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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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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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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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