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really effective for most of the patients when they are studied
individually. Thus, using the same dose of RSP, very differ-
ent levels of this and its metabolite in blood are found for
each patient so that their therapeutic responses are also
very different. Therefore, there does not seem to be a gener-
al dose that can be used to extrapolate the responses of
each subject in question. If the global responses or a large
number of cases are considered, the inevitable tendency is
to increase the supposed effective dose required for each
subject. On the contrary, when analyzed individually, it is
observed that a high percentage respond favorably with do-
ses much lower than 6 mg/day and with the subsequent ab-
sence of extrapyramidal symptoms4,8-14. Furthermore, it is
admitted that a minimum dose of RSP in the brain is suffi-
cient to induce an antipsychotic effect.

Finally, the presence of the pharmaceutical company
Janssen in this work lead to a large component of suspicion,
supporting, for example, Friedman and Richter15, who,
when reviewing studies having conflicts of interests found
an enormous correlation with positive findings, as occurs in
the case in questions (p<0.001, equivalent to a confidence
interval greater than 99.9%).

On the other hand, if we compare the cost between treat-
ment with RSP (capacity to block the 5HT2 and D2 recep-
tors) with the classical haloperidol (Hp) one (only the D2)
we find an enormous difference between both products.
(www.vademecum.medicom.es/producto_detalle.cfm). 

While a daily dose of 5 mgs/day of HP would cost 1.65
euros/month, that of RSP (6 mgs/day) would be 140.77 euros/
month and at least 72 euros more if we use the controver-
sial dose proposed previously of 9 mgs/day.

However, the use of RSP can counteract the differences
in cost if the responses are analyzed individually. Thus, a re-
cent study13, using relatively small doses of RSP (mean: 3.3
mg/day) and HP (2.9 mg/day), demonstrated similar results
in the treatment of the first episode of schizophrenia, but
with a smaller percentage of relapses. Furthermore, what is
of great clinical important, there was less EPS (better com-
pliance and quality of life, with fewer subsequent drop-

The use of unnecessarily high doses of risperidone (RSP)
is a common practice in some reference hospitals of the Va-
lencian Community. Even though two studies1,2 initially
supported a standard dose of 6 mg/day, only a third one to-
tally defended treating the different types of schizophrenia
with high doses of RSP. Thus, this work published by Gutiér-
rez et al. in 19983 seems hypothetically to be the alma ma-
ter of our initial premise due to the unquestionable high
scientific-social visibility of its authors, the high number of
cases studied and due to the Spanish journal that published
it, having greater repercussion than its namesakes written
in English in view of the low historical Spanish production
in international journals. Furthermore, they absolutely con-
cluded that those patients treated with RSP doses above 
9 milligrams/day were hospitalized for fewer days (25.3 days
versus 32.1 days, than when the dose was less than 6 milli-
grams), and that RSP was well tolerated by at least 90.7%.
However, they did not clarify what percentage of patients
there was per interval, the range and mean age of each
group, or the individual data of within-group response. These
results clearly contrast when the international literature is
analyzed. Thus, Nyeberg et al., in  19994, stated that a 6 mg/
day dose would produce a mean occupancy of D2 dopami-
nergic receptors of 82%. This is sufficient to produce ex-
trapyramidal symptoms (EPS). At the same time, they warned
about the advisability of not exceeding 80% occupancy, 
corresponding to a 4 mg/day RSP dose. The EPS also worsens
with age5,6, increasing 30% per decade after 42 years of age7.
Thus, considering that the Gutiérrez et al. samples ranged
from 18-87 years, with a mean age of almost 34 years, the al-
most total absence of EPS is very difficult to agree on.

A possible methodological explanation for the exaggera-
ted optimum dose reported by Gutiérrez et al. is provided by
Nyberg et al., 19994. He stresses that the standard dose 
obtained from the analysis of large groups of patients, as
occurs in the Spanish work, is generally greater than that
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outs)  in the RSP treated group. This can be explained be-
cause, although RSP and HP are almost equivalent regard-
ing D2 receptor occupancy16,17, the predominance of 5HT2
blocking activity of RSP on the D2 (EPS sponsor) increases
the EPS appearance threshold. However, when the RSP dose
is from 4 to 8 mg/day, the protector effect per 5HT2 block
disappears, D2 occupancy prevailing4 and the differences
between both products are indistinguishable18-20.

Thus, using RSP in those cases that apparently require lar-
ger doses than those recommended of between 4-6 mg/day
is questionable if it loses its protector effect against the ap-
pearance of EPS after that. This protocol should also be cor-
rected downwards when dealing with patients over 40 years
as this would also avoid the  appearance of EPS even below
those doses. The use of classical neuroleptics with little EPS
activity such as perphenazine or HP would not imply a more
toxic profile than RSP when they exceed 6 mg/day, adding an
immeasurable savings. This savings would make it possible to
increase, for example, the psycho-social resources that are al-
most always scarce but play a determining role in the preven-
tion and prognosis of mental diseases.
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