
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.
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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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