of acute mania?episode of acute mania?

Where were the trial sites? Who wereWhere were the trial sites? Who were

the participants and what quality of carethe participants and what quality of care

did they receive? What were the adversedid they receive? What were the adverse

events? How were seven participants fromevents? How were seven participants from

the placebo group lost to follow-up?the placebo group lost to follow-up?

Regarding the ‘wash-out’ period beforeRegarding the ‘wash-out’ period before

the trial, is it medically and morally justi-the trial, is it medically and morally justi-

fied to withhold treatment from patientsfied to withhold treatment from patients

during an episode of illness in intensiveduring an episode of illness in intensive

care?care?

Four authors state that they are drugFour authors state that they are drug

company employees. Do the other authorscompany employees. Do the other authors

have any competing interest to declare?have any competing interest to declare?

In what sense was the trial conductedIn what sense was the trial conducted

according to the Declaration of Helsinki?according to the Declaration of Helsinki?

Why do the authors mention the Declara-Why do the authors mention the Declara-

tion as revised in 1989, rather than a moretion as revised in 1989, rather than a more

recent revision?recent revision?

We suggest that this trial could not haveWe suggest that this trial could not have

been conducted in a high-income countrybeen conducted in a high-income country

but may have been conducted in Indiabut may have been conducted in India

because regulatory requirements could bebecause regulatory requirements could be

fulfilled there. The use of a placebo whenfulfilled there. The use of a placebo when

an effective treatment exists – and otheran effective treatment exists – and other

elements of the study as mentionedelements of the study as mentioned

above – goes against the Helsinki guide-above – goes against the Helsinki guide-

lines and those of the Indian Council oflines and those of the Indian Council of

Medical Research (2000). Finally, publica-Medical Research (2000). Finally, publica-

tion of such studies in a leading journaltion of such studies in a leading journal

such as thesuch as the British Journal of PsychiatryBritish Journal of Psychiatry

gives credibility to unethical medicalgives credibility to unethical medical

research and practice and is a matter ofresearch and practice and is a matter of

serious concern.serious concern.
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Although it is encouraging to see theAlthough it is encouraging to see the

JournalJournal take an active role in redressingtake an active role in redressing

‘editorial racism’ as discussed in a‘editorial racism’ as discussed in a

previous editorial (Tyrer, 2005), there is aprevious editorial (Tyrer, 2005), there is a

need to ensure that promotion of positiveneed to ensure that promotion of positive

discrimination does not exacerbate thediscrimination does not exacerbate the

problem.problem.

We feel that a recently published ran-We feel that a recently published ran-

domised double-blind placebo-controlleddomised double-blind placebo-controlled

trial of risperidone performed in India illus-trial of risperidone performed in India illus-

trates the dangers inherent in such a policytrates the dangers inherent in such a policy

(Khanna(Khanna et alet al, 2005). The report had a, 2005). The report had a

number of serious shortcomings, whichnumber of serious shortcomings, which

included omission of crucial details of theincluded omission of crucial details of the

process of randomisation, interrater relia-process of randomisation, interrater relia-

bility and the measures taken to ensurebility and the measures taken to ensure

masking. However, the most worryingmasking. However, the most worrying

aspect of the trial was the use of a placeboaspect of the trial was the use of a placebo

in the control group and the apparentin the control group and the apparent

absence of any ethical approval to proceedabsence of any ethical approval to proceed

with this study. What was the justificationwith this study. What was the justification

for denying severely unwell and vulnerablefor denying severely unwell and vulnerable

patients access to appropriate treatment?patients access to appropriate treatment?

Why was there no discussion about theWhy was there no discussion about the

ethical dilemmas associated with thisethical dilemmas associated with this

study?study?

We support theWe support the JournalJournal policy ofpolicy of

combating editorial racism by promotingcombating editorial racism by promoting

positive discrimination in the instructionspositive discrimination in the instructions

to referees. However, theto referees. However, the JournalJournal mustmust

not relinquish its responsibilities as thenot relinquish its responsibilities as the

official journal of the Royal College of Psy-official journal of the Royal College of Psy-

chiatrists by failing to act as final arbiter forchiatrists by failing to act as final arbiter for

the quality (including the ethics) of thethe quality (including the ethics) of the

JournalJournal’s content.’s content.

Khanna, S.,Vieta, E., Lyons, B.,Khanna, S.,Vieta, E., Lyons, B., et alet al (2005)(2005)
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blind, placebo-controlled study.blind, placebo-controlled study. British Journal ofBritish Journal of
PsychiatryPsychiatry,, 187187, 229^234., 229^234.

Tyrer, P. (2005)Tyrer, P. (2005) Combating editorial racism inCombating editorial racism in
psychiatric publications.psychiatric publications. British Journal of PsychiatryBritish Journal of Psychiatry,, 186186,,
1^3.1^3.
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With a sample size of 290 patients theWith a sample size of 290 patients the

report by Khannareport by Khanna et alet al (2005) buttresses(2005) buttresses

the data about efficacy of atypical antipsy-the data about efficacy of atypical antipsy-

chotics in the treatment of acute mania,chotics in the treatment of acute mania,

but the article also raised the followingbut the article also raised the following

concerns.concerns.

One of the sites had to be withdrawnOne of the sites had to be withdrawn

from the study after enrolling three par-from the study after enrolling three par-

ticipants because of concerns about dataticipants because of concerns about data

quality. However, the data from thesequality. However, the data from these

individuals were still included in the safetyindividuals were still included in the safety

analyses. We are of the opinion that if thereanalyses. We are of the opinion that if there

were concerns about the data from one par-were concerns about the data from one par-

ticular site, then that site should have beenticular site, then that site should have been

excluded from any further analyses.excluded from any further analyses.

We also have concerns about the legiti-We also have concerns about the legiti-

macy and validity of the informed consentmacy and validity of the informed consent

obtained from 145 patients with acuteobtained from 145 patients with acute

mania and a mean Young Mania Ratingmania and a mean Young Mania Rating

Scale score of 37.5 to be enrolled in the pla-Scale score of 37.5 to be enrolled in the pla-

cebo arm of a clinical trial. Article 4 of thecebo arm of a clinical trial. Article 4 of the

World Medical Association Declaration ofWorld Medical Association Declaration of

HelsinkiHelsinki (World Medical Association,(World Medical Association,

1989) states that biomedical research in-1989) states that biomedical research in-

volving human participants cannotvolving human participants cannot

legitimately be carried out unless thelegitimately be carried out unless the
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importance of the objective is in proportionimportance of the objective is in proportion

to the inherent risk to the participant.to the inherent risk to the participant.

Delayed treatment of acute mania is as-Delayed treatment of acute mania is as-

sociated with considerable acute and long-sociated with considerable acute and long-

term morbidity from both illness and itsterm morbidity from both illness and its

secondary consequences (Post, 2000). Ran-secondary consequences (Post, 2000). Ran-

domising a patient with acute mania todomising a patient with acute mania to

the placebo arm of a 3-week trial leads tothe placebo arm of a 3-week trial leads to

considerable delay in treatment.considerable delay in treatment.

In this trial 145 patients with acuteIn this trial 145 patients with acute

mania were assigned to the placebo arm.mania were assigned to the placebo arm.

We consider it unethical and inhumane toWe consider it unethical and inhumane to

treat 145 patients with acute mania withtreat 145 patients with acute mania with

placebo. All future trials concerning theplacebo. All future trials concerning the

efficacy of a medication for acute maniaefficacy of a medication for acute mania

should use an arm with one of the provenshould use an arm with one of the proven

medications as a comparator and notmedications as a comparator and not

include a placebo arm.include a placebo arm.
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bipolar disorders. Inbipolar disorders. In ComprehensiveTextbook ofComprehensiveTextbook of
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Authors’ replyAuthors’ reply: Dr Srinivasan: Dr Srinivasan et alet al are inare in

error when they state that this trial (Khannaerror when they state that this trial (Khanna

et alet al, 2005) could not have been conducted, 2005) could not have been conducted

in a high-income country. Johnson &in a high-income country. Johnson &

Johnson conducted this trial in India atJohnson conducted this trial in India at

the same time as two trials in otherthe same time as two trials in other

countries (including the USA) as part of acountries (including the USA) as part of a

global effort to obtain registration forglobal effort to obtain registration for

risperidone monotherapy in bipolar mania.risperidone monotherapy in bipolar mania.

(Hirschfeld(Hirschfeld et alet al, 2004; Smulevich, 2004; Smulevich et alet al,,

2005). Quality investigators and sites were2005). Quality investigators and sites were

chosen and approval from research ethicschosen and approval from research ethics

boards and participant consent wereboards and participant consent were

obtained at each site.obtained at each site.

We categorically reject the implicationWe categorically reject the implication

that a clinical trial in India is medicallythat a clinical trial in India is medically

inferior or ethically suspect. The investiga-inferior or ethically suspect. The investiga-

tors and sites in India were comparable intors and sites in India were comparable in

scientific quality and adherence to ethicalscientific quality and adherence to ethical

guidelines to their peers globally. Any sug-guidelines to their peers globally. Any sug-

gestion to the contrary is unwarranted,gestion to the contrary is unwarranted,

and fosters prejudice by creating a distortedand fosters prejudice by creating a distorted

perception of Indian clinical scientists andperception of Indian clinical scientists and

centres of research.centres of research.

Below are our responses to the otherBelow are our responses to the other

questions raised by Dr Srinivasanquestions raised by Dr Srinivasan et alet al::

Whywas a placebo used?Whywas a placebo used?

Placebo-controlled trials expose the lowestPlacebo-controlled trials expose the lowest

number of patients to a potentially ineffec-number of patients to a potentially ineffec-

tive (new) treatment, while also providingtive (new) treatment, while also providing

valid data on adverse events attributablevalid data on adverse events attributable

to the treatment.to the treatment.

How did patients give their informed consentHow did patients give their informed consent
during an episode of acutemania?during an episode of acutemania?

In this study, patients or a family memberIn this study, patients or a family member

provided informed consent as required inprovided informed consent as required in

the protocol. Patients with psychiatric ill-the protocol. Patients with psychiatric ill-

ness, including mania, can give informedness, including mania, can give informed

consent: capacity to consent or withholdconsent: capacity to consent or withhold

consent is not automatically lost becauseconsent is not automatically lost because

of illness.of illness.

Wherewere the trial sites? Whowere the parti-Wherewere the trial sites? Whowere the parti-
cipants? What were the adverse events? Howcipants? What were the adverse events? How
were seven patients fromthe placebo group lostwere sevenpatients fromthe placebo group lost
to follow-up?to follow-up?

The study was conducted at eight sites inThe study was conducted at eight sites in

India, as reported in theIndia, as reported in the JournalJournal articlearticle

(page 229); participants were those experi-(page 229); participants were those experi-

encing an acute exacerbation of symptomsencing an acute exacerbation of symptoms

of mania and are described in Table 1of mania and are described in Table 1

(page 231); adverse events are reported on(page 231); adverse events are reported on

pages 232–233; as in all clinical trials, apages 232–233; as in all clinical trials, a

few participants could not be contacted atfew participants could not be contacted at

follow-up. In this study, 3% of participantsfollow-up. In this study, 3% of participants

were lost to follow-up, which is in line withwere lost to follow-up, which is in line with

previous studies of mania (Sachsprevious studies of mania (Sachs et alet al,,

2002; Yatham2002; Yatham et alet al, 2003)., 2003).

Was the wash-out period medically and morallyWas the wash-out period medically and morally
justified?justified?

Stable patients who were responsive toStable patients who were responsive to

their current medication were not enrolledtheir current medication were not enrolled

in this trial. Patients who were enrolledin this trial. Patients who were enrolled

were symptomatic despite their currentwere symptomatic despite their current

medication (suggesting that they were notmedication (suggesting that they were not

responsive to the treatment) or becauseresponsive to the treatment) or because

they had spontaneously discontinued medi-they had spontaneously discontinued medi-

cation. In order to successfully assess thecation. In order to successfully assess the

trial medication, it was necessary thattrial medication, it was necessary that

they discontinue their current suboptimallythey discontinue their current suboptimally

effective medication. This is scientificallyeffective medication. This is scientifically

and ethically justifiable.and ethically justifiable.

Do the authors who are not drug companyDo the authors who are not drug company
employees have any competing interest toemployees have any competing interest to
declare?declare?

The two authors who were not JohnsonThe two authors who were not Johnson

& Johnson employees had no conflict of& Johnson employees had no conflict of

interest related to this study.interest related to this study.

Was the trial conducted according to theWas the trial conducted according to the
Declarationof Helsinki?Whydidthe authors citeDeclarationof Helsinki?Whydidthe authorscite
the 1989 revision of the Declaration and not athe 1989 revision of the Declaration and not a
more recent revision?more recent revision?

The trial was conducted in accordance withThe trial was conducted in accordance with

the principles originating in the Declarationthe principles originating in the Declaration

of Helsinki. Reference to the 1989 versionof Helsinki. Reference to the 1989 version

of the document was made since this wasof the document was made since this was

a commonly cited version at the time thea commonly cited version at the time the

study preparations were underway (1999–study preparations were underway (1999–

2000).2000).

Drs Murtagh and Murphy refer to ‘ser-Drs Murtagh and Murphy refer to ‘ser-

ious shortcomings’ in our report. These areious shortcomings’ in our report. These are

said to include omitting crucial details ofsaid to include omitting crucial details of

the process of randomisation, interraterthe process of randomisation, interrater

reliability and masking. In addition, ‘thereliability and masking. In addition, ‘the

most worrying aspect of the trial was themost worrying aspect of the trial was the

use of a placebo in the control group anduse of a placebo in the control group and

apparent absence of any ethical approvalapparent absence of any ethical approval

to proceed with this study’.to proceed with this study’.

There were no such ‘shortcomings’ inThere were no such ‘shortcomings’ in

the trial itself but not all methods werethe trial itself but not all methods were

detailed in our report. On page 229, wedetailed in our report. On page 229, we

wrote, ‘Randomisation was stratified bywrote, ‘Randomisation was stratified by

the presence or absence of psychotic fea-the presence or absence of psychotic fea-

tures at baseline, manic or mixed episode,tures at baseline, manic or mixed episode,

and by treatment centre. After random-and by treatment centre. After random-

isation and the initiation of treatmentisation and the initiation of treatment

(baseline), patients remained in hospital(baseline), patients remained in hospital

for at least 7 days’. On page 230, we wrote,for at least 7 days’. On page 230, we wrote,

‘Investigators were trained in the use of‘Investigators were trained in the use of

each of these instruments and certificationeach of these instruments and certification

was required for those administering thewas required for those administering the

YMRS’. Furthermore, page 229 states,YMRS’. Furthermore, page 229 states,

‘Signed informed consent was obtained for‘Signed informed consent was obtained for

all participants and the study was con-all participants and the study was con-

ducted according to theducted according to the RecommendationsRecommendations

Guiding Physicians in Biomedical ResearchGuiding Physicians in Biomedical Research

Involving Human SubjectsInvolving Human Subjects, in the 1989 ver-, in the 1989 ver-

sion of the Declaration of Helsinki’. Thesion of the Declaration of Helsinki’. The

study had the approval of national andstudy had the approval of national and

local research ethics boards. These arelocal research ethics boards. These are

standard descriptions of such proceduresstandard descriptions of such procedures

and are similar to those provided in manyand are similar to those provided in many

published reports of clinical trials.published reports of clinical trials.

A placebo control was necessary toA placebo control was necessary to

establish the effects of medication becauseestablish the effects of medication because

people with mania manifest response topeople with mania manifest response to

placebo which is of variable magnitude.placebo which is of variable magnitude.

The true efficacy of risperidone in this trialThe true efficacy of risperidone in this trial

was incontrovertibly established over andwas incontrovertibly established over and

above the effects observed with placebo.above the effects observed with placebo.

Similarly, the safety of risperidone canSimilarly, the safety of risperidone can

only be appropriately assessed in the con-only be appropriately assessed in the con-

text of adverse events in the placebo arm.text of adverse events in the placebo arm.

Furthermore, patients could be withdrawnFurthermore, patients could be withdrawn

from the study and treated in an open-labelfrom the study and treated in an open-label
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manner at any time. The appropriate use ofmanner at any time. The appropriate use of

placebos in clinical trials for bipolar dis-placebos in clinical trials for bipolar dis-

order has recently been reviewed by Vietaorder has recently been reviewed by Vieta

& Carne (2005), who point out that the& Carné (2005), who point out that the

regulatory agencies (Food and Drugregulatory agencies (Food and Drug

Administration, European Agency for theAdministration, European Agency for the

Evolution of Medical Products) and consu-Evolution of Medical Products) and consu-

mer associations support their use to ensuremer associations support their use to ensure

that ineffective drugs are not authorised forthat ineffective drugs are not authorised for

this condition.this condition.

BasilBasil et alet al question why data from aquestion why data from a

site that was withdrawn because of con-site that was withdrawn because of con-

cerns about data quality were included incerns about data quality were included in

the safety analyses. It is a conventionalthe safety analyses. It is a conventional

procedure in clinical trials to omit efficacyprocedure in clinical trials to omit efficacy

data but not safety data from such sites.data but not safety data from such sites.

They also question the ‘legitimacy’ ofThey also question the ‘legitimacy’ of

the informed consent obtained from thethe informed consent obtained from the

patients. It is our experience that patientspatients. It is our experience that patients

with severe illness are capable of givingwith severe illness are capable of giving

their informed consent to participate in atheir informed consent to participate in a

trial. Capacity to consent is not automati-trial. Capacity to consent is not automati-

cally lost because of a symptom score oncally lost because of a symptom score on

the Young Mania Rating Scale.the Young Mania Rating Scale.

BasilBasil et alet al question the ethics of includ-question the ethics of includ-

ing a placebo arm in the trial. A placeboing a placebo arm in the trial. A placebo

group was included because patients withgroup was included because patients with

mania generally show a high and variablemania generally show a high and variable

placebo response, making it difficult toplacebo response, making it difficult to

identify their responses to an activeidentify their responses to an active

medication. Placebo-controlled trials aremedication. Placebo-controlled trials are

valuable in that they expose the fewestvaluable in that they expose the fewest

patients to potentially ineffective treat-patients to potentially ineffective treat-

ments. In addition, inclusion of a placeboments. In addition, inclusion of a placebo

arm allows a valid evaluation of adversearm allows a valid evaluation of adverse

events attributable to treatmentevents attributable to treatment vv. those. those

independent of treatment. For these rea-independent of treatment. For these rea-

sons, regulatory agencies (Food and Drugsons, regulatory agencies (Food and Drug

Administration, European Agency for theAdministration, European Agency for the

Evaluation of Medicinal Products) and theEvaluation of Medicinal Products) and the

consumer associations support the use ofconsumer associations support the use of

placebo controls (Vieta & Carne, 2005).placebo controls (Vieta & Carné, 2005).

Most (83%) of the placebo patientsMost (83%) of the placebo patients

had been receiving treatment for bipolarhad been receiving treatment for bipolar

disorder for at least 30 days before beingdisorder for at least 30 days before being

hospitalised for the treatment of severehospitalised for the treatment of severe

acute mania. This indicated that theiracute mania. This indicated that their

current treatments were not adequatelycurrent treatments were not adequately

treating their symptoms and illness. Thus,treating their symptoms and illness. Thus,

as expected, a high response to placeboas expected, a high response to placebo

was shown by these patients. Significantwas shown by these patients. Significant

improvementsimprovements vv. baseline were seen on each. baseline were seen on each

of the efficacy measures in patientsof the efficacy measures in patients

receiving placebo or risperidone. For exam-receiving placebo or risperidone. For exam-

ple, improvements in YMRS total scoresple, improvements in YMRS total scores

at week 3 end-point wereat week 3 end-point were 7710.510.5

(s.e.(s.e.¼1.3) in1.3) in patients receiving placebopatients receiving placebo

andand 7722.7 (s.e.22.7 (s.e.¼1.1)1.1) in patients receivingin patients receiving

risperidone (risperidone (PP550.0010.001 vv. baseline in both. baseline in both

groups). The proportion of placebo patientsgroups). The proportion of placebo patients

whose severity of illness (Clinical Globalwhose severity of illness (Clinical Global

Impression scale) was rated as ‘not ill’,Impression scale) was rated as ‘not ill’,

‘mild’, or ‘very mild’ increased from 1%‘mild’, or ‘very mild’ increased from 1%

at baseline to over one-third (37%) atat baseline to over one-third (37%) at

end-point (the increase was from 0% toend-point (the increase was from 0% to

72% in the risperidone group).72% in the risperidone group).
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Editor’sreplyEditor’sreply:: We thank our correspondentsWe thank our correspondents

for pointing out an important issue thatfor pointing out an important issue that

we need to address more assiduously inwe need to address more assiduously in

our reviews of papers. We agree fully thatour reviews of papers. We agree fully that

thethe British Journal of PsychiatryBritish Journal of Psychiatry needs toneeds to

ensure that a greater policy of opennessensure that a greater policy of openness

towards low- and middle-income countriestowards low- and middle-income countries

is not accompanied by any lowering ofis not accompanied by any lowering of

ethical standards.ethical standards.

However, there are clear divisions ofHowever, there are clear divisions of

opinion here. When the protagonists foropinion here. When the protagonists for

each of these make their eloquent argu-each of these make their eloquent argu-

ments, it may seem strange that any shouldments, it may seem strange that any should

remain rather uncomfortably on a ricketyremain rather uncomfortably on a rickety

fence when the alternative certainties arefence when the alternative certainties are

so much more inviting. Well, we are stillso much more inviting. Well, we are still

wobbling because we feel it is right to wob-wobbling because we feel it is right to wob-

ble. The two sides of this argument, putble. The two sides of this argument, put

crudely, are (a) it is unethical to exploit pa-crudely, are (a) it is unethical to exploit pa-

tients in low-income countries for studiestients in low-income countries for studies

that would never be allowed to proceed inthat would never be allowed to proceed in

rich countries, and (b) research performedrich countries, and (b) research performed

for a global scientific community has tofor a global scientific community has to

provide general evidence, not specific toprovide general evidence, not specific to

one group or country, and so worldwide ef-one group or country, and so worldwide ef-

ficacy studies are necessary.ficacy studies are necessary.

Drs Murtagh & Murphy, BasilDrs Murtagh & Murphy, Basil et alet al,,

and Srinivasanand Srinivasan et alet al all allege, directly or in-all allege, directly or in-

directly, that the patients in India have beendirectly, that the patients in India have been

selectively exploited for research purposesselectively exploited for research purposes

and this is fundamentally unethical. Pateland this is fundamentally unethical. Patel

(2006) also asks whether there is a personal(2006) also asks whether there is a personal

financial aspect to the trial that has beenfinancial aspect to the trial that has been

undeclared. The allegation that ‘this trialundeclared. The allegation that ‘this trial

could not have been conducted in a high-could not have been conducted in a high-

income country but may have been con-income country but may have been con-

ducted in India because regulatory require-ducted in India because regulatory require-

ments could be fulfilled there’ (Srinavasanments could be fulfilled there’ (Srinavasan

et alet al) is a serious charge.) is a serious charge.

However, the case for the trial is alsoHowever, the case for the trial is also

strong. Althoughstrong. Although Basil and his colleaguesBasil and his colleagues

suggest that ‘all future trials concerningsuggest that ‘all future trials concerning

the efficacy of a medication for acute maniathe efficacy of a medication for acute mania

should use an arm with one of the provenshould use an arm with one of the proven

medications as a comparator’, regulatorymedications as a comparator’, regulatory

bodies such as the Food and Drug Adminis-bodies such as the Food and Drug Adminis-

tration insist on at least two placebo-tration insist on at least two placebo-

controlled studies that demonstratecontrolled studies that demonstrate

superiority of the index drug over placebosuperiority of the index drug over placebo

in order to get a licence approved.in order to get a licence approved.

Although one may criticise the Administra-Although one may criticise the Administra-

tion for this requirement, it is scientificallytion for this requirement, it is scientifically

unimpeachable and is a general one forunimpeachable and is a general one for

drug treatments. A very similar trial hasdrug treatments. A very similar trial has

also been carried out in the USA in whichalso been carried out in the USA in which

risperidone was also compared withrisperidone was also compared with

placebo treatment (Hirschfeldplacebo treatment (Hirschfeld et alet al, 2004), 2004)

(and which should have been disclosed with(and which should have been disclosed with

the paper of Khannathe paper of Khanna et alet al, 2005). The find-, 2005). The find-

ings suggest that when risperidone isings suggest that when risperidone is

licensed for the treatment of mania it islicensed for the treatment of mania it is

possible to argue that both these positivepossible to argue that both these positive

trials represent an advance in patient care.trials represent an advance in patient care.

A subsidiary argument, a practical one notA subsidiary argument, a practical one not

always well-received in ethical circles, isalways well-received in ethical circles, is

that participation in a research study can,that participation in a research study can,

and should be, a proper and ethical wayand should be, a proper and ethical way

of providing good patient care, exemplifiedof providing good patient care, exemplified

by the recent comments of Phillipsby the recent comments of Phillips et alet al
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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.

Bloch, S. & Green, S. A. (2006)Bloch, S. & Green, S. A. (2006) An ethicalAn ethical
framework for psychiatry.framework for psychiatry. British Journal of PsychiatryBritish Journal of Psychiatry,,
188188, 7^12., 7^12.
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Risperidone in the treatment of mania: double-blind,Risperidone in the treatment of mania: double-blind,
placebo-controlled study.placebo-controlled study. British Journal of PsychiatryBritish Journal of Psychiatry,,
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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.

Park, S., Ross-Degnan, D., Adams, A. S.,Park, S., Ross-Degnan, D., Adams, A. S., et alet al (2005)(2005)
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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
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cannot perfectly reflect the incidence ofcannot perfectly reflect the incidence of

EPS. Owing to the limitation of our data-EPS. Owing to the limitation of our data-

set (which did not include indicationsset (which did not include indications

for prescriptions), we cannot exclude thefor prescriptions), we cannot exclude the

possibility that some patients may havepossibility that some patients may have

been prescribed antiparkinsonian medi-been prescribed antiparkinsonian medi-

cation because they had Parkinson’scation because they had Parkinson’s

disease, not because they had EPS causeddisease, not because they had EPS caused

by antipsychotics.by antipsychotics.

Grover & Kulhara question why weGrover & Kulhara question why we

included only 266 GPs in this study. Weincluded only 266 GPs in this study. We

selected from the GPRD only those patientsselected from the GPRD only those patients

who had been diagnosed with schizo-who had been diagnosed with schizo-

phrenia and prescribed antipsychoticsphrenia and prescribed antipsychotics

between 1992 and 2000. Therefore 6356between 1992 and 2000. Therefore 6356

patients who met those requirements andpatients who met those requirements and

their 266 general practices were includedtheir 266 general practices were included

in the study.in the study.

Grover & Kulhara raise the possibilityGrover & Kulhara raise the possibility

that patients might have taken boththat patients might have taken both

classes of antipsychotics simultaneously.classes of antipsychotics simultaneously.

We examined the effects of switchingWe examined the effects of switching

antipsychotics on antiparkinsonian drugantipsychotics on antiparkinsonian drug

prescribing by classifying patients into twoprescribing by classifying patients into two

groups. We defined the TA group asgroups. We defined the TA group as

patients who had been prescribed typicalpatients who had been prescribed typical

antipsychotics with no atypical anti-antipsychotics with no atypical anti-

psychotic use before the switch, completelypsychotic use before the switch, completely

stopped typical antipsychotics and subse-stopped typical antipsychotics and subse-

quently switched to atypical antipsychotics,quently switched to atypical antipsychotics,

with no typical antipsychotic use for at least 2with no typical antipsychotic use for at least 2

years after the switch. The TT group includedyears after the switch. The TT group included

patients who were prescribed one typicalpatients who were prescribed one typical

antipsychotic (e.g. chlorpromazine) thenantipsychotic (e.g. chlorpromazine) then

switched to a different typical antipsychoticswitched to a different typical antipsychotic

(e.g. haloperidol), and who never received(e.g. haloperidol), and who never received

an atypical antipsychotic during the studyan atypical antipsychotic during the study

period. Therefore, by definition, no patientsperiod. Therefore, by definition, no patients

in our study were receiving a combinationin our study were receiving a combination

of both classes of antipsychotics.of both classes of antipsychotics.

Barak,Y., Shamir, E. & Weizman, R. (2002)Barak,Y., Shamir, E. & Weizman, R. (2002) Would aWould a
switch from typical antipsychotics to risperidone beswitch from typical antipsychotics to risperidone be
beneficial for elderly schizophrenic patients? Abeneficial for elderly schizophrenic patients? A
naturalistic, long-term, retrospective, comparativenaturalistic, long-term, retrospective, comparative
study.study. Journal of Clinical psychopharmacologyJournal of Clinical psychopharmacology,, 2222, 115^120.,115^120.

Bobes, J., Gilbert, J., Ciudad, A.,Bobes, J., Gilbert, J., Ciudad, A., et alet al (2003)(2003)
Safety and effectiveness of olanzapine versusSafety and effectiveness of olanzapine versus
conventional antipsychotics in the acute treatment ofconventional antipsychotics in the acute treatment of
first-episode schizophrenic inpatients.first-episode schizophrenic inpatients. Progress inProgress in
Neuro-Psychopharmacology and Biological PsychiatryNeuro-Psychopharmacology and Biological Psychiatry,, 2727,,
473^481.473^481.

Montes, J. M.,Ciudad, A., Gascon, J.,Montes, J. M., Ciudad, A., Gascon, J., et alet al (2003)(2003)
Safety, effectiveness, and quality of life of olanzapine inSafety, effectiveness, and quality of life of olanzapine in
first-episode schizophrenia: a naturalistic study.first-episode schizophrenia: a naturalistic study. ProgressProgress
in Neuro-Psychopharmacology and Biological Psychiatryin Neuro-Psychopharmacology and Biological Psychiatry,,
2727, 667^674., 667^674.

S. ParkS. Park Korea Health Industry DevelopmentKorea Health Industry Development
Institute, 57-1Noryangjin-Dong,Dongjak-GU, SeoulInstitute, 57-1Noryangjin-Dong,Dongjak-GU, Seoul
156-800,Republic of Korea.156-800,Republic of Korea.
E-mail: sylviapE-mail: sylviap@@khidi.or.krkhidi.or.kr

D. Ross-Degnan, A. S. Adams,D. Ross-Degnan, A. S. Adams,
J. SabinJ. Sabin Department of Ambulatory Care andDepartment of Ambulatory Care and
Prevention,Harvard Medical School and HarvardPrevention,Harvard Medical School and Harvard
Pilgrim Health Care,Boston,USAPilgrim Health Care,Boston,USA

P. KanavosP. Kanavos London School of Economics andLondon School of Economics and
Political Science, London,UKPolitical Science, London,UK

S. B. SoumeraiS. B. Soumerai Department of AmbulatoryDepartment of Ambulatory
Care and Prevention,Harvard Medical School andCare and Prevention,Harvard Medical School and
Harvard Pilgrim Health Care,Boston,USAHarvard Pilgrim Health Care,Boston,USA

Treatment of borderlineTreatment of borderline
personality disorderpersonality disorder

Fonagy & Bateman (2006) hypothesiseFonagy & Bateman (2006) hypothesise

that a more benign course of borderlinethat a more benign course of borderline

personality disorder may partially resultpersonality disorder may partially result

from a reduction in iatrogenic harm. Theyfrom a reduction in iatrogenic harm. They

describe people with borderline personalitydescribe people with borderline personality

disorder as having ‘hyperactive attachmentdisorder as having ‘hyperactive attachment

systems’ which interfere with the thera-systems’ which interfere with the thera-

peutic relationship and treatment. Theypeutic relationship and treatment. They

describe ‘treatment’ as being psychosocialdescribe ‘treatment’ as being psychosocial

treatment or psychotherapy, and attach-treatment or psychotherapy, and attach-

ment figures as therapists.ment figures as therapists.

Many people with borderline personal-Many people with borderline personal-

ity disorder do not receive psychotherapyity disorder do not receive psychotherapy

but do have contact with psychiatricbut do have contact with psychiatric

services – casualty assessments, out-patientservices – casualty assessments, out-patient

contact with generic services, brief crisiscontact with generic services, brief crisis

admissions and sometimes even prolongedadmissions and sometimes even prolonged

admissions. I am curious as to Fonagyadmissions. I am curious as to Fonagy

& Bateman’s view on the nature of& Bateman’s view on the nature of

attachments that people with borderlineattachments that people with borderline

personality disorder have with psychiatricpersonality disorder have with psychiatric

institutionsinstitutions, especially when contact with, especially when contact with

individual workers may be inconsistent.individual workers may be inconsistent.

Fonagy & Batemen give advice about howFonagy & Batemen give advice about how

to encourage ‘mentalisation’ in the contextto encourage ‘mentalisation’ in the context

of psychotherapy in order to avoid poten-of psychotherapy in order to avoid poten-

tial iatrogenic damage but give no advicetial iatrogenic damage but give no advice

for other clinical settings.for other clinical settings.

Clinical teams are well aware ofClinical teams are well aware of

how people with borderline personalityhow people with borderline personality

disorder may unconsciously ‘engineer’disorder may unconsciously ‘engineer’

situations to re-enact disturbed early lifesituations to re-enact disturbed early life

experiences. Now Fonagy & Batemanexperiences. Now Fonagy & Bateman

suggest that although teams are awaresuggest that although teams are aware

of this situation further damage may beof this situation further damage may be

done. A ‘helpful’ intervention may deprivedone. A ‘helpful’ intervention may deprive

the patient of using or developing otherthe patient of using or developing other

more useful strategies. Fonagy & Batemanmore useful strategies. Fonagy & Bateman

suggest that an ‘inquisitive and flexible’suggest that an ‘inquisitive and flexible’

approach may be useful. The challenge isapproach may be useful. The challenge is

therefore how this approach should betherefore how this approach should be

applied to how clinical teams withinapplied to how clinical teams within insti-insti-

tutionstutions respond to people with borderlinerespond to people with borderline

personality disorder.personality disorder.
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Authors’ replyAuthors’ reply:: We share Dr Mountain’sWe share Dr Mountain’s

concern that this group of patients is oftenconcern that this group of patients is often

inadequately managed. Our primary aiminadequately managed. Our primary aim

in pointing to the iatrogenic consequencesin pointing to the iatrogenic consequences

of psychotherapy was to illustrate the dan-of psychotherapy was to illustrate the dan-

gers of intensive interventions or those withgers of intensive interventions or those with

poorly defined boundaries. The same con-poorly defined boundaries. The same con-

cerns for iatrogenic consequences apply tocerns for iatrogenic consequences apply to

institutional involvement because this isinstitutional involvement because this is

often disrupted by frequent staff changes.often disrupted by frequent staff changes.

Separations and losses of this kind areSeparations and losses of this kind are

also iatrogenic. They activate patients’also iatrogenic. They activate patients’

attachment systems, leading them to makeattachment systems, leading them to make

unproductive attempts to restabilise theirunproductive attempts to restabilise their

sense of self. Moreover, interactions withsense of self. Moreover, interactions with

institutions often occur at times of personalinstitutions often occur at times of personal

crisis when the attachment system iscrisis when the attachment system is

already stimulated. Concerns about thealready stimulated. Concerns about the

patient’s state of panic and about reducedpatient’s state of panic and about reduced

mentalising may lead to hospital admission.mentalising may lead to hospital admission.

However, this can become iatrogenic inHowever, this can become iatrogenic in

itself because emotionally charged interac-itself because emotionally charged interac-

tions with staff and other patients maytions with staff and other patients may

further destabilise the patient, leading themfurther destabilise the patient, leading them

to self-harm or threaten suicide, prolongingto self-harm or threaten suicide, prolonging

hospital admission. We and others (Paris,hospital admission. We and others (Paris,

2004) recommend that the level of risk2004) recommend that the level of risk

for self-harm of patients admitted to hospi-for self-harm of patients admitted to hospi-

tal should be assessed and documentedtal should be assessed and documented

daily. If there is no reduction in risk, alter-daily. If there is no reduction in risk, alter-

native management of the patient in thenative management of the patient in the

community should be implemented.community should be implemented.

Although patients may seem to beAlthough patients may seem to be

enacting past experiences in their interac-enacting past experiences in their interac-

tions with clinical teams, in our view ittions with clinical teams, in our view it

is not useful to consider these as haplessis not useful to consider these as hapless

repetition of past patterns or as acts thatrepetition of past patterns or as acts that

respond to or compensate for past hurts;respond to or compensate for past hurts;

rather they should be viewed as the onlyrather they should be viewed as the only

solution available to restore a sense ofsolution available to restore a sense of

integrity, continuity and coherence. Theintegrity, continuity and coherence. The

provision of a highly integrated model ofprovision of a highly integrated model of

psychiatric care in a structured institutionalpsychiatric care in a structured institutional

environment that aims to offer consistent,environment that aims to offer consistent,

coherent and thoughtful psychological carecoherent and thoughtful psychological care

with a relationship focus, organised in awith a relationship focus, organised in a

patient-oriented flexible manner with indi-patient-oriented flexible manner with indi-

vidualised care plans, is likely to be mostvidualised care plans, is likely to be most

helpful. Out-patient treatment, dischargehelpful. Out-patient treatment, discharge

from an in-patient unit or referral followingfrom an in-patient unit or referral following

a casualty visit should be considered ina casualty visit should be considered in
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this context if services are to present athis context if services are to present a

stable and coherent view of the patient’sstable and coherent view of the patient’s

subjective world that may be adoptedsubjective world that may be adopted

(internalised) as part of the self-image of(internalised) as part of the self-image of

the patient’s mind. In our view this isthe patient’s mind. In our view this is

the critical change in the treatment ofthe critical change in the treatment of

borderline personality disorder.borderline personality disorder.
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Neurobehavioural characteristicsNeurobehavioural characteristics
and relapse in addictionand relapse in addiction

The systematic review by DomThe systematic review by Dom et alet al (2005)(2005)

of studies using behavioural decision-of studies using behavioural decision-

making tasks and/or neuroimaging tech-making tasks and/or neuroimaging tech-

niques to investigate orbitofrontal cortexniques to investigate orbitofrontal cortex

functioning in substance use disorders wasfunctioning in substance use disorders was

comprehensive. Our research article ‘Risk-comprehensive. Our research article ‘Risk-

taking on tests sensitive to ventromedialtaking on tests sensitive to ventromedial

prefrontal cortex dysfunction predicts earlyprefrontal cortex dysfunction predicts early

relapse in alcohol dependency’ (Bowden-relapse in alcohol dependency’ (Bowden-

JonesJones et alet al, 2005) was published simulta-, 2005) was published simulta-

neously and, because of its relevance toneously and, because of its relevance to

the review, we considered it important tothe review, we considered it important to

bring it to readers’ attention.bring it to readers’ attention.

We not only used most of the neuro-We not only used most of the neuro-

psychological tests mentioned by Dompsychological tests mentioned by Dom etet

alal but, more importantly, rated participantsbut, more importantly, rated participants

on both the Rogers Cambridge Gambleon both the Rogers Cambridge Gamble

Task (RCGT; RogersTask (RCGT; Rogers et alet al, 1999) and, 1999) and

the Iowa Gambling Task (IGT; Becharathe Iowa Gambling Task (IGT; Bechara etet

alal, 1994), and on the Barratt Impulsivity, 1994), and on the Barratt Impulsivity

Scale and two personality scales: the Struc-Scale and two personality scales: the Struc-

tured Clinical Interview for DSM–III–Rtured Clinical Interview for DSM–III–R

(Spitzer(Spitzer et alet al, 1989) and the Dimensional, 1989) and the Dimensional

Assessment of Personality Pathology–BasicAssessment of Personality Pathology–Basic

Questionnaire (Livesley & Jackson, 2002).Questionnaire (Livesley & Jackson, 2002).

The 21 participants in our study wereThe 21 participants in our study were

in-patients in a residential detoxificationin-patients in a residential detoxification

unit and we were therefore able to carryunit and we were therefore able to carry

out tests at 21 days post-detoxification inout tests at 21 days post-detoxification in

the knowledge that they had been sub-the knowledge that they had been sub-

stance-free during that period. They werestance-free during that period. They were

followed up for 3 months post-discharge.followed up for 3 months post-discharge.

The six patients who relapsed earlyThe six patients who relapsed early

were significantly younger and morewere significantly younger and more

impulsive on the Barratt Impulsivity Scale,impulsive on the Barratt Impulsivity Scale,

they sampled significantly more cardsthey sampled significantly more cards

from the bad decks on the IGT and con-from the bad decks on the IGT and con-

sistently risked more points across all oddssistently risked more points across all odds

on the RCGT. Hence people who hadon the RCGT. Hence people who had

recently undergone detoxification wererecently undergone detoxification were

more likely to relapse within 3 months ifmore likely to relapse within 3 months if

they made more choices on a gamblingthey made more choices on a gambling

task in which the immediate reward wastask in which the immediate reward was

large but the long-term consequences werelarge but the long-term consequences were

disadvantageous.disadvantageous.

It is unlikely that these findings reflectIt is unlikely that these findings reflect

alcohol-induced brain damage becausealcohol-induced brain damage because

these people showed no impairments on athese people showed no impairments on a

memory test sensitive to the early stagesmemory test sensitive to the early stages

of dementia and on tests of dorsolateralof dementia and on tests of dorsolateral

prefrontal cortex functioning, which is par-prefrontal cortex functioning, which is par-

ticularly affected by long-term alcoholism.ticularly affected by long-term alcoholism.

Our results are consistent with theOur results are consistent with the

hypothesis that a dysfunctional orbito-hypothesis that a dysfunctional orbito-

frontal prefrontal cortex mediates thefrontal prefrontal cortex mediates the

inability to resist the impulse to drink. Thisinability to resist the impulse to drink. This

may lead a person to relapse after treatmentmay lead a person to relapse after treatment

despite the ultimately deleterious effectsdespite the ultimately deleterious effects

and despite the many hours of psychologi-and despite the many hours of psychologi-

cal input associated with a rehabilitationcal input associated with a rehabilitation

programme.programme.

Relapse after detoxification is an areaRelapse after detoxification is an area

in need of further research. If it has a biolo-in need of further research. If it has a biolo-

gical basis we need simple tests that aregical basis we need simple tests that are

able to predict vulnerability to relapse andable to predict vulnerability to relapse and

treatment programmes which are able totreatment programmes which are able to

identify those patients at greater risk.identify those patients at greater risk.
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Authors’ replyAuthors’ reply:: The findings of Bowden-The findings of Bowden-

JonesJones et alet al (2005) add to the accumulating(2005) add to the accumulating

evidence that impairments on decision-evidence that impairments on decision-

making tasks are an important characteris-making tasks are an important characteris-

tic of people with substance use andtic of people with substance use and

possibly other addictive disorders. Thepossibly other addictive disorders. The

finding that those alcohol-dependent peo-finding that those alcohol-dependent peo-

ple that performed poorly on behaviouralple that performed poorly on behavioural

tasks were at higher risk of relapse is a nicetasks were at higher risk of relapse is a nice

demonstration of the ‘myopia’ for thedemonstration of the ‘myopia’ for the

future that is reflected by poor task perfor-future that is reflected by poor task perfor-

mance. This is in line with other recentmance. This is in line with other recent

studies, including that of Goudriaanstudies, including that of Goudriaan et alet al

(2006), which showed that relapse among(2006), which showed that relapse among

gamblers was associated with behaviouralgamblers was associated with behavioural

(but not self-reported) measures of impul-(but not self-reported) measures of impul-

sivity. Furthermore, Paulussivity. Furthermore, Paulus et alet al (2005) re-(2005) re-

ported that methamphetamine-ported that methamphetamine-dependentdependent

people with low prefrontal activationpeople with low prefrontal activation

during a decision-making task relapsed sig-during a decision-making task relapsed sig-

nificantly more frequently than those withnificantly more frequently than those with

greater activation. Together with the resultsgreater activation. Together with the results

of Bowden-Jonesof Bowden-Jones et alet al (2005), these find-(2005), these find-

ings represent an important new line ofings represent an important new line of

investigation.investigation.

Identification of distinctive neurobeha-Identification of distinctive neurobeha-

vioural characteristics may allow detectionvioural characteristics may allow detection

of those people with addictions that areof those people with addictions that are

more vulnerable to relapse. Neurobehav-more vulnerable to relapse. Neurobehav-

ioural (endophenotypic) characteristicsioural (endophenotypic) characteristics

may prove to be better for the identificationmay prove to be better for the identification

of high-risk patients than traditionalof high-risk patients than traditional

clinical (phenotypical) variables.clinical (phenotypical) variables.
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