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The timely article by Verdoux & BegaudThe timely article by Verdoux & Bégaud

hopefully begins to redress the imbalancehopefully begins to redress the imbalance

between randomised controlled trials andbetween randomised controlled trials and

other ways of evaluating drug treatments.other ways of evaluating drug treatments.

I would like to present furtherI would like to present further evidence forevidence for

the ‘gap between guidelines andthe ‘gap between guidelines and utilisationutilisation

. . . for psychotropic medications’ (Verdoux. . . for psychotropic medications’ (Verdoux

& Begaud, 2004).& Bégaud, 2004).

Using the Drug Report of the GermanUsing the Drug Report of the German

Public Health Insurance (Schwabe &Public Health Insurance (Schwabe &

Pfaffrath, 1996), which is a database ofPfaffrath, 1996), which is a database of

all prescriptions reimbursed by the generalall prescriptions reimbursed by the general

health insurance system (which accountshealth insurance system (which accounts

for more than 80% of all prescriptions),for more than 80% of all prescriptions),

and a database from the Institute for Med-and a database from the Institute for Med-

ical Statistics, Frankfurt/Main, which refersical Statistics, Frankfurt/Main, which refers

to a representative sample of 2806 physi-to a representative sample of 2806 physi-

cians in private practice who report fourcians in private practice who report four

times a year all prescriptions during 1times a year all prescriptions during 1

week, we found that only 14% of prescrip-week, we found that only 14% of prescrip-

tions for neuroleptic drugs were for schizo-tions for neuroleptic drugs were for schizo-

phrenic psychoses, 18% for other paranoidphrenic psychoses, 18% for other paranoid

psychoses and 5% for affective disorderspsychoses and 5% for affective disorders

(Linden & Thiels, 2001). Almost half of(Linden & Thiels, 2001). Almost half of

the neuroleptic prescriptions were writtenthe neuroleptic prescriptions were written

for patients aged 65 years or older. Overfor patients aged 65 years or older. Over

the period 1986 to 1995 the prescribingthe period 1986 to 1995 the prescribing

of neuroleptics increased steadily inof neuroleptics increased steadily in

parallel with a decrease in prescriptionsparallel with a decrease in prescriptions

for benzodiazepines.for benzodiazepines.

Also I would like to contradict theAlso I would like to contradict the

assumption that antipsychotics are ‘mainlyassumption that antipsychotics are ‘mainly

prescribed by specialists’ (Verdoux &prescribed by specialists’ (Verdoux &

Begaud, 2004). Using the pharmaco-Bégaud, 2004). Using the pharmaco-

epidemiological data described above, weepidemiological data described above, we

found that only 40% of neuroleptic drugsfound that only 40% of neuroleptic drugs

were prescribed by psychiatrists/neurolo-were prescribed by psychiatrists/neurolo-

gists (i.e. bygists (i.e. by NervenarztenNervenärzten who trained inwho trained in

both specialties, as most German psychia-both specialties, as most German psychia-

trists and neurologists do).trists and neurologists do).

Data from a 6-month prospective drugData from a 6-month prospective drug

utilisation observation study on 3858utilisation observation study on 3858

women and 1594 men prescribed the selec-women and 1594 men prescribed the selec-

tive serotonin reuptake inhibitor sertralinetive serotonin reuptake inhibitor sertraline

shows that it is not only the type ofshows that it is not only the type of

psychotropic drug that determines whetherpsychotropic drug that determines whether

it is ‘commonly prescribed by primary careit is ‘commonly prescribed by primary care

practitioners’ (Verdoux & Begaud, 2004)practitioners’ (Verdoux & Bégaud, 2004)

but also the gender of the patient. A higherbut also the gender of the patient. A higher

percentage of women with depression werepercentage of women with depression were

treated by general practitioners, comparedtreated by general practitioners, compared

with men with depression who were morewith men with depression who were more

likely to be seen by psychiatrists, althoughlikely to be seen by psychiatrists, although

women were more likely to present with re-women were more likely to present with re-

current rather than first-episode depressioncurrent rather than first-episode depression

and to have been previously treated forand to have been previously treated for

depression.depression.
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Authors’ replyAuthors’ reply: The German findings on: The German findings on

antipsychotic prescription in naturalisticantipsychotic prescription in naturalistic

conditions provide a good illustration ofconditions provide a good illustration of

the question raised in our editorial regard-the question raised in our editorial regard-

ing the risk of widespread use of anti-ing the risk of widespread use of anti-

psychotics in primary care (Verdoux &psychotics in primary care (Verdoux &

Begaud, 2004). Contrary to the statementBégaud, 2004). Contrary to the statement

of the author, there is no contradictionof the author, there is no contradiction

between her point of view and ours regard-between her point of view and ours regard-

ing the fact that antipsychotics are widelying the fact that antipsychotics are widely

prescribed in primary care. The exactprescribed in primary care. The exact

quotation of our text is ‘drugs assumed toquotation of our text is ‘drugs assumed to

be mainly prescribed by specialists, suchbe mainly prescribed by specialists, such

as antipsychotics’, suggesting that thereas antipsychotics’, suggesting that there

may be differences between assumptionsmay be differences between assumptions

and facts. The German findings areand facts. The German findings are

strikingly similar to those obtained usingstrikingly similar to those obtained using

the social security insurance database inthe social security insurance database in

Aquitaine (south-west France), showingAquitaine (south-west France), showing

that general practitioners (GPs) were thethat general practitioners (GPs) were the

most numerous prescribers (64%) of risper-most numerous prescribers (64%) of risper-

idone, followed by psychiatrists (34%)idone, followed by psychiatrists (34%)

(Martin(Martin et alet al, 2004). More recently, we, 2004). More recently, we

have carried out a survey questionnairehave carried out a survey questionnaire

mailed to all GPs (mailed to all GPs (nn¼3829) practising in3829) practising in

Aquitaine to explore management of earlyAquitaine to explore management of early

psychosis in primary care, with a responsepsychosis in primary care, with a response

rate of 23% (further details available fromrate of 23% (further details available from

the authors on request). As part of thisthe authors on request). As part of this

survey, we collected data on prescriptionsurvey, we collected data on prescription

behaviour. We found that over the preced-behaviour. We found that over the preced-

ing month, one out of three GPs (34%) in-ing month, one out of three GPs (34%) in-

itiated at least one new treatment with oneitiated at least one new treatment with one

of the antipsychotic drugs marketed inof the antipsychotic drugs marketed in

France at this time (amisulpride, olanza-France at this time (amisulpride, olanza-

pine, risperidone). Over the same 1-monthpine, risperidone). Over the same 1-month

period, nearly half of GPs (42%) reportedperiod, nearly half of GPs (42%) reported

a visit from at least one pharmaceuticala visit from at least one pharmaceutical

company representative promoting thesecompany representative promoting these

antipsychotic drugs. Hence, we haveantipsychotic drugs. Hence, we have

further reason to feel concerned by thefurther reason to feel concerned by the

widespread use of these drugs in primarywidespread use of these drugs in primary

care, probably, at least in part, as a resultcare, probably, at least in part, as a result

of drug promotion. As proposed by Thiels,of drug promotion. As proposed by Thiels,

it is thus of great interest to explore whichit is thus of great interest to explore which

specific subgroups are at greater risk ofspecific subgroups are at greater risk of

being exposed to increased use of anti-being exposed to increased use of anti-

psychotics. With respect to the hypothesispsychotics. With respect to the hypothesis

that there may be a trend favouring anti-that there may be a trend favouring anti-

psychotic instead of benzodiazepine pre-psychotic instead of benzodiazepine pre-

scription in elderly patients, it is howeverscription in elderly patients, it is however

difficult to conclude that such a strategy isdifficult to conclude that such a strategy is

more risky than beneficial for this popu-more risky than beneficial for this popu-

lation, considering the risks potentially as-lation, considering the risks potentially as-

sociated with benzodiazepine prescriptionsociated with benzodiazepine prescription

in the elderly (Verdouxin the elderly (Verdoux et alet al, 2004)., 2004).
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Urbanisation and psychosisUrbanisation and psychosis

A recent study of urbanisation and inci-A recent study of urbanisation and inci-

dence of psychosis was based on data fromdence of psychosis was based on data from

the excellent Swedish population registersthe excellent Swedish population registers

(Sundquist(Sundquist et alet al, 2004). Unfortunately,, 2004). Unfortunately,

there are methodological problems withthere are methodological problems with

the study.the study.

SundquistSundquist et alet al argue that the prospec-argue that the prospec-

tive nature of their data allowed them totive nature of their data allowed them to

calculate incidence rates of psychoses rathercalculate incidence rates of psychoses rather

than prevalence rates. However, their studythan prevalence rates. However, their study

confuses readmission and incidence rates.confuses readmission and incidence rates.

In incidence studies, the event of interestIn incidence studies, the event of interest

is new occurrence of a specified diseaseis new occurrence of a specified disease

(see e.g. Clayton & Hills, 1993). Sundquist(see e.g. Clayton & Hills, 1993). Sundquist

et alet al’s cohort consists of people aged 25–64’s cohort consists of people aged 25–64

years in 1996 (i.e. born 1932–1971). Theyyears in 1996 (i.e. born 1932–1971). They

analyse the data as incident data althoughanalyse the data as incident data although

they do not have this information. Forthey do not have this information. For

persons who enter the study in old age, theypersons who enter the study in old age, they

claim that when admitted during the studyclaim that when admitted during the study

period 1997–1999 this is the first admissionperiod 1997–1999 this is the first admission

ever of these people. They do, however,ever of these people. They do, however,

exclude people admitted 1992–1996, butexclude people admitted 1992–1996, but

this only partly solves this problem (e.g.this only partly solves this problem (e.g.

for people born in 1932 in their study, thefor people born in 1932 in their study, the

earliest possible age at onset of psychosisearliest possible age at onset of psychosis

is 60 years). Let us say the earliest age atis 60 years). Let us say the earliest age at

onset of psychosis is 25 years, the authorsonset of psychosis is 25 years, the authors

lack information on first admission for psy-lack information on first admission for psy-

chosis among people born 1966 or earlier.chosis among people born 1966 or earlier.

Roughly, they do not have information onRoughly, they do not have information on

first admission for psychosis among peoplefirst admission for psychosis among people

born 1932–1966, about 85% of the studyborn 1932–1966, about 85% of the study

population. If the earliest age of firstpopulation. If the earliest age of first

admission for psychosis is 15 years (Pedersenadmission for psychosis is 15 years (Pedersen

& Mortensen, 2001), the authors lack& Mortensen, 2001), the authors lack

information on first admission for allinformation on first admission for all

people. This severely violates the assump-people. This severely violates the assump-

tions of an incidence study (Breslow & Day,tions of an incidence study (Breslow & Day,

1987), and the results may be extremely1987), and the results may be extremely

biased.biased.

SundquistSundquist et alet al measure urbanisation asmeasure urbanisation as

the place where cohort members livedthe place where cohort members lived

around 1996. Using this measure of urbani-around 1996. Using this measure of urbani-

sation – in combination with the problemssation – in combination with the problems

mentioned above – implies problems withmentioned above – implies problems with

causality; is the disease a result of thecausality; is the disease a result of the

urbanisation or is the urbanisation a resulturbanisation or is the urbanisation a result

of the disease?of the disease?

Based on these methodological errors, itBased on these methodological errors, it

is difficult to interpret their findings.is difficult to interpret their findings.

However, some possible biases includeHowever, some possible biases include

selective migration of people with psychosisselective migration of people with psychosis

after disease onset, and urban–rural differ-after disease onset, and urban–rural differ-

ences in the readmission rates for peopleences in the readmission rates for people

with psychosis.with psychosis.
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Authors’replyAuthors’reply: We agree that in strict terms: We agree that in strict terms

the definition of incidence rates is inthe definition of incidence rates is in

accordance with the definition describedaccordance with the definition described

by for example Clayton & Hills (1993)by for example Clayton & Hills (1993)

and Last (1998).and Last (1998).

However, we disagree when PedersenHowever, we disagree when Pedersen

& Agerbo state that we claim ‘this is the& Agerbo state that we claim ‘this is the

first admission ever of these people’.first admission ever of these people’.

Nowhere in the article have we used theNowhere in the article have we used the

phrase ‘first admission ever’. In the Methodphrase ‘first admission ever’. In the Method

we clearly described that the 4.4 millionwe clearly described that the 4.4 million

women and men were followed from 1women and men were followed from 1

January 1997 until 31 December 1999 forJanuary 1997 until 31 December 1999 for

first admission to hospital for treatment offirst admission to hospital for treatment of

psychosis or depression (i.e. during thepsychosis or depression (i.e. during the

study period). Individuals with previousstudy period). Individuals with previous

hospital admissions for treatment ofhospital admissions for treatment of

psychosis or depression from 1992 topsychosis or depression from 1992 to

1996 were excluded (i.e. the ‘wash-out’1996 were excluded (i.e. the ‘wash-out’

period was 5 years). We calculated theperiod was 5 years). We calculated the

urbanisation measure for the year 1996urbanisation measure for the year 1996

(i.e. the year when we defined our study(i.e. the year when we defined our study

population).population).

Pedersen & Agerbo also say that ourPedersen & Agerbo also say that our

article implies problems with causality.article implies problems with causality.

However, we did not claim that we haveHowever, we did not claim that we have

solved the causality problem. In addition,solved the causality problem. In addition,

we discussed that we were unable to adjustwe discussed that we were unable to adjust

our results for selective migration (i.e.our results for selective migration (i.e.

migration from urban to rural areas).migration from urban to rural areas).

However, we did adjust our model forHowever, we did adjust our model for

migration between neighbourhoods andmigration between neighbourhoods and

the results remained almost unaltered.the results remained almost unaltered.

We agree that urban–rural differencesWe agree that urban–rural differences

in admission rates could exist if, for exam-in admission rates could exist if, for exam-

ple, the distribution of psychiatric bedsple, the distribution of psychiatric beds

differed between urban and rural areas.differed between urban and rural areas.

We checked this possible bias and foundWe checked this possible bias and found

that the number of psychiatric beds perthat the number of psychiatric beds per

1000 inhabitants differed very little across1000 inhabitants differed very little across

Sweden.Sweden.

To sum up, our large-scale study shedsTo sum up, our large-scale study sheds

new light on the inconsistencies in previousnew light on the inconsistencies in previous

research since we used the comprehensiveresearch since we used the comprehensive

Swedish registers and adjusted our resultsSwedish registers and adjusted our results

for several possible confounders. In addi-for several possible confounders. In addi-

tion, the urbanisation measure was calcu-tion, the urbanisation measure was calcu-

lated as actual numbers of inhabitants perlated as actual numbers of inhabitants per

area unit, which should reflect the level ofarea unit, which should reflect the level of

urbanisation in the most appropriate way.urbanisation in the most appropriate way.
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Anthropology and psychiatryAnthropology and psychiatry

From the perspective of anthropologicalFrom the perspective of anthropological

psychiatry, Harlandpsychiatry, Harland et alet al (2004) suggest(2004) suggest

that the social change experienced bythat the social change experienced by

migrants may predispose to schizophrenia.migrants may predispose to schizophrenia.

The same may apply to other forms of so-The same may apply to other forms of so-

cial change, such as those changes whichcial change, such as those changes which

lead to revitalisation phenomena and newlead to revitalisation phenomena and new

religious movements. Psychiatric anthro-religious movements. Psychiatric anthro-

pologists who have studied new religiouspologists who have studied new religious

movements have pointed out that newmovements have pointed out that new

forms of belief system may originate informs of belief system may originate in

the hallucinatory or delusional experiencethe hallucinatory or delusional experience

of a single individual (Littlewood, 1984).of a single individual (Littlewood, 1984).

Wallace (1956) applied the term ‘mazewayWallace (1956) applied the term ‘mazeway

resynthesis’ to the change in belief systemresynthesis’ to the change in belief system

which occurs in prophets, the mazewaywhich occurs in prophets, the mazeway

being to the individual what culture is tobeing to the individual what culture is to

society, so that the prophet awakes to asociety, so that the prophet awakes to a

new reality which he or she then tries to im-new reality which he or she then tries to im-

part to followers; if successful, the prophetpart to followers; if successful, the prophet

becomes the leader of a new religiousbecomes the leader of a new religious

movement; otherwise, he or she is alienatedmovement; otherwise, he or she is alienated

from the parent group and is likely to befrom the parent group and is likely to be

labelled as mentally ill. Foulks (1977) com-labelled as mentally ill. Foulks (1977) com-

pared the prophet to the patient withpared the prophet to the patient with

schizophrenia, and noted that they sharedschizophrenia, and noted that they shared

not only the capacity to undergo a radicalnot only the capacity to undergo a radical

change in belief system but also variouschange in belief system but also various

‘premorbid’ features.‘premorbid’ features.
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