
Partial agonists in schizophreniaPartial agonists in schizophrenia

The editorial by Bolonna & Kerwin (2005)The editorial by Bolonna & Kerwin (2005)

is both timely and important. The authorsis both timely and important. The authors

succinctly present the case for the use ofsuccinctly present the case for the use of

partial agonists of dopamine receptors,partial agonists of dopamine receptors,

concluding that ‘the reviewed evidenceconcluding that ‘the reviewed evidence

suggests a promising future for dopaminesuggests a promising future for dopamine

receptor partial agonists’. While this isreceptor partial agonists’. While this is

arguably true on the basis of the evidencearguably true on the basis of the evidence

presented, theoretical and empirical con-presented, theoretical and empirical con-

cerns regarding the use of these medicationscerns regarding the use of these medications

remain.remain.

The introduction of aripiprazole on anThe introduction of aripiprazole on an

individual patient level may prove proble-individual patient level may prove proble-

matic (DeQuardo, 2004; Ramaswamymatic (DeQuardo, 2004; Ramaswamy etet

alal, 2004). Although effective switching stra-, 2004). Although effective switching stra-

tegies from atypical agents to aripiprazoletegies from atypical agents to aripiprazole

have been described, a number of reportshave been described, a number of reports

of worsening psychosis following the intro-of worsening psychosis following the intro-

duction of aripiprazole (DeQuardo, 2004;duction of aripiprazole (DeQuardo, 2004;

RamaswamyRamaswamy et alet al, 2004) have been pub-, 2004) have been pub-

lished. While these cases may be accountedlished. While these cases may be accounted

for by unrelated illness relapse, other theo-for by unrelated illness relapse, other theo-

retical explanations should be considered.retical explanations should be considered.

Up-regulation of dopamine receptors is wellUp-regulation of dopamine receptors is well

recognised during treatment with neurolep-recognised during treatment with neurolep-

tics, and results in supersensitivity to dopa-tics, and results in supersensitivity to dopa-

mine at the sites of receptor blockage. Thismine at the sites of receptor blockage. This

has led to the concept of a neuroleptic-in-has led to the concept of a neuroleptic-in-

duced supersensitivity psychosis (Steinerduced supersensitivity psychosis (Steiner etet

alal, 1990) wherein up-regulation effectively, 1990) wherein up-regulation effectively

outstrips receptor blockade with emergentoutstrips receptor blockade with emergent

psychosis resistant to treatment. Supersen-psychosis resistant to treatment. Supersen-

sitivity could explain cases of psychosis de-sitivity could explain cases of psychosis de-

veloping with aripiprazole. Cessation of anveloping with aripiprazole. Cessation of an

antagonist with subsequent introduction ofantagonist with subsequent introduction of

a partial agonist could result in a net excessa partial agonist could result in a net excess

of neurotransmission due to over-stimula-of neurotransmission due to over-stimula-

tion of a supersensitive system (despite thetion of a supersensitive system (despite the

partial agonist demonstrating sub-maximalpartial agonist demonstrating sub-maximal

stimulation in normal systems). The highstimulation in normal systems). The high

receptor affinity of partial agonists mayreceptor affinity of partial agonists may

make such symptoms difficult to treat, asmake such symptoms difficult to treat, as

few drugs are likely to be able to displacefew drugs are likely to be able to displace

these agents from receptor complexes.these agents from receptor complexes.

Drugs that can displace partial agonistsDrugs that can displace partial agonists

run the risk of negating the therapeuticrun the risk of negating the therapeutic

effects of stabilisation of the dopaminergiceffects of stabilisation of the dopaminergic

system in schizophrenia, perhaps mostsystem in schizophrenia, perhaps most

importantly at times of relapse whenimportantly at times of relapse when

patients are likely to receive ‘as required’patients are likely to receive ‘as required’

doses of potent Ddoses of potent D22 antagonists.antagonists.

While empirical evidence largely sup-While empirical evidence largely sup-

ports the primary efficacy of these agentsports the primary efficacy of these agents

(DeLeon(DeLeon et alet al, 2004), clinical experience, 2004), clinical experience

of partial agonists is in its infancy. Good-of partial agonists is in its infancy. Good-

quality data from naturalistic studies arequality data from naturalistic studies are

required to establish the effectiveness ofrequired to establish the effectiveness of

these drugs, but in the meantime we callthese drugs, but in the meantime we call

for post-marketing surveillance to quantifyfor post-marketing surveillance to quantify

the scale of the problem of cross-titration.the scale of the problem of cross-titration.
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Suicide in prisonsSuicide in prisons

On 13 January 2004 Dr Harold Shipman, aOn 13 January 2004 Dr Harold Shipman, a

doctor convicted of murder, was founddoctor convicted of murder, was found

dead in his prison cell, following apparentdead in his prison cell, following apparent

self-hanging. Subsequent media reportsself-hanging. Subsequent media reports

tended to give considerable detail abouttended to give considerable detail about

the apparent circumstances of his death.the apparent circumstances of his death.

In 1999 there were, on average, 1.8 self-In 1999 there were, on average, 1.8 self-

inflicted deaths per week in prisons ininflicted deaths per week in prisons in

England and Wales, yielding a rate of 0.3England and Wales, yielding a rate of 0.3

per 10 000 prisoners per week (HM Prisonper 10 000 prisoners per week (HM Prison

Service, 2001). Preliminary data for 2003Service, 2001). Preliminary data for 2003

are similar, indicating 1.8 apparently self-are similar, indicating 1.8 apparently self-

inflicted deaths (inquests pending) per weekinflicted deaths (inquests pending) per week

(Seenan, 2004). In the week following the(Seenan, 2004). In the week following the

death of Dr Shipman, five apparently self-death of Dr Shipman, five apparently self-

inflicted deaths (inquests pending) wereinflicted deaths (inquests pending) were

reported in prisons in England and Walesreported in prisons in England and Wales

(HM Prison Service Safer Custody Group,(HM Prison Service Safer Custody Group,

personal communication, 2004); this ap-personal communication, 2004); this ap-

parent peak, however, is similar to that inparent peak, however, is similar to that in

a comparable week in January 2003.a comparable week in January 2003.

In Irish prisons, there were nine appar-In Irish prisons, there were nine appar-

ently self-inflicted deaths (inquests pending)ently self-inflicted deaths (inquests pending)

between January 2000 and April 2003,between January 2000 and April 2003,

yielding a rate of 0.2 per 10 000 prisonersyielding a rate of 0.2 per 10 000 prisoners

per week (Bresnihan, 2003). In the weekper week (Bresnihan, 2003). In the week

following the death of Dr Shipman, therefollowing the death of Dr Shipman, there

were two apparently self-inflicted deathswere two apparently self-inflicted deaths

(inquests pending; Brady, 2004), yielding(inquests pending; Brady, 2004), yielding

an increased rate of 6.4 per 10 000an increased rate of 6.4 per 10 000

prisoners that week (Poisson distributionprisoners that week (Poisson distribution

PP¼0.0018). While caution must be exer-0.0018). While caution must be exer-

cised when interpreting data about rarecised when interpreting data about rare

events, we none the less believe these dataevents, we none the less believe these data

merit explanation.merit explanation.

At a population level, one possibleAt a population level, one possible

explanation relates to prisoners’ averageexplanation relates to prisoners’ average

‘dose’ of exposure to detailed, graphic med-‘dose’ of exposure to detailed, graphic med-

ia coverage of suicidal behaviour, which isia coverage of suicidal behaviour, which is

known to affect suicidal behaviour in thoseknown to affect suicidal behaviour in those

exposed (the Werther effect). Interestingly,exposed (the Werther effect). Interestingly,

over 90% of prison cells in Ireland haveover 90% of prison cells in Ireland have

in-cell television, and, while it is difficultin-cell television, and, while it is difficult

to obtain official figures, it appears thatto obtain official figures, it appears that

the proportion of cells with in-cell tele-the proportion of cells with in-cell tele-

vision is substantially lower in Englandvision is substantially lower in England

and Wales.and Wales.

As ShawAs Shaw et alet al (2004) demonstrate,(2004) demonstrate,

prison populations often comprise individ-prison populations often comprise individ-

uals with multiple risk factors for suicide.uals with multiple risk factors for suicide.

We suggest that repeated exposure toWe suggest that repeated exposure to

vivid, detailed accounts of the methodsvivid, detailed accounts of the methods

apparently used in high-profile, apparentlyapparently used in high-profile, apparently

self-inflicted deaths in prison may be aself-inflicted deaths in prison may be a

critical additional risk factor in this popu-critical additional risk factor in this popu-

lation. We renew calls for responsiblelation. We renew calls for responsible

reporting of suicidal behaviour and forreporting of suicidal behaviour and for

development of improved prison mentaldevelopment of improved prison mental

health services.health services.
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Ethnicity and suicidalityEthnicity and suicidality

GunnellGunnell et alet al’s (2004) interesting study’s (2004) interesting study

came with useful learning points. However,came with useful learning points. However,

while known as important factors thatwhile known as important factors that

influence development and amelioration ofinfluence development and amelioration of

suicidal thoughts, ethnicity and religionsuicidal thoughts, ethnicity and religion

were not included in the study. As the worldwere not included in the study. As the world

has become a small, or big, village, and ashas become a small, or big, village, and as

we live in a multi-ethnic and multi-religiouswe live in a multi-ethnic and multi-religious

society, I feel this should be considered associety, I feel this should be considered as

an additional limitation to the study. Thean additional limitation to the study. The

relationship between religion and suiciderelationship between religion and suicide

became famous through Durkheim’s studybecame famous through Durkheim’s study

in the 19th century.in the 19th century.

In European countries, evidence sug-In European countries, evidence sug-

gests that the prevalence of suicidegests that the prevalence of suicide

continues to vary in accordance with inter-continues to vary in accordance with inter-

national differences in traditions, customsnational differences in traditions, customs

and religious practices (Cavanagh &and religious practices (Cavanagh &

Masterton, 1998). Cavanagh & MastertonMasterton, 1998). Cavanagh & Masterton

suggested that the strength of these differ-suggested that the strength of these differ-

ences is decreasing because of homogenisa-ences is decreasing because of homogenisa-

tion among countries. In my opinion, it istion among countries. In my opinion, it is

unlikely that this influence will completelyunlikely that this influence will completely

disappear. In a modern secularised society,disappear. In a modern secularised society,

religion is still a meaningful and protectivereligion is still a meaningful and protective

factor for many individuals in a suicidal cri-factor for many individuals in a suicidal cri-

sis (Lonnqvist, 2000).sis (Lonnqvist, 2000).

Makinen & Wassermann (2001) be-Makinen & Wassermann (2001) be-

lieve that much of the difference in suicidallieve that much of the difference in suicidal

behaviour between national groups can bebehaviour between national groups can be

connected with differences in culturalconnected with differences in cultural

outlook, and state that ‘traditionally reli-outlook, and state that ‘traditionally reli-

gion has been considered to be the matrixgion has been considered to be the matrix

of culture’.of culture’.

Various factors that influence develop-Various factors that influence develop-

ment and amelioration of suicidal thoughtsment and amelioration of suicidal thoughts

do not function separately. I wonder, haddo not function separately. I wonder, had

ethnicity and religion been included, howethnicity and religion been included, how

would this have affected the outcome?would this have affected the outcome?
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Authors’ replyAuthors’ reply: We agree with Dr El-Adl’s: We agree with Dr El-Adl’s

comment that both ethnicity and religioncomment that both ethnicity and religion

may influence the incidence of, andmay influence the incidence of, and

recovery from, suicidal thoughts. Data onrecovery from, suicidal thoughts. Data on

ethnicity were collected in the Office forethnicity were collected in the Office for

National Statistics Survey that formed theNational Statistics Survey that formed the

basis of our paper (Singletonbasis of our paper (Singleton et alet al, 2001)., 2001).

Because of the relatively small sample size,Because of the relatively small sample size,

only 122 (5.1%) of the individuals whoonly 122 (5.1%) of the individuals who

reported ethnicity were from a Black orreported ethnicity were from a Black or

minority ethnic group and only sevenminority ethnic group and only seven

of these experienced incident suicidalof these experienced incident suicidal

thoughts. Thus, specific investigation ofthoughts. Thus, specific investigation of

the impact of belonging to a particularthe impact of belonging to a particular

ethnic group was not possible. If the Blackethnic group was not possible. If the Black

and minority groups are combined to giveand minority groups are combined to give

a single group, the odds ratio for incidenta single group, the odds ratio for incident

suicidal thoughts in this group comparedsuicidal thoughts in this group compared

with the White group in analyses adjustedwith the White group in analyses adjusted

for age, gender and score on the Clinicalfor age, gender and score on the Clinical

Interview Schedule – Revised is 0.77 (95%Interview Schedule – Revised is 0.77 (95%

CI 0.27–2.17). The breadth of the confi-CI 0.27–2.17). The breadth of the confi-

dence interval indicates that the data aredence interval indicates that the data are

compatible with either a threefold reduc-compatible with either a threefold reduc-

tion or a doubling in risk. Data on religiontion or a doubling in risk. Data on religion

were not collected in the Office forwere not collected in the Office for

National Statistics Survey of PsychiatricNational Statistics Survey of Psychiatric

Morbidity.Morbidity.
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Attention deficit disorder in adultsAttention deficit disorder in adults

The editorial on attention-deficit hyper-The editorial on attention-deficit hyper-

activity disorder and life-span developmentactivity disorder and life-span development

(McArdle, 2004) is timely. However, it(McArdle, 2004) is timely. However, it

highlights the issues from the perspectivehighlights the issues from the perspective

of clinicians who may be directly involvedof clinicians who may be directly involved

in treating the disorder.in treating the disorder.

In general adult psychiatry, however,In general adult psychiatry, however,

it is not widely recognised that (adult)it is not widely recognised that (adult)

attention-deficit disorder (ADD) is notattention-deficit disorder (ADD) is not

uncommon and that people presenting withuncommon and that people presenting with

diagnoses of psychotic disorders, mooddiagnoses of psychotic disorders, mood

disorders, anxiety disorders, etc., may alsodisorders, anxiety disorders, etc., may also

be suffering from unrecognised ADD. Thisbe suffering from unrecognised ADD. This

has profound implications for both treat-has profound implications for both treat-

ment and outcome. For example, if ament and outcome. For example, if a

person develops a hypomanic or manic epi-person develops a hypomanic or manic epi-

sode superimposed on ADD, it is possiblesode superimposed on ADD, it is possible

that the clinician unaware of ADD maythat the clinician unaware of ADD may

end up overtreating the mood episode, asend up overtreating the mood episode, as

the baseline ADD may mislead the clinicianthe baseline ADD may mislead the clinician

into believing that the talkativeness andinto believing that the talkativeness and

hyperactivity (of ADD) are an indicationhyperactivity (of ADD) are an indication

of elevated mood. The consequencesof elevated mood. The consequences

include higher than necessary doses ofinclude higher than necessary doses of

medications, combination pharmacother-medications, combination pharmacother-

apy and increased length of stay in hospital.apy and increased length of stay in hospital.

In patients with schizophrenia it is possibleIn patients with schizophrenia it is possible

that the impairments in functioning causedthat the impairments in functioning caused

by independent ADD may potentiate theby independent ADD may potentiate the

poor functioning caused by schizophrenia.poor functioning caused by schizophrenia.

Again, if ADD is not recognised, it isAgain, if ADD is not recognised, it is

possible that the poor outcome may bepossible that the poor outcome may be

attributed to ‘resistant’ or ‘residual’ schizo-attributed to ‘resistant’ or ‘residual’ schizo-

phrenia or perhaps to poor motivation. It isphrenia or perhaps to poor motivation. It is

important to assess comorbidity such asimportant to assess comorbidity such as

ADD at the very first contact with mentalADD at the very first contact with mental

health services, and early interventionhealth services, and early intervention

service providers are ideally placed for this.service providers are ideally placed for this.

Regarding treatment, new strategiesRegarding treatment, new strategies

(other than stimulant medications) need(other than stimulant medications) need

to be developed, as stimulants may have de-to be developed, as stimulants may have de-

stabilising effects on the baseline mentalstabilising effects on the baseline mental

illness.illness.
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Risk reduction studiesRisk reduction studies
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NiemiNiemi et alet al’s (2004) report does not’s (2004) report does not

truly address the implications of theirtruly address the implications of their

findings. Their clinical implications (p. 16)findings. Their clinical implications (p. 16)
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