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ABSTRACT Antipsychotic drugs do not appear to reverse the causes of schizophrenia, 
and although they can relieve symptoms in the short to medium term, in the long term 
they may not be beneficial and could even be counterproductive. Their use should be 
limited to acute situations in which agitation and tension is disabling. The drugs have sig-
nificant adverse effects, and given the refusal of a person to continue taking them, a harm 
reduction strategy to support and monitor the withdrawal may be preferable to coercion. 
There are alternatives to neuroleptics. Prescribers should be more vigilant and consider 
the assessments of users regarding the drugs’ effects. Adherence to treatment guidelines 
is low, probably because the guidelines are based on clinical trials of deficient quality 
which consequently should be improved and extended over a greater period of time. The 
root of the problem is likely the tautology on the etiology and biological nature of what 
is known as schizophrenia, which in fact does not seem to be more than a commercial 
and ideological construct.
KEY WORDS Schizophrenia; Antipsychotic Agents; Marketing; Effectiveness; Medication 
Adherence.

RESUMEN Los antipsicóticos no parecen revertir las causas de la esquizofrenia y, aunque 
son fármacos que pueden aliviar los síntomas a corto y mediano plazo, a largo plazo 
pueden no ser beneficiosos e incluso ser contraproducentes. Su empleo debería limitarse 
a situaciones agudas con agitación y tensión incapacitante. Presentan considerables 
efectos adversos y, ante la negativa de una persona a seguir tomándolos, adoptar una 
estrategia de reducción de daños apoyando y supervisando la retirada puede ser preferible 
a la coerción. Existen alternativas a los neurolépticos. Los prescriptores deberían estar 
más atentos y considerar las valoraciones que los usuarios hacen de sus efectos. El apego 
a las guías de tratamiento es escaso, seguramente por basarse en ensayos clinicos de 
calidad deficiente, que deben mejorar y prolongarse en el tiempo. La raíz del problema 
probablemente se encuentra en la tautología sobre la etiología y naturaleza biológica 
de lo que llaman esquizofrenia, que realmente no parece ser más que un constructo 
ideológico-comercial.
PALABRAS CLAVES Esquizofrenia; Antipsicóticos; Mercadeo; Efectividad; Cumplimiento 
de la Medicación.
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INTRODUCTION

“A lot of medicines are blue-colored, 

including Haldol. I take Haldol to be under 

no illusions that I’ll end up dying mad one 

day, in a dirty place, without any food. It’s 

the way every madman ends.” (All Dogs 

Are Blue, Rodrigo de Souza Leão)

Schizophrenia is characterized by the difficulty 
to differentiate/distinguish what is real and what 
is not, with the co-presence of anxiety and de-
pression disorders and, occasionally, suicidal 
tendencies. Symptoms include tension, difficulty 
concentrating, insomnia, auditory or visual hallu-
cinations, false beliefs, and alterations in thought 
and affect. Schizophrenia is also an important 
cause of long-term disabilities; it alters social and 
family relations and entails learning and occu-
pational difficulties, loss of productivity, unem-
ployment, physical illness, and early mortality. 
Dopaminergic hyperfunction resulting from spe-
cific genetic susceptibility and, in some cases, 
infectious, toxic or traumatic susceptibilities is 
suggested as the biological base. However, for this 
disorder to manifest itself, biographic factors and 
psychosocial difficulties are fundamental.(1)

The so-called antipsychotics are considered 
the key to treat schizophrenia.(2) This denomina-
tion indicates that these drugs act specifically on 
altered neurochemical processes that cause psy-
chosis; however, less specific terminology is also 
used to refer to them: Major tranquillizers (which 
have calming effects), ataractic drugs (which in-
duce imperturbability), or neuroleptics (that take 
hold of nerves).

Soon after neuroleptic drugs were first used in 
hospitals, it was noted that they acted as an antag-
onist on dopamine receptors. The clinical potency 
of this drug was related to the affinity for these re-
ceptors. The dopamine hypothesis of schizophre-
nia was formulated.(3) If dopaminergic antagonists 
improved schizophrenia, dopaminergic hyperac-
tivity would be part of its physiopathology. It was 
already known that amphetamines increased the 
release of dopamine, induced schizophreniform 
psychoses, and could make preexisting psycho-
ses more severe; these disorders could be treated 
with neuroleptics. Post mortem studies indicated 

an overexpression of dopaminergic receptors in the 
brain of schizophrenic individuals, although this 
could be explained by the previous use of neuro-
leptics. This overexpression was also observed with 
neuroimaging techniques in vivo on schizophrenic 
individuals who had not been exposed to neuro-
leptics, but these observations were inconsistent.(4) 
The dopaminergic nigrostriatal pathway was asso-
ciated with motor control, the mesolimbic pathway 
with the control of complex behaviors and the mo-
tivational system, while the mesocortical pathway 
was associated with cognitive functions and the 
response to environmental pressure and difficulties, 
the tuberoinfundibular pathway intervenes with 
neuroendocrine regulation. These behavioral areas 
had traditionally been associated with schizophre-
nia. However, there was a temporal dissociation 
between the antidopaminergic therapeutic and ad-
verse effects. Moreover, it was difficult to correlate 
dopaminergic hyperactivity with the psychopa-
thology of schizophrenia. Thus, it was put forward 
that subcortical dopaminergic hyperactivity would 
explain the positive symptoms of schizophrenia 
(agitation, delirium and hallucinations), while 
frontal hypoactivity would explain the negative 
symptoms (apathy, abulia, lack of interest). 

As the medical use of antipsychotic drugs is 
not limited to schizophrenia treatment, and these 
drugs have been used unspecifically for the treat-
ment of very diverse disorders, a new dopamine 
hypothesis makes this neurotransmitter the final 
common pathway in the development of psycho-
sis and other disorders, intervening in a game of 
counterweights between several neurotransmitters 
that, when destabilized, create a predisposition to 
mental disorders. This increase in dopaminergic 
activity can occur before psychosis, as a result of 
changes in the environment.(5)

Several brain anatomical abnormalities have 
been associated with schizophrenia, like ventric-
ular enlargement, prefrontal atrophy, and others. 
However, these abnormalities lack the adequate 
sensitivity and specificity required to have diagnos-
tic usefulness, as they are only present in 30% to 
40% of the affected individuals, and in 10% to 30% 
of the examinations.(1) These abnormalities could 
also be caused by situations of pressure and mar-
ginalization in sensitive periods of development.(6)

As it is not possible to identify the biological 
markers of schizophrenia, diagnoses are based on 
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complaints and behaviors of patients as well as 
their temporal evolution. This information is com-
pared with the criteria for diagnosis, adopted by 
consensus of expert medical committees. Eighty 
three percent of the members who were part of 
the psychotic disorders panel of the fourth edition 
of the Diagnostic and Statistical Manual of Mental 
Disorders (DSM-IV) was being funded by the phar-
maceutical industry.(7) Diagnosis categories for 
mental disorders are not objective realities, but 
mere conventions with a remarkable ideological 
weight. Although the current denomination of 
schizophrenia dates from the 19th century, and 
it had been described since ancient times, a sat-
isfactory definition of this disorder has yet to be 
developed,(8) which gives room for data manipula-
tion. The percentage of patients with schizophre-
nia who showed improvement was of 35.4% from 
1895 to 1955, and of 48.5% from 1956 to 1985. 
This increase was believed to be the result of the 
discovery of chlorpromazine, but at the same time 
it was also due to the broadening of the diagnos-
tic criteria. After the re-emergence of more narrow 
criteria during the 1970s and 1980s, favorable out-
come rate was once again 36.4%.(9)

THE RESOUNDING SUCCESS OF 
NEUROLEPTICS

The use of neuroleptics in Spain increased by 
540% between 1985 and 2006.(10) In Australia, it 
increased by 217.7% between 2000 and 2011.(11) 
In the United States, several neuroleptics have 
been among the top-selling drugs throughout the 
years.(12) In Manitoba, Canada, the sale of neuro-
leptics increased by 227% and of neuroleptic us-
ers by 62% between 1996 and 2006.(13)

The increase of neuroleptic drug sales reflects 
several simultaneous promotion strategies: in-
creasing of the authorized indications; broadening 
the diagnostic limits through the artifice of “dis-
orders within the spectrum of…,” or defining as 
pathological what in reality is normal; promoting a 
non-specific use for behavioral disorders, and ex-
panding the use to populations such as the elderly, 
intellectually disabled persons, children, and teen-
agers. Another strategy is to promote the use of 
doses that exceed the officially recommended 

maximum limits, a more serious problem in poly-
pharmacy cases. 

Towards the mid-20th century, there was a 
wave of therapeutic optimism associated with 
the introduction of chlorpromazine, which could 
not be attributed to decisive tests of its efficacy. 
At that time, psychodynamic treatments were no 
longer used, and the physical psychiatric treat-
ments available were cruel. Tranquilizers com-
mercialized at that time (barbiturates, carbamates, 
bromides) presented different management diffi-
culties: paradoxical excitement prior to sedation; 
lethal dose too close to therapeutic dose; possi-
bility of causing toxic psychosis, confusion, and 
a high risk of dependency; abuse and withdrawal 
reactions. These difficulties did not occur in chlor-
promazine treatments and, when its sedative ef-
fect was tested with favorable outcome, it soon 
substituted its predecessors.(14)

The arrival of chlorpromazine to the pharma-
ceutical market in the US was highly successful; 
in 1955, the company SmithKline&French had a 
turnover of 75 million USD.(15) That same year, 
three out of ten prescriptions dispensed were for 
tranquilizers, and in the State of New York, one 
out of two.(16) The bibliography distributed by the 
pharmaceutical industry among the medical-phar-
maceutical professionals was misleading in two 
aspects. First, it described the drug in a way that 
led to indiscriminate use for almost any problem, 
emotional state or life stage, profession and/or cir-
cumstance. Second, it made little to no mention 
of the drug’s adverse effects, contraindications or 
long-term use; at most, the bibliography would in-
dicate that research was still ongoing, inducing a 
false sense of security. The professional and gen-
eral press gave the impression that a “psychiatric 
aspirin” had been discovered, a “happiness pill” 
that eased mental and emotional pain and was a 
cure for the psychopathology symptoms.

In 1957, the article written by Brill and 
Patton(17) reported an expansion of the use of 
tranquilizers (chlorpromazine, mainly) of 250% 
during 1955 and 1956 at psychiatric hospitals in 
the State of New York. Meanwhile, there was a de-
crease of 500 patients in the residential population 
and a further similar number between 1956 and 
1957, as compared to an average annual increase 
of 2,000 in the prior decade. Moreover, a reduc-
tion in the practices of isolation and mechanic 
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restraints was observed in these institutions. These 
changes mainly affected schizophrenic individu-
als and occurred in an abrupt manner. This was 
attributed to the use of neuroleptics. 

This conclusion was criticized as a cause-
and-effect relation could not be established be-
tween these events. To establish this relation, 
it was at least necessary to do a cohort analysis 
comparing results between neuroleptic-exposed 
and non-exposed subjects. Epstein et al.(18) ana-
lyzed the discharge rates at psychiatric hospitals 
of California, the analysis criteria being whether 
or not the patients had received ataractic drugs, 
and whether or not the hospital made intensive 
use of these drugs. The research focused on white 
males of 24-44 years of age who had been admit-
ted for the first time in 1956 and 1957. In 1956, 
673 subjects were admitted; 36% received atarac-
tic drugs during the first 6 months, of which 63% 
was discharged after six months and 74% after 18 
months, as compared to 67% and 88% of non-
drug treated patients, respectively. In 1957, 740 
subjects were admitted; 48% received ataractic 
drugs, out of which 64% was discharged after six 
months, as compared to 71% of non-drug treated 
users. When a comparison was made between the 
three hospitals that treated the largest proportion 
of their patients with ataraxic drugs and the three 
that treated the smallest proportion, the total hos-
pital retention rates were the same in 1956, and 
in 1957 the retention rates of the first group were 
slightly higher. In the high drug usage hospitals, 
49% of the patients were drug treated in 1956, 
and 63% in 1957; in the low usage hospitals, the 
corresponding numbers were 26% in 1956, and 
34% in 1957.

The first non-controlled chlorpromazine trials 
resulted in very positive assessments, but it was 
soon recognized that the enthusiasm had to be 
curbed. The “psychiatric penicillin” had not been 
discovered by then. After the first placebo-con-
trolled and crossed design clinical trials, it was 
clear that chlorpromazine was strictly indicated for 
states of increased tension and excitation. It was 
effective against any serious state of hypermotility 
and increased abnormal initiative, but had no effect 
on delirium and hallucinations. Neuroleptics were 
called chemical “straitjackets” and “lobotomies.”(14) 

In the first comparative studies, neuroleptics 
were superior to their barbituric predecessors. A 

12-week-long research study(19) conducted on 641 
male schizophrenic patients upon first admittance, 
double blind and randomized, compared five 
branches of neuroleptic treatment (chlorproma-
zine, triflupromazine, mepazine, prochlorpera-
zine, perphenazine) against each other and against 
phenobarbital. Treatments were initiated with 
equivalent doses of each drug, which were grad-
ually increased in a predetermined manner and 
were then adjusted with clinical criteria. Twenty-
four different clinical criteria of change were em-
ployed. Average daily doses of chlorpromazine 
were of 635 mg and 50 mg of perphenazine. The 
trial was completed by 74% of the subjects. Only 
21 patients were discontinued from treatment be-
cause of adverse reactions. The five different types 
of neuroleptics were more effective than pheno-
barbital, and all five of them were equally effec-
tive, except for mepazine, which was less effective. 
Clinical criteria of change that showed most im-
provement were: resistiveness, belligerence, think-
ing disturbance, and degree of illness.

Is there no treatment without neuroleptics?

Cole et al.(20) compared the effect of three neuro-
leptics (chlorpromazine, fluphenazine, and thiori-
dazine) against placebo in a randomized, parallel 
clinical trial of six weeks, on 463 acute schizophre-
nia patients of recent hospitalization. Doses were 
adjusted according to flexible clinical criteria result-
ing on an average daily dose equivalent to 650 mg 
of chlorpromazine. The assessments were carried 
out by psychiatrists and nurses. The study was com-
pleted by 74% of the subjects, and most of the pre-
mature dropouts as a result of lack of efficacy were 
from the placebo group. The condition of no drug-
treated subject worsened, 5% remained stable, 20% 
showed minimal improvement, and the remaining 
75% showed “significant or very significant im-
provement.” Of the placebo group, 40% showed 
“significant or very significant improvement.” Out 
of 21 factors, the 13 that greatly improved were: so-
cial participation, confusion, self-care, hebephrenic 
symptoms, agitation and tension, slow conversa-
tion, incoherent conversation, irritability, environ-
ment indifference, hostility, hearing hallucinations, 
persecutory ideas, and disorientation. Neuroleptic 
effect transcended mere tranquilization. 
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The project mentioned above had a second 
part,(21) which focused on the community adjust-
ment of the patients who had been discharged. 
Out of 344 subjects that completed the previous 
study, 299 (87%) were discharged, 176 (59%) 
of which did not require rehospitalization the 
following year, and 78 out of the 123 who have 
been rehospitalized were discharged once more; 
as a result, one year after the original study was 
conducted, 254 subjects were living as part of 
the community. Sixty-eight percent of this group 
showed minimal or no psychopathology. Only 
11% could be described as functioning as well as 
the average person in the community, although 
most (68%) had returned to their prior functional 
level, and 57% was considered active or moder-
ately active. Among actual or potential wage-earner 
patients, 12% had not been employed during that 
year, 58% had been employed at the end of the 
follow-up period, 68% of which had a job in ac-
cordance with their level of education and 54% 
was economically self-sufficient. Sixty-four percent 
of the housewives were carrying out their activi-
ties adequately. When attempting to determine the 
influence of the diverse, personal, and premorbid 
factors and of the treatment on social adjustment, 
it was found that the subjects in the placebo group 
had the least probability of rehospitalization. There 
was a positive correlation between improvement 
upon discharge and absence of psychopathology 
one year after discharge in subjects that received 
neuroleptics. Eighty percent of the non-drug 
treated group and the group that used them contin-
uously after discharge attended their jobs regularly; 
but this happened in only 56% of the patients who 
received drugs only sporadically.

In another research study,(22) 80 schizophren-
ics of 16-40 years of age, most of which had one 
or no previous hospitalization, were randomly 
assigned double blindly to either placebo or 
chlorpromazine medication (up to 900 mg per 
day). Upon discharge, patients who received 
chlorpromazine were significantly better than the 
subjects who received placebo. Patients were fol-
lowed for three years after discharge. Outpatient 
treatment was not supervised by the research 
team, so patients were divided in four categories 
in the final outcome analysis, based on the ran-
domly assigned medications and on the use of 
neuroleptics during follow-up: 24 subjects in the 

PL-Off group (placebo condition in the hospital 
and off neuroleptics during follow up), 17 in the 
PL-On group (placebo condition in the hospital 
but neuroleptic condition during follow up), 22 
in the CPZ-On group (chlorpromazine condition 
randomly assigned and continued receiving neu-
roleptics during follow-up) and 17 in the CPZ-Off 
group (chlorpromazine condition randomly as-
signed but off neuroleptics after discharge). At the 
last follow up, 39 subjects were taking neurolep-
tics and received the medication regularly at least 
two-thirds of the time; 41 subjects were off neuro-
leptics and had not taken this medication at least 
two-thirds of the time. PL-Off group showed a sig-
nificant improvement superior to the other three 
groups, and there were no differences between 
PL-On and CPZ-On. Eight percent of the subjects 
in group PL-Off required rehospitalization, 73% of 
the CPZ-On group, 53% of the PL-On group, and 
47% of the CPZ-Off group. 

Subsequently, a randomized research study 
compared five different treatments: milieu ther-
apy alone, milieu therapy plus psychoanalytical 
psychotherapy, milieu therapy plus neuroleptics, 
milieu therapy plus psychotherapy and neurolep-
tics, or milieu therapy plus electroconvulsive ther-
apy.(23) Follow-up extended for up to five years. The 
groups that received neuroleptics or electroconvul-
sive therapy showed better results initially, but this 
difference in results dissipated after three years.

The above mentioned research studies show 
a short-term superiority of neuroleptics against 
placebo when treating acute schizophrenia ep-
isodes. This superiority has been confirmed by 
meta-analysis.(24)

The duration of untreated psychosis has a neg-
ative effect on the subsequent response to neuro-
leptics and it was decided that, as routine, all cases 
should be treated immediately, as it was consid-
ered that a delay in the beginning of the treatment 
to allow time for spontaneous remissions to occur 
(schizophreniform disorders) would be detrimen-
tal for the patient and, thus, the ethical decision 
was to initiate the treatment without delay, when 
the first symptoms appeared. A meta-analysis(25) 
was performed, which included comparative, qua-
si-experimental, and random assignment studies 
on first or second episode schizophrenia spectrum 
subjects, with at least one unmedicated control 
group and a minimum follow up of one year. 
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Research studies in which subjects were with-
drawn from prior antipsychotic treatment were 
excluded. Six research studies were found, with 
a total of 623 subjects. There was no evidence of 
damage related to non-neuroleptic therapies, even 
when randomized research studies were the only 
ones analyzed.

Schizophrenia normally presents a prodro-
mal period of one to three years, with non-spe-
cific behaviors and psychological symptoms, 
functional deterioration, and brief sporadic mit-
igated psychotic manifestations. Between 22% 
and 40% of individuals with these characteristics 
develop a frank psychotic episode before a year 
and are in ultra-elevated risk of transition to psy-
chosis. To prevent or delay this episode could 
prove useful. A recent revision(26) included ran-
domized research studies, which evaluated the 
effect of any intervention to prevent the transition 
to psychosis in persons with prodromal symptoms 
but with no prior episodes. Out of 11 studies in-
cluded, in five of them, neuroleptics were used 
(risperidone, olanzapine and amisulpride). It was 
concluded that neuroleptics have not shown ef-
fects in preventing the beginning of psychosis, 
although some complex psychological therapies 
do achieve this prevention. 

Do neuroleptics prevent relapses?

An indefinitely continued neuroleptic treatment is 
recommended to avoid schizophrenic relapses.(2) 
A recent meta-analysis(27) that included 65 clinical 
trials, a total of 6,493 subjects, supports this use. 
After a period of stability, groups that had contin-
ued the neuroleptic treatment were compared to 
others who had this drug replaced by placebos. 
Relapses after one year were of 27% in the neuro-
leptic groups, as compared to 69% of the placebo 
groups; rehospitalizations were of 10% and 26% 
respectively. Drug-treated groups presented more 
adverse effects than the placebo groups. The aver-
age duration and mode of the clinical trials were 
of 26 weeks, and very few had a duration of one 
year, and only one of two years. A meta-regression 
found that the longer the follow-up, the smaller 
the difference of relapses between placebo and 
antipsychotic drug groups, to the point where 
there was no longer a difference after two years. In 

all of the research studies included, the withdrawal 
of stabilizing neuroleptics to be substituted by pla-
cebo, in general, was abrupt, and although in 11 
studies it was described as gradual, with an aver-
age of 28 days, it is considered a fast withdrawal. 
In placebo groups, there was a higher incidence of 
dyskinesia, a symptom of neuroleptic withdrawal. 
After four to six weeks since the withdrawal of 
chronically used neuroleptics, some patients ex-
perienced a worsening of positive symptoms, 
with agitation and akathisia, as well as vegetative 
manifestations and, generally, preceded by dyski-
nesias.(28) Therefore, rather than proving the useful-
ness of continuous drug use in relapse prevention, 
what is shown is an increase of the psychosis risk 
as a result of withdrawal, in other words, not a ther-
apeutic effect, but a toxic result.

A two-year research study,(29) with first-ep-
isode subjects aged 18-45 years, attempted to 
determine how the reduction or early discontin-
uation of neuroleptics, as compared to the con-
ventional maintenance treatment, affected the 
relapse risk and social and vocational functioning. 
A total of 131 subjects were recruited who, after 
six months of symptom remission, were random-
ized, then observed in an open follow-up of 18 
months. One hundred and twenty-eight subjects 
completed the study, 43% of the reduction-with-
drawal group relapsed, and 21% of the mainte-
nance group relapsed. There were no differences 
in functional outcomes. All the subjects who com-
pleted the research study were invited to continue 
follow-up for up to seven years.(30) During this pro-
longed follow-up, treatment was established by 
the clinical team and not by the researchers. The 
primary outcome was the rate of recovery, defined 
by symptomatic and functional criteria, according 
to the group they had been assigned to in the ini-
tial research study. After seven years, 103 subjects 
were located, including 51 of the maintenance 
group and 52 of the reduction-discontinuation 
group. Subjects who were not located showed no 
differences when compared to subjects who were 
located. Recovery rate at the seven-year follow-up 
was 17.6% in the maintenance group, and 40.4% 
in the reduction-discontinuation group. The high-
est recovery rate in the reduction-withdrawal 
group was a result of an improved functional 
state, while the symptomatic states were similar in 
both groups. There were no differences in acute 
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fare-ups. Survival curves in both groups became 
closer until the third year, where they crossed. 
Overall, 67 subjects had at least one relapse epi-
sode during the seven-year follow up. Thirty-five of 
them were in the maintenance group, and 32 were 
in the reduction-discontinuation group. Thirty-six 
subjects suffered no relapses, 20 of which were in 
the reduction-discontinuation group and 16 in the 
maintenance group. 

A twenty-year follow-up study(31) attempted to 
estimate the frequency and severity of psychosis 
experienced by schizophrenic patients with main-
tained neuroleptic treatment, and whether it is less 
severe when neuroleptics are not used. For this 
purpose, a cohort of 139 subjects was recruited 
(70 schizophrenic patients and 69 mood-disor-
dered patients for the control group) who were 
assessed prospectively during hospitalization as a 
result of their worsened condition at the beginning 
of disorder, and two, four-and-a-half, seven-and-
a-half, ten, fifteen, and twenty years later. These 
subjects came from successive admissions to two 
hospitals. Interviewers did not know the diagnosis 
of the subjects, the results of prior assessments, 
or the objective of the study. Inter-rater reliability 
was satisfactory. When assessed, between 62% 
and 67% of the subjects in the schizophrenia 
group received neuroleptics, between 3% and 
14% received other non-neuroleptic psychoac-
tive drugs, and between 23% and 31% received 
no drugs. The median antipsychotic dose at ten 
and fifteen-year follow-ups was equivalent to 575 
mg and 500 mg of chlorpromazine, respectively. 
When all the assessments were performed, 25 sub-
jects were receiving neuroleptics (group one); 24 
received neuroleptics only in a percentage of the 
assessments (group two); and 15 did not receive 
neuroleptics in any assessment (group three). For 
six subjects, there was data of less than four assess-
ments. When assessed, between 56% and 78% of 
the subjects on neuroleptics presented psychotic 
activity, as compared to between 17% and 27% of 
the subjects that were non-drug treated. Moreover, 
while in group one, 68% to 86% presented psy-
chotic activity, in group three, the percentage 
was between 7% and 60%. Psychotic symptoms 
caused social life and instrumental capacity alter-
ations, from moderate to severe, to between 35% 
and 73% of the subjects in group one, and be-
tween 0% and 30% in group three. The differences 

between drug treated groups and non-drug treated 
groups reached statistical significance after the 
four-and-a-half-year assessment. Seventy-two per-
cent, 46% and 7% of groups one, two and three 
respectively presented psychotic symptoms in at 
least four assessments. Only twelve schizophrenic 
subjects presented no psychosis in all follow-up 
assessments; seven of them were in group three 
and the other five were in group two. Complete re-
covery was defined as the absence of positive and 
negative symptoms as well as no rehospitalization, 
the existence of social contacts, and having a job 
for at least half of the year prior to the assessment. 
Two subjects of group three were in complete re-
covery in all assessments. Half of the subjects in 
group one suffered no psychotic symptoms in at 
least one of the follow-up assessments, indicating 
potential for recovery.

Among the affective psychosis controls, 
similar results were observed. In the last assess-
ment, 28% was receiving neuroleptics and 37% 
non-neuroleptic drugs. Only 12% presented psy-
chotic activity in more than three assessments, 
and the rate of subjects with psychotic activity at 
the seven-and-a-half and ten-year follow ups was 
higher in neuroleptic users.

At least a fraction of schizophrenic patients can 
manage without long term continuous neuroleptic 
use. Lack of interest and emotional indifference 
state, while beneficial during an acute episode, 
might be detrimental to long-term personal, social, 
and instrumental recovery of the individual.

Are neuroleptics tolerated and safe?

It is frequent that clinical trials with neuroleptics 
inform only of the adverse effects that appear with 
a frequency of ≥5%, and even ≥10%. Non fre-
quent but severe effects can go unnoticed. It is not 
certain that reports of clinical trials always inform, 
as is mandatory, the frequency of the “death” 
result. The result “losses as a result of adverse 
events,” tends to mix adverse effects and lack of 
response as well as worsening of psychosis; thus, 
it is not a good indicator of tolerability-security, 
but a mixed one of tolerability and efficacy. An 
important number of individuals treated with neu-
roleptics suffer from adverse effects,(24,27) which 
affect their lives’ quality.
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In the course of a year, 37% to 44% of pa-
tients develop pseudoparkinsonism, 26% to 35% 
develop akathisia, 1.1% to 4.5% develop tardive 
dyskinesia(32); dyskinesia prevalence increases with 
the continuous use of narcoleptics. Anticholinergic 
adverse effects are also very frequent: in clinical tri-
als, 10% to 20% suffered from blurred vision, the 
same amount suffered constipation, dry mouth 5% 
to 33%, micturition difficulties 10%, 4% to 42% 
from hypersalivation and drooling; centrally, they 
interfere with cognitive capacities.(33) Thirty-three 
percent of hospitalized patients on neuroleptics 
were obese, 68% presented dyslipidemia, 64% 
presented hypercholesterolemia, and 30%, hy-
pertriglyceridemia.(34) Hyperprolactinemia was de-
tected on up to 42% of male patients and on 75% 
of female patients using neuroleptics, which leads 
to gynecomastia, galactorrhea, menstrual irregulari-
ties, infertility, sexual dysfunction, gonadal atrophy, 
acne, and female hirsutism; long-term wise, it can 
cause osteoporosis, bone fractures, and breast can-
cer.(35) Six percent to 20% of neuroleptic users suf-
fer from enuresis.(36) Of the subjects on clozapine, 
2.7%suffer from seizures, and 0.8% of the cases 
suffer from agranulocytosis. Thirty nine percent of 
the subjects on olanzapine suffer from somnolence, 
and subjects treated with other neuroleptics suffer 
from somnolence more frequently.(37) Eight percent 
of the subjects show lengthening of the rate-cor-
rected QTc on the electrocardiogram (predictive 
marker of sudden death).(38) Pulmonary thrombo-
embolism has also been associated with the use of 
neuroleptics.(39)

Most of the adverse effects are doses depend-
ing and are more pronounced in polytherapy cases. 
Neuroleptic polypharmacy and mega-doses are fre-
quent, due to the use of other psychotropic drugs 
for psychiatric comorbidity, and of other prescribed 
drugs for physical health problems, or to treat ad-
verse effects. Polypharmacy entails more risks of 
drug interactions and adversities. Physicians tend to 
understimate, when compared to user perception, 
the frequency and severity of the adverse effects 
of neuroleptics in almost all areas: psychic, neuro-
logic, autonomic, and others.(40) 

Brain anatomical anomalies identified in 
schizophrenia and its progression in time can be a 
cause (they make the patient susceptible) or conse-
quence of the disorder (they become more severe 
with psychological pressure and isolation), or an 

effect of treatment (toxic effect of neuroleptics). 
Two hundred eleven subjects were prospectively 
followed since their first psychotic episode for four-
teen years (mean period 7.2 years), and between 
two and five MRI brain scans were collected. It was 
aimed at determining the contribution of four po-
tential predictors of brain volume loss: illness du-
ration, antipsychotic treatment, illness severity, and 
substance abuse. General and specific brain tissue 
volume decrement was associated with the inten-
sity of the neuroleptic treatment after controlling 
the effect of the other three predictors. The more a 
patient was treated with neuroleptic drugs, the big-
ger the gray matter loss. Illness severity had a mod-
est effect, and substance abuse did not present an 
important association, after controlling for effects 
the other predictors.(41) Subsequently, the impor-
tance of the intensity of the antipsychotic treatment 
was ratified, and the duration of relapses was added 
as another variable that significantly predicts brain 
tissue loss,(42) although “relapse” was defined after 
data collection. A meta-analysis associated the lon-
gitudinal reduction of gray matter in schizophrenic 
patients with the accumulated exposure to neuro-
leptics throughout time, but not with the changes in 
the symptomatology, nor with the duration of the 
disorder.(43)

Schizophrenic patients have excess mortal-
ity.(44) During the period of time between 1999 and 
2008, the mortality rate for schizophrenic patients 
was 20% and 9.37% for individuals who had not 
been diagnosed. This excess affected younger in-
dividuals, lessening with age, to the point of not 
affecting people over 90 years old. This difference 
was present in all causes of death, except cancer. 
However, mortality due to pulmonary cancer was 
higher among schizophrenic individuals. Excess 
mortality was kept after performing adjustments. 
This has been attributed to the mental disorder, the 
difficulties of self-care, sedentarism, smoking, sub-
stance abuse, and adverse effects of neuroleptics.

Researchers(45) have found that the risk of death 
in schizophrenic individuals was lower for patients 
who used neuroleptics until their demise, com-
pared to patients who were not using them at that 
moment. It was also found that the risk of death was 
significantly lower in subjects with continuous use 
of neuroleptics than in subjects who had not taken 
this drug outside of hospital care. There was an in-
verse relation between mortality and accumulated 
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duration of neuroleptic use. However, the mortality 
rate was especially low for individuals whose ac-
cumulated duration of neuroleptic use was of less 
than six months, but in-hospital deaths were not re-
corded, neuroleptics treatment tends to be halted 
in patients who are severely ill, and subjects who 
do not comply with treatment can present worse 
health for other reasons.

DISCREPANCIES BETWEEN EVIDENCE 
AND PRACTICE	

Recommendations and guidelines to help with the 
process of making therapeutic decisions in schizo-
phrenic cases have been developed(2) based on the 
best evidence available. The use of neuroleptic 
drugs as instructed by these guidelines has been 
associated with a higher reduction of psychopa-
thology and less adverse effects.(46) However, the 
application of these guidelines seems to be more 
the exemption than the rule.(47) Clinical trials are 
likely to have a defective design, or there maybe is 
a publication or patient selection bias. 

Out of 2000 clinical trials for schizophrenia 
published between 1948 and 1997, 64% were 
low quality, and only 1% reached the maximum 
score. Only 4% described adequately the assigna-
tion method for control and experimental groups. 
Only 22% described the blinding method used, 
and only 42% described what had happened with 
the study dropouts. Only one discussed adequately 
the problem of statistical power, and only three 
had big enough samples to detect a difference of 
20%, with a signification of 5% and a potency of 
80%. Fifty percent had less than 50 subjects. Fifty 
percent lasted ≤ 6 weeks, and only 19% lasted > 
6 months. Eighty-six percent assessed drugs used; 
63% assessed changes in symptoms as their main 
outcome, employing 640 different scales; 20% as-
sessed the global symptomatology. Variables with 
direct clinical meaning such as “daily life activi-
ties” or “global performance” were assessed in 4% 
and 6%, respectively. Only 22% assessed adverse 
effects. Ninety-one percent of these clinical trials 
were developed in the US or Europe.(48)

A decade later there were 10,000 clinical tri-
als on schizophrenia,(49) but their accessibility was 
reduced; only 28% was available at PubMed. The 

subjects’ median increased to 60 per clinical trial, 
but the number of duplicated publications was 
also higher. Currently, 25% of the clinical trials are 
from China. No other changes have occurred.

Information regarding commercialization ap-
plication of eight neuroleptics was used to identify 
24 premarketing clinical trials, 20 of which had 
been published; the effect sizes published were, 
on average, 8% higher than what the approval 
documents stated. Out of the remaining four, three 
showed no superiority when compared with the 
placebo and the remaining one showed no supe-
riority when compared to the active comparator.(50)

Clinical trials of neuroleptics for schizophre-
nia tend to exclude subjects with suicidal tenden-
cies or with a substance abuse problem, which 
could have a negative effect on the external valid-
ity of the outcomes as a result of selecting a type 
of subject different from the ones treated during 
routine assistance. The same can be said about 
participation disposition. However, when the re-
sults of a 12-month-long research study that did 
not contemplate these exclusion criteria were 
compared the presence of these comorbidities, no 
differences were found in treatment discontinua-
tion, study dropouts, psychopathology, or social 
functioning. Although, the firsts did show more 
depressive tendencies and were rehospitalized af-
ter a shorter period of time; these differences were 
associated with substance abuse and not with 
suicidal tendencies.(51) When the characteristics 
of the subjects who participated in a clinical trial 
with neuroleptics were compared to the non-par-
ticipants that fitted the inclusion/non-exclusion cri-
teria, no differences were found, except for the fact 
that the latter were more likely to have been hos-
pitalized for physical reasons the year prior to the 
research.(52) These differences imply a more careful 
use of neuroleptics.

Over time, there has been a progressive reduc-
tion of the difference between the efficacy of pla-
cebo and neuroleptics in clinical trials performed 
between the years 1991 and 2006, as a result of an 
increase in the placebo effect and the reduction on 
the effect of the neuroleptic, even as active control-
lers. This has taken place despite the rise in subject 
numbers, the reduction of study dropouts, mainte-
nance of the baseline symptom severity, and the 
improved quality of the studies.(53) In this context, 
conducting clinical trials controlled by placebo is 
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ethically imperative, against the proposal of only 
using an active control in clinical trials on the use 
of neuroleptics to treat schizophrenia.

What do neuroleptic users experience?

Half of neuroleptic users have experienced with-
drawal symptoms,(54) which appear after treatment 
discontinuation; some of these symptoms are 
similar to the symptoms that motivated the pre-
scription; others are new, with a variable inten-
sity and moment of origin depending on certain 
pharmacological characteristics, the type of use, 
and the individual under treatment. Frequently, 
these symptoms are construed as evidence of the 
persistence of the initial disorder and the need 
to continue treatment. Afterwards, patients and 
physicians are reluctant to new withdrawals, as 
they fear a “relapse.” Other patients insist on 
neuroleptic discontinuation, in general, as they 
perceive that the benefits do not compensate the 
adverse effects.(55)

In neuroleptic clinical trials, global quitting 
rates range from 33% to 42%.(24,27) In medical rou-
tine conditions, approximately 40% of the patients 
fail to carry out the neuroleptic treatment before a 
year, and 75% before two years. It is considered 
as lack of therapeutic adherence when the subject 
takes less than 80% of the prescribed dose, but 
only 17% of the subjects take one-fifth or less of 
the prescribed neuroleptic doses.(56) Long-term 
injectable neuroleptic prescription is the strategy 
that is most used to improve fulfillment. Its use is 
based on the results of “mirrored” studies which 
compare relapses before and after its use, being 
each patient its own control,(57) a design with a 
high risk of bias. In randomized clinical trials with 
parallel control, they have not showed to be more 
effective or safe than oral neuroleptics.(58)

Mandatory outpatient treatment, adminis-
tered by judicial order against the subject’s will, 
does not seem to solve the problem either; it is 
also supported on “mirrored” studies”, while ran-
domized studies with parallel control show no ad-
ditional benefits.(59)

As a result of the coercive answers to the com-
plaints about treatment and the attempts of neuro-
leptic abandonment, the subject makes changes 
in the treatment that allows them to exercise their 

autonomy but which they hide, resulting in the 
therapist having false data. When this happens, 
it is considered that there is a lack of conscious-
ness of the disorder. If symptoms appear, these 
are considered refractory, and “mega-doses,” 
polytherapy, and coaction are used, which form 
an ascending spiral of unpleasant effects and de-
stabilize the patient. Eventually, a rupture of the 
therapeutic relation, or a more tragic outcome, “le-
gitimizes” the environment to force treatments up 
to irrational and immoral limits. Conversely, the 
participation of the subject in their treatment, lis-
tening with attention to the difficulties they are ex-
periencing, and looking for an agreement between 
objectives with the patient would be an adequate 
response. Even when dealing with a subject who 
wants to completely discontinue neuroleptic use, 
implementing a damage reduction policy would 
prevent the abrupt discontinuation of treatment 
with patient follow-up loss, and it would also al-
low the possibility of offering new alternatives.(60) 

Neuroleptics are, above all, psychoactive 
drugs and produce an altered and unpredictable 
physical and mental state, which interacts with 
the experience of upsetting feelings and disability, 
which had led the subject to ask for help. It can be 
useful if it entails the suppression of some of their 
afflictions. This unspecific effect can be reflected 
in the scales of symptom evaluation. Clinical trials 
are focused on a limited group of complains and 
results, and they relegate the rest to a collateral 
effect category, which makes it difficult to iden-
tify the complete range of long-term psychoactive 
and physical effects of neuroleptics. There also is 
a lack of information on their long-term effects, in-
cluding the withdrawal effects.

Some scholars describe the effect of neuro-
leptics as “a petrification of emotions, blocking 
a person’s initiative,” “their curiosity and intel-
lectual initiative transform in phlegmatic and ro-
botic attitudes,” “emotional neutrality without 
consciousness disorders”, and “psychic straitjack-
ets.”(61) Upon asking young individuals who had 
been prescribed neuroleptics, but who had yet to 
experience the effect of this drug, about their ex-
pectations, their answers were: “a lot of help to 
eliminate my thoughts and to make the symptoms 
not bother me;” however, when asked after six 
weeks of continuous use, the patients said that the 
neuroleptics had caused a state of “indifference 
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and detachment over symptoms.”(62) At an open 
access internet database, where neuroleptic users 
shared their experiences, the predominant sub-
jective effects described were sedation, cognitive 
impairment, and emotional flattening or indiffer-
ence.(63) This information is consistent with the 
role of dopamine in processes associated with the 
ability to experience pleasure and motivation.

How are therapeutic decisions taken?

A second relapse schizophrenia case was pre-
sented to all individuals attending a psychiatry 
congress, and they were asked if they would pre-
scribe a depot neuroleptic treatment or if they 
would continue oral treatment. Most of the partic-
ipants recommended the first option. Afterwards, 
when presented the same case and options, pa-
tients asked them “what would you do if you were 
me?”, and the answer was the same. Lastly, they 
were told to imagine that they were the protago-
nists of the case; then the answer changed, most of 
them chose to continue oral treatment.(64)

At another occasion, two case-scenarios were 
presented. In the first case-scenario, a patient had 
to be treated with one of two new neuroleptic 
drugs, of which they are given information in a 
12-item list (six benefits and six risks), and they 
were asked to request more information. In the 

second case-scenario, schizophrenic patients were 
about to initiate a depot antipsychotic treatment, 
of which a 10-item list is provided (five benefits 
and five risks), and the psychiatrists were asked 
about which items they would talk about with the 
patients. In the first case, the psychiatrists asked 
about significantly more information regarding 
risks to inform themselves, but when informing 
the patients, the situation was inverted, and they 
put more emphasis on the benefits.(65) 

CONCLUSIONS

Based on the information presented, we can con-
clude as follows:

1.	The data used to recommend continuous use of 
neuroleptics to treat schizophrenia is far from 
adequate to maintain it. The quality of research 
done on this subject must be improved in trans-
parency, sample size, and follow-up duration.

2.	During assistance, the improvement of thera-
peutic compliance should go hand-in-hand with 
medical training and active participation of sub-
jects in their own treatment. Coercive methods 
to impose treatment are not acceptable, regard-
less of other ethical considerations, on account 
of their ineffectiveness.
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