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Editorial

Clozapine of treatment resistant-schizophrenia: what are

the actual advances?

Schizophreniais a devastating mental illness affecting in-
dividuals at the height of their potential, crippling peoplein
adolescence or early adult life. It probably causes more suf-
fering and distress, and blights more lives than any form of
cancer.! The economic burden of schizophreniaissignificant,
incorporating the costs of direct health provision, social ser-
vices, and theloss of productiveindividualsfrom the economy.
A recent analysis? estimated the cost of schizophreniato the
United Kingdom (UK), performing model simulations of
7,500 cases that incorporated direct and indirect cost to soci-
ety and the known disease course. The total cost to society
attributable to an annual cohort of newly diagnosed patients
was estimated at £862million. Thisis greater than the cost of
cardiorespiratory disorders (due mainly to inpatient hospital
stays, and the social and health costs of inadequately con-
trolled symptoms). Importantly, antipsychotic drugs and ad-
junctive medications accounted for only 2% of the total ex-
penditure. Treatments that reduce hospitalization and poten-
tially enable patients to return to active employment could
significantly reduce the burden of schizophrenia.

Although psychosocial interventions are fundamental, an-
tipsychotic treatment is the mainstay of care for schizophre-
nia, and yet approximately one-third of patientsfailsto respond
to conventional medication. Until recently, the prognosis for
such treatment-resistant patients was uniformly gloomy. Cli-
nicianstried high-dosetypical antipsychotic strategies, or aug-
mentation with mood stabilizers, and in very severe cases
electroconvulsotherapy (ECT). If these treatments failed, the
patient was consigned to alifetime of custodial care, withlittle
freedom fromillness, drug side effects and poor quality of life.

The advent of clozapine has revolutionized this picture. The
demonstration by Kane et al,® that clozapine was effective in
this treatment-resistant group is a landmark in the literature.
Evenwith very stringent criteriafor treatment-resistant schizo-
phrenia, 30% of the patients responded within 6 weeks of
clozapine treatment, compared with only 4% of chlorprom-
azine-treated subjects. These data, together with the demon-
stration that efficacious blood monitoring for granulocitopenias
isfeasible, led to approval of clozapine for treatment-resi stant
schizophrenic patients in 1989 in the U.S., and in many other
countries in subsequent years. The early findings were mas-
sively replicated in the literature. Wahlbeck et al* conducted a
meta-analysis including 2,350 participants in 30 trials on the
effectiveness of clozapine in schizophrenia. They confirmed
that clozapineis more effective than typical antipsychotic drugs

in producing clinical improvement, including a significant de-
lay in relapse rates. Prospective studies of clozapine outpa-
tients have al so demonstrated significant improvementsin qual-
ity of life, reduction in the utilization of medical resources®
and reductions in suicide rates.®

Patientswith schizophrenianeed indefinite continuous main-
tenance treatment. Wahlbeck et al* showed that clozapine ben-
eficial effect over conventional antipsychotic drugs increases
over time, since long-term studies showed a larger benefit for
clozapinethan short-term studies. Meltzer” reported a 12-month
follow-up of 85 treatment-resistant patients taking clozapine,
which showed significant improvement in positive and nega-
tive symptoms, quality of life, cognitive function, extrapyra-
midal symptoms (EPS), and tardive dyskinesia. Readmissions
to hospital and family burden were markedly reduced. Inpa-
tient hospital stay, the social and health costs of inadequately
controlled symptoms represent a much greater expenditure
when compared to antipsychotic medication costs.

Psychopathology is not the only highly predictive measure
of the benefits of antipsychotic treatment. Perhaps the greatest
impact of clozapine has been on patient’s quality of life and
socia functioning, allowing them to return from the ‘twilight
zone' of illnessto their family, friends and work.

Clozapine has been in use at the Maudsley Hospital since
1990. The drug has been remarkably successful in producing
remission even in the most severely ill individuals. A special-
ized Clozapine Clinic was set up dedicated to managing main-
tenance therapy of patients treated with the drug. The clinic
was highly successful and found impressive rates of compli-
ance in these subjects, who are renowned for their poor adher-
ence to treatment.® A pharmacoeconomic evaluation of the
clinic® revealed that improved therapeutic response in these
severely ill patientstrandated into lower relapse rates and bed
usage, and was economically viable. The centralized approach
yields benefitsin terms of concentrating expertise, and foster-
ing a supportive network for patients and their caretakers.

The impact of clozapine has also revitalized the search for
antipsychotic drugs with lesser toxicity, but comparable effi-
cacy and the samefavorable EPS profile. A number of second-
generation anti psychotic drugs have been made available. These
arenow included asfirst-line optionsfor thetreatment of schizo-
phrenia,® as well as being increasingly suggested as possibly
useful in other disorders.™*

Clozapineis not established as amedication for every schizo-
phrenic patient. Therisk of agranul ocitosshasmadeitsuse highly
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regulated over the last decade.®*? It is restricted to patients that
fail to respond to two or more adequate antipsychoatic trials (at
least 6 weeks), including a trial with a safer atypical antipsy-
chotic. However, the close monitoring of blood whitecell counts
efficiently decreases the risk of granulocitopenias,’*'* making
the inconvenience of such risksto be clearly outweighed by the
drug'sclinical benefits.*

Although the use of clozapine may continue to be regu-
|ated, thereisaclear worldwide trend towards making its use
increasingly more accessible to the patients that are likely to
benefit from it.2>1® The same tendency is seen with second-
generation anti psychotic drugs.'” Such reasoning should also
apply to Brazil, acountry where medical and social costs due
to schizophrenia are very significant, and where clinical ex-
perience and expertise have accumulated over the years on
the use of clozapine and other atypical antipsychotics for
schizophrenia.’® If the treatment with clozapine is to be con-
trolled, regulations should encourage treatment in eligible
patients, instead of creating obstacles. Within that context,
guidelines for treating resistant schizophrenia such as those
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recently put forward for public consultation by the Brazilian
Ministry of Health® should be criticized. The excessively strict
inclusion criteriafor clozapine usein their proposition (such
as along history of the disorder, and the previous use of un-
necessarily high doses of conventional antipsychotics) might
prevent appropriate treatment for suitable patients. The ac-
companying guidelines for the use of other atypical
antipsychotics, including olanzapine and risperidone, are
equally restrictive.?? The scientific evidence reviewed in this
text suggests that guidelines with such degree of strictness
could be considered ‘mal practice’, since they would insti-
tute an enormous amount of patient and family suffering, to-
gether with unnecessary expenditure of public money.
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