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Abstract

Objective: To choose typical or atypical antipsychotic drugs for treatment
of schizophrenic patients in a psychiatric hospital.

Method: A standard method was used; this method considers 4 main
evaluation criteria and 4 secondary criteria. The typical antipsychotic
drug, perphenazine, was compared with the atypical antipsychotic
drugs (olanzapine, quetiapine, risperidone, and ziprasidone). The
measures of efficacy of the most important criteria come from the
clinical trial “Clinical Antipsychotic Trials for Intervention Effectiveness”
(CATIE).

Results: The scores of the different antipsychotic drugs were as follows:
perphenazine, 59.68; olanzapine, 52.98; risperidone, 51.53; ziprasidone,
46.42; and quetiapine, 45.41. Olanzapine was equal to perphenazine
when the cost criteria was reduced by 72.97%.

Conclusions: The typical antipsychotic drug perphenazine is the drug
receiving the best assessment for the treatment of schizophrenia.
Olanzapine is an alternative if its cost is reduced.

Key words: Atypical antipsychotic drug. Typical antipsychotic drug. Cost-efficacy.
CATIE study. Selection of antipsychotic drugs.

Seleccion de antipsicéticos en un hospital psiquiatrico
basada en los resultados del estudio CATIE

Objetivo: Seleccionar antipsicoticos, clasico versus atipico, para su
uso como tratamiento de eleccidn en el paciente esquizofrénico de
un hospital psiquiatrico.

Método: Se utiliza un método normalizado que tiene en cuenta
cuatro criterios principales de valoracién y cuatro secundarios. Se
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compara el antipsicético clasico perfenazina con los atipicos olanza-
pina, quetiapina, risperidona y ziprasidona. Las medidas de efectivi-
dad de los criterios mas importantes proceden del ensayo clinico
“Ensayos clinicos de intervencion sobre la efectividad de los antipsi-
cbticos” (CATIE; Clinical Antipsychotic Trials for Intervention Effecti-
veness).

Resultados: Las puntuaciones de los distintos antipsicéticos fueron las
siguientes: perfenazina, 59,68; olanzapina, 52,98; risperidona, 51,53;
ziprasidona, 46,42, y quetiapina, 45,41. La olanzapina iguala a la perfe-
nazina cuando se reduce la medida del criterio coste un 72,97%.
Conclusiones: El antipsicotico clasico perfenazina es el medica-
mento mejor valorado para el tratamiento de la esquizofrenia. La
olanzapina es una alternativa si se reduce su coste.

Palabras clave: Antipsicético atipico. Antipsicdtico clasico. Coste-efectividad.
Estudio CATIE. Seleccién de antipsicoticos.

INTRODUCTION

Pharmaceutical and Therapeutic Committees are responsible for
choosing drugs in hospitals. It is not often that a new drug
contributes an improvement to the existing therapeutic arsenal;
which is why, in addition to the efficacy and safety criteria, other
parameters for assessment must be taken into account. The selection
of drugs following a standard process, which includes homogenous,
standardised elements, allows the most efficient decisions to be
taken.!

During the past 10 years, drug expenditure in psychiatric
hospitals has grown by 567% due to the introduction of the
new antipsychotic drugs into the market (AP).2 The cost of
Defined Daily Doses (DDD) of these drugs can be 59 times
higher than the typical drug cost.3 In 2006, this group of drugs
accounted for 65.45% of the total expenditure on drugs in the
hospital.2 This introduction of APs has also modified their
patterns of use in primary care. Consumption has doubled in
10 years. In 2004, 2 new AP, olanzapine and risperadone, were
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among the 3 drugs responsible for the highest cost for the
National Health System.4

APs are mainly indicated for schizophrenia. The typical,
conventional or first generation APs are very effective on positive
symptoms (delirium and hallucinations, mainly auditory) but have
a high incidence of neurological effects.5 The introduction of the
new, atypical or second generation APs, envisaged improving
both efficacy and safety. However, the data on their superior
effects on positive symptoms are very limited and their efficacy
on negative symptoms (apathetic states, poor language abilities,
and lack of motivation) is very arguable as this could be due to
factors not attributable to drug efficacy.®-7 The results of a meta-
analysis show that, with the exception of clozapine (an AP
authorised only for patients resistant to other AP due to its
haematological effects), the atypical APs are no more effective
than the typical ones.8 In another meta-analysis, the results with
regard to their superiority are neither solid nor homogenous.”
With regard to the side effects, the advantages of the new APs
are also questionable,!0:11 as although they appear to cause fewer
neurological side effects, in most clinical trials they were
administered at variable doses and compared with the classic AP
haloperidol at fixed, relatively high doses.# In addition, there is
a tendency to ignore the results of the atypical APs on the
metabolism of carbohydrates and lipids, and weight gain.412 As
a consequence of these facts, the United States National Institute
for Mental Health (NIMH) conducted the study “Clinical
Antipsychotic Trials for Intervention Effectiveness” (CATIE) to
compare the efficacy of the typical and atypical APs in similar
conditions in real clinical practice.!3

The purpose of this study is to choose the AP drug, typical
versus atypical, for use as the treatment of choice in schizophrenia
in a psychiatric hospital, using a standard procedure that takes
different AP evaluation criteria into account and efficacy measures
of the CATIE study, among others.

MATERIAL AND METHODS

The method used to evaluate the APs is a multi-attribute decision
analysis!#415; including different criteria or evaluation attributes
of the AP and their weights.

The APs studied in the CATIE clinical trial are compared in
the following way: perphenazine as the typical AP and olanzapine,
quetiapine, risperidone, and ziprasidone as atypical APs.

CATIE Clinical Trial

The CATIE clinical trial was carried out in 1493 chronic
schizophrenic patients aged between 18 and 65 years, at 56 clinical
centres in the United States. The study used broad inclusion criteria
and minimum exclusion criteria, and permitted patients with
concomitant conditions and receiving other drugs to be included.
Initially, the patients were randomly assigned to be treated with
olanzapine, perphenazine, quetiapine, or risperadone (double-
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blind) and were followed up for up to 18 months or until the
treatment was suspended for some reason (stage 1). Ziprasidone
was not authorised by the Food and Drug Administration (FDA)
until after the study had commenced, so it was included in the
trial later on. The main efficacy criteria was withdrawal of the
treatment for any reason (lack of efficacy, intolerance, or patient
choice), a frequent event in the treatment of schizophrenia.!3 The
patients who stopped the treatment in stage 1 were able to
participate later in a double-blind, randomised study with a different
AP to the initial one.16 Finally, patients stopping the treatment
with olanzapine, quetiapine, risperadone, or ziprasidone in the
initial stages due to lack of efficacy were randomly assigned to
be treated with clozapine in an open trial or to a blind treatment
with an AP they had not taken earlier on.!7

Adjudicating the Weights1

The comparative criteria for assessing the APs were classified
into main and secondary according to the weights of their scores.
The main criteria are: efficacy, safety, and cost, with a weight of
3 for the first 2 and of 2 for the latter. The secondary criteria are:
experience with use, pharmacokinetics, and the pharmacological
interactions with a weight of one each. Added to this study are
the attributes of opinion and patient compliance with weights of
2 and 1, respectively. The scores are transformed using a scale
of 0 to 1 (Table 1).

Measurement of the Criteria

The efficacy measures were defined for each criterion (Table 1).
The natural measures of each AP in the study, current values (cV),
are standardised to obtain a homogeneous unit. The unit values
are transformed using a lineal scale of 0 to 100, values
corresponding to the worst (WU) and the best plausible value
(BU) found in literature for any AP (although it is not included
in the study).14.15

The efficacy, safety, and patient compliance are defined as the
percentage of patients stopping the treatment because of lack of
efficacy, intolerance, or the patient’s choice, respectively, in stage
1 of the CATIE!3 study. The WU and BU values are obtained
from the stages after the trial.17

The patient’s opinion and the cost as quality-adjusted life years
(QALY)!8 and the monthly cost/patient in € by intention to treat
in the CATIE clinical study,3:13.18 respectively, are measured. In
the measurement of both criteria by intention to treat, to the initial
AP are assigned the results and the costs of both this initial AP
and of those administered later on, once the treatment with the
AP initially selected had been interrupted. The experience with
use was quantified by the number of years on the market,19-20 the
pharmacokinetics by the number of administrations/day,3-20.21
and the interactions by the number of clinically relevant moderate
or serious pharmacological interactions (according to frequency,
if documented and if it is necessary to avoid or take precautions
when jointly administering the drugs).21-23
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Table 1. Calculation of the Utility of the Alternatives?

Criterion Scale v ub w UXP
Wwu BU
0 100
Efficacy (% of patients that stop the treatment because of lack of efficacy) 42.86 1nn 0.21
Olanzapine 15 8775 18.8
Perphenazine 25 56.25 121
Quetiapine 28 46.80 10.0
Risperidone 27 49.95 10.7
Ziprasidone 24 59.40 12.7
Safety (% of patients stopping treatment because of intolerance) 2143 0 0.21
Olanzapine 19 1134 24
Perphenazine 16 2534 5.4
Quetiapine 15 30 6.4
Risperidone 10 5334 114
Ziprasidone 15 30 6.4
Cost (monthly cost/patient in €) 301.20 25 0.14
Olanzapine 192.00 36.56 5.2
Perphenazine 39.99 8746 125
Quetiapine 95.32 68.93 9.8
Risperidone 52.08 83.40 1.9
Ziprasidone 86.94 7.73 102
Opinion of the patient (quality of life adjusted years) 0704  0.731 0.14
Olanzapine 0717 4815 6.9
Perphenazine 0720 5926 85
Quetiapine 0.718 51.85 74
Risperidone 0.704 0 0
Ziprasidone 0.716 4444 6.3
Patient compliance (% of patients who abandon the treatment on their own decision) 35.71 20 0.07
Olanzapine 24 74.54 53
Perphenazine 30 36.35 26
Quetiapine 33 1725 12
Risperidone 30 36.35 26
Ziprasidone 34 10.88 0.8
Experience with use (years on the market) 4 54 0.07
Olanzapine 10 12 09
Perphenazine 47 86 6.1
Quetiapine 9 10 0.7
Risperidone 14 20 1.4
Ziprasidone 4 0 0
Pharmacokinetics (no. of administrations/day) 3 1 0.07
Olanzapine 1 100 71
Perphenazine 1 100 71
Quetiapine 2 50 36
Risperidone 1 100 71
Ziprasidone 2 50 36
(Follow next page)
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Table 1. Calculation of the Utility of the Alternatives?

Criterion Scale v ub w UXP
Wwu BU
0 100
Interactions (no. of clinically relevant moderate or serious side effects) 53 1 0.07
Olanzapine 7 88.46 6.3
Perphenazine 14 75 5.4
Quetiapine 86.54 6.2
Risperidone 88.46 6.3
Ziprasidone 88.46 6.3
Total utility
Perphenazine 59.68
Olanzapine 52.98
Risperidone 51.53
Ziprasidone 46.42
Quetiapine 4541
Total utility (without cost criteria)
Olanzapine 4778
Perphenazine 4718
Risperidone 39.63
Ziprasidone 36.22
Quetiapine 35.61
Cost / utility (e) (cV of cost criteria /total utility without cost criteria)
Perphenazine 0.85
Risperidone 131
Ziprasidone 240
Quetiapine 2.68
Olanzapine 4,02
Incremental cost (e)/incremental utility (incremental cost per unit of utility gained)¢
Olanzapine-perphenazine 253.35

aBU indicates best utility; U, utility; W, weight WU, worst utility; cV, value of the measure of the criteria.

bThe formula's for transforming ¢V into utility (U) is: U=100x(cV-WU)/(BU-WU).

Difference between the cV of the cost criteria of the alternatives (e)/difference between the total utilities of the alternatives (without cost criteria).

Total Score for Each Drug

To establish the total utility of each AP we added the results of
the utility to the weight of each criterion. A score is thus obtained
for each of the AP.14.15 The calculations are made using the
SELMED computer programme?4 (Table 1).

The cost/utility of each AP (cost/difference between total score
and the score corresponding to the cost criteria) and the
incremental/incremental utility between alternatives (difference
between costs/differences between utilities) were calculated.
A sensitivity analysis was also performed with some of the
measurements of the criteria.
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RESULTS

Table 1 sets out the total scores obtained for each AP. The typical
AP perphenazine obtained the best total utility score. The
descending order of choice of the AP in terms of their utility is:
perphenazine, 59.68; olanzapine, 52.98; risperidone, 51.53;
ziprasidone, 46.42; and quetiapine, 45.41.

Perphenazine obtained a higher score in the cost, patient opinion,
experience with use and pharmacokinetic criteria, and the worst
score regarding the interaction criteria. Olanzapine has the highest
utility score in efficacy, patient compliance, pharmacokinetics,
and interactions parameters and the lowest in safety and cost.
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Table 2. Calculation of Cost Criteria. Months of Treatment
With Each Antipsychotic Drug in Stage 1 of CATIE?

Table 4. Calculation of Cost Criteria. Daily Doses and Costs
of the Antipsychotic Drugs Used in the Calculations

Antipsychotic Drug N NM N’ N'M (NM+N'M) Dose, mg Cost/Day,” €
Olanzapine 18 2124 210 1932 4056 Olanzapine 20.1 85
Perphenazine 64 M52 192 1075.2 22272 Perphenazine 20.8 0.09
Quetiapine 57 1026 269 12374 2263.4 Quetiapine 543 .4 5.65
Risperidone 87 1566 245 1176 2742 Risperidone 39 1.37
Ziprasidone 37 666 145 5075 1173.5 Ziprasidone 112.81 5.1
aCATIE indicates clinical antipsychotic trials for intervention effectiveness; N, patients finishing stage Fll‘Jp'henazme 10 0.09

118; NM, months of treatment with each antipsychotic drug corresponding to N (Nx18 months)3; Aripiprazole 15 5.02

N', patients interrupting the treatment in stage 1'8; N'M, months of treatment with each antipsychotic Clozapine 300 177

drug corresponding to N'(N'olanzapinex9.2months; N perphenazinex5.6months; N'quetiapinex
4.6 months; N'risperidonex4.8 months; N'ziprasidonex3.5 months).13

Risperidone is the best scored for safety and the worst in the
opinion of the patient. Quetiapine obtained the lowest score for
efficacy, as did ziprasidone for patient compliance and experience
with use (Table 1).

Olanzapine total utility is slightly higher than perphenazine if
the cost criteria are not taken into account, with scores of 47.78
and 47.18 respectively (Table 1). In Tables 2, 3, 4 and 5, and in
Figure 1, we show the calculation of this parameter by intention
to treat. Perphenazine has a monthly cost per patient of €39.99
and olanzapine of €192 (Table 5). Perphenazine has the highest
score in this criterion due to its lower cost/day (Table 4); the costs
of administering olanzapine and quetiapine, once the patients
stopped the treatment with perphenazine in stage 1 of the CATIE
study, represent 82.65% of the total assigned to this AP (Table 5).
The lowest score of olanzapine is mainly due to its higher cost/day
(Table 4), and the greater number of months of treatment in stage
1 (Table 2), the costs of these accounting for 90.69% of the total
(Table 5).

Olanzapine has the highest cost per utility unit with a value of
€4.02 and perphenazine the lowest with a value of €0.85 (Table 1).

Tabla 3. Calculation of Cost Criteria. Months of Treatment With Each
Antipsychotic Drug During the 18 Months of the CATIE?

Treatment

After Antipsychotic Drug Initially Assigned (Stage 1), No.
Stage 1 Olanzapine Perphenazine Quetiapine Risperidone Ziprasidone
Olanzapine  4056b 366 414 420 232
Perphenazine 20 222720 13 31 0
Quetiapine 292 362 2263.4b 238 139
Risperidone 353 251 346 2742b 191
Ziprasidone 175 76 289 245 1173.5
Fluphenazine 22 14 39 17 3
Aripiprazole 47 5 65 58 89
Clozapine 155 70 195 178 54
Total 5120 33712 36244 3929.0 1881.5

aCATIE indicates clinical antipsychotic trials for intervention effectiveness; No., total months of treatment
with each AP.18
bMonths of treatment with the initial antipsychotic drug in stage 1 (Table 2).

aThe modal average doses of stage 113 are used. In the case of fluphenazine, the same daily cost as
that of perphenaine has been used, as its oral form is not marketed in Spain and this presents similar
pharmacological characteristics. The dose of aripipriazole and clozapine are the Defined Daily Doses.3
bThe drugs marketed at their lowest Public Sale Price according to the Catalogue of Medications? have
been considered.

The incremental cost per utility unit gained from switching to the
perphenazine or olanzapine alternative is €253.35 (Table 1).

Olanzapine would have the same total utility as perphenazine
if the measurement of the criteria was reduced to 72.97%, with
a value of €51.9/month/patient, as is shown in the sensitivity
analysis (Figure 2).

DISCUSSION

The standard procedure for a multi-attribute decision analysis
used in this work is a method described in the literature for selecting
drugs for use in hospitals.!4 It is an alternative to the classic cost-
efficacy alternative when it is essential to take multiple factors
into account to choose among several alternatives. In this method,
the variation of the weights of each criterion, as well as their
values on the utility scale, could change the total utility of each

Table 5. Calculation of Cost Criteria. Cost per Intention to Treat?

Treatment
After Antipsychotic Drug Initially Assigned (Phase 1), C
Stage 1 Olanzapine Perphenazine Quetiapine Risperidone Ziprasidone

Olanzapine 57 460 5185 5865 5950 3286.67
Perphenazine 3 334.08 1.95 4.65 0
Quetiapine 2749.67 3408.83 2131368  2241.17 1308.92
Risperidone 806.02 573.12 790.03 6260.90 436.12
Ziprasidone 148750 646 245650 208250 997475
Fluphenazine  3.30 2.10 5.85 2.55 0.45

Aripiprazole  393.23 4183 543.83 485.27 744.63
Clozapine 45725 206.50 575.25 525.10 159.30
Total 63359.97 1039746 3155209 1755214 15910.84
Cost/pax 192 39.99 95.32 52.08 86.94

aC indicates monthly cost of each antipsychotic drug (€)=No. of months (Table 3)x30 daysxdaily
cost (Table 4)/18 month; cost/pax, monthly cost/patient=C/No. patients assigned to each antipsychotic
drug (Figure 1).
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1493 Patients
v v v v v
Assigned to Assigned to Assigned to Assigned to Assigned to
Olanzapine Perphenazine Quetiapine Risperidone Ziprasidone
(n=330) (n=260) (n=331) (n=337) (n=183)
v v v v v
Completing Completing Completing Completing Completing
18 Months in 18 Months in 18 Months in 18 Months in 18 Months in
Phase 1: 36% Phase 1: 25% Phase 1: 17% Phase 1: 26% Phase 1: 20%
Completing Completing Completing Completing Completing
18 Months: 18 Months: 18 Months: 18 Months: 18 Months:
51% 48% 44% 42% 40%
v v v v v
Included Included Included Included Included
in Analysis in Analysis in Analysis in Analysis in Analysis
(n=328) (n=256) (n=326) (n=332) (n=182)

Figure. 1. Progression of participation in the CATIE study. CATIE indicates clinical antipsychotic trials for intervention effectiveness.

drug.!4 The weights assigned by default to the different evaluation
attributes for the APs in this study have been obtained from the
literature and classified according to their importance.! Two new
criteria have been added—compliance and the opinion of the
patient—as these measurements can be obtained from the CATIE
study due to their importance in the treatment of schizophrenia.!3.18
Patient opinion, expressed in QALY, has been considered as a
main attribute as the QALY are a measurement of the effect of
the drugs used in the pharmacoeconomic analysis of cost-utility,
with a score of 2 and not 3, as this is not a main criterion for
evaluation in the CATIES clinical trial.

The results of this work are determined by the results of the
CATIE!3 study with regard to the criteria with the greatest weight.
The reasons justifying the CATIE clinical trial were the controversy
existing in scientific literature with regard to the efficacy and
safety superiority of the atypical APs in comparison to the typical
ones,*0-11 and their high cost.3 Almost one third of the total cost
of treating schizophrenia can be attributed to APs in patients
taking second generation APs.25 In addition, this study was
conducted in conditions similar to those in current practice. The
efficacy of a typical AP was compared directly with all the new
APs on the market at the moment, using interruption of treatment
as the main criterion, a simple, common criterion in the treatment

651
60 . . —

55-/ _
—e- Perphenazine

50+ —=- QOlanzapine

45 T T T )
0 25 50 75 100

% Decrease in the Current Cost of Olanzapine

Total Utility

Figure 2. Sensitivity analysis.
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of schizophrenia. The CATIE study was sponsored by the United
States National Institute for Mental Health without any participation
on the part of the pharmaceutical industry and, therefore, without
the methodological bias attributed to the trials with AP in these
cases.+26

Perphenazine and olanzapine have very similar utility values
if the cost criterion is not taken into consideration. Perphenazine
is the drug with the highest score in this parameter and olanzapine
has the lowest. This fact is due to the different monthly cost/patient
of each AP (Table 5). In this study, in this criterion, only the direct
costs by intention to treat attributable to the AP have been taken
into consideration. The CATIE study also evaluates the costs of
hospitalisation and external resources (excluding psychosocial
rehabilitation services), and no significant differences were found
in the proportion of patients, assigned to the different APs, receiving
the different types of services, nor in their costs.!8 With regard
to the cost/day of APs, perphenazine has a very low value (Table 4)
as it is an old drug which has been available for 47 years (Table 1),
while the other APs are still under patent, with the exception of
risperidone, as generic drugs of which have now been on the
market for a few years.3 The marketing of generic drugs with
olanzapine would change the results of this study, as can be seen
in the sensitivity analysis (Figure 2). The higher number of months
of treatment with olanzapine in stage 1 (Table 2), and as a
consequence of the higher cost (Table 5), is shown in the higher
score in the efficacy criteria and patient compliance (Table 1).

The doses of the APs used in the assessment of some of the
parameters with the most weight in the study are those used in
the CATIE study and may have influenced the results (Table 4)
The daily doses of olanzapine, quetiapine, and ziprasidone were
higher than their corresponding DDD, while perphenazine and
risperidone were lower.3 However, the doses used are based on
the information supplied by the manufacturer of each drug and
on the knowledge gained in clinical practice.!3 This fact could
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be due to the fact that the doses authorised by the agencies
responsible for approving the medicines in the different countries
for their clinical use do not always coincide with the optimum
therapeutic doses?? and, on the other hand, the results could be
influenced, as is the case of risperidone, which at doses of less
than 6 mg is less likely to cause extrapyramical effects.13
Risperidone is the best scored antipsychotic drug from the safety
point of view (Table 1).

Perphenazine shows best utility score in the quality of life
criterion. This parameter was quantified by the QALY by intention
to treat, in the same way as the other studies on AP treatment of
schizophrenia.28 In this value the patient’s state of health with
regard to his symptoms and the side effects produced by the APs!8
are taken into consideration. To evaluate the symptoms, the Scale
for Positive and Negative Symptoms in Schizophrenia was used
(PANSS) to identify the symptoms and the patients’ cognitive
condition were used. Although there is some controversy regarding
the psychopathological mediators of quality of life in schizophrenia,
there seems to be consensus with regard to the impact on negative
symptoms. The negative symptoms and the seriousness of the
symptoms are responsible for the association established in
different studies between the scores on the PANSS and quality
of life scales.2?9 In spite of its dosing lower than its DDD, and that
this was chosen to reduce the possible extrapyramidal symptoms,!3
perphenazine has the best score (Table 1). In a study published
with regard to schizophrenic patients whose treatment needed to
be changed due to lack of response or adverse effects, the typical
APs showed higher scores than the atypical on the quality of life
scale chosen.30

One limitation of this study is that the results are applicable to
chronic schizophrenic patients and not schizophrenics in their
first episodes; however the first account for a high percentage of
total patients. In an epidemiological psychiatric study conducted
in Navarra a rate of subjects affected by recognisable schizophrenia
of 0.52% of the general population aged 17 years or over.3! In
the literature published figures for first episodes of schizophrenia
in a year are of 1.2-2.4 per 10 000 inhabitants of the general
population (rate adjusted by age and referring to the population
at risk).3! Consequently, of the total schizophrenic population,
between 2.31% and 4.62% are patients in their first episodes.

The results of this study are not applicable to patients presenting
late dyskinesia as in the CATIE study it was avoided assigning
perphenazine to patients suffering from this neurological effect.!3

The atypical antipsychotic drug aripiprazole has not been
included in the study as it was introduced into the market after
the CATIE clinical trial started and, consequently, there is no data
available to directly compare it with the other second generation
antipsychotic drugs. After the atypical AP sertindole was launched,
the General Directorate for Pharmacy and Health Products ordered
its withdrawal from the market based on the risk of arrhythmia
associated with its use and sudden deaths reported in patients
treated with this medication.32 In the year 2005, the European
Union’s Committee for Medicinal Products for Human Use
(CHMP) allowed it to be marketed again, but an electrocardiogram

is required before commencing treatment and regular controls
must be performed during the treatment.33 Finally, amisulphride,
an old AP used since the year 1988 in France,20 is starting to be
considered “atypical” in the American literature,34 although it
has structural, pharmacological, and clinical characteristics similar
to those of first generation sulpiride.2! With regard to typical APs,
the results of this study are only valid for perphenazine.
Perphenazine causes fewer neurological effects than haloperidole,
a typical AP commonly used as a comparative element in clinical
trials with new APs. Conventional APs are a heterogeneous group
of drugs with regard to their chemical structure and
pharmacological properties, and mainly with regard to their
incidence of side effects.21-35

In conclusion, typical AP perphenazine is the alternative of
choice for the schizophrenic patient according to the method used.
The second generation AP olanzapine also becomes an alternative
when its monthly cost/patient decreases, a circumstance that is
likely to occur as generic drugs of olanzapine coming onto the
market. It would be interesting to conduct studies directly
comparing first generation and atypical AP including not only
aripiprazole but also AP with a low incidence of side effects.
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