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Metanalisi di confronto tra vecchi e nuovi Metanalisi di confronto tra vecchi e nuovi 
farmacifarmaci

Sperimentazioni chiave: CATIE e EUPHESTSperimentazioni chiave: CATIE e EUPHEST

Antipsicotici e anziani (CATIE + studi Antipsicotici e anziani (CATIE + studi 
epidemiologici)epidemiologici)

Associazioni tra antipsicoticiAssociazioni tra antipsicotici

Clozapina, e se la risposta Clozapina, e se la risposta èè solo parziale?solo parziale?

ANTIPSICOTICI DI VECCHIA E ANTIPSICOTICI DI VECCHIA E 
NUOVA GENERAZIONENUOVA GENERAZIONE







“We compared nine second-generation
antipsychotic drugs with first-generation drugs
for overall efficacy (main outcome), positive, 
negative and depressive symptoms, relapse, 
quality of life, extrapyramidal side-effects, 
weight gain, and sedation.”

“We included 150 double-blind, mostly short-
term, studies, with 21 533 participants.”



overall symptoms



positive symptoms

negative symptoms



depression



quality of life



extrapyramidal 
side-effects



weight gain



Sperimentazioni: CATIE e EUPHESTSperimentazioni: CATIE e EUPHEST





CATIE: Broad Inclusion and CATIE: Broad Inclusion and 
Minimal Exclusion CriteriaMinimal Exclusion Criteria

♦ DSM-IV schizophrenia, 18-65 years old
♦ Not first-episode or treatment-resistant
♦ Concomitant medications, 

medical illnesses, substance use 
disorders allowed

♦ Conducted at 57 geographically, 
demographically, and organizationally 
diverse sites

Stroup TS, et al. Schizophr Bull. 2003;29(1):15-31.



Determinants of Drug EffectivenessDeterminants of Drug Effectiveness
Staying on the Drug Is CriticalStaying on the Drug Is Critical

Decision to Stay 
on the Drug

Efficacy Tolerability

Clinician Input Patient Input



Primary Outcome Measure:Primary Outcome Measure:
AllAll--Cause Treatment DiscontinuationCause Treatment Discontinuation

All-Cause 
Discontinuation

Efficacy Tolerability

Clinician Input Patient Input



Secondary OutcomesSecondary Outcomes

♦ Reasons for 
discontinuation: 
• Efficacy, tolerability, 

and patient decision
♦ Psychopathology
♦ Safety 
♦ Service utilization 

and costs

♦ Neurocognition
♦ Treatment 

adherence
♦ Comorbidity
♦ Quality of life
♦ Substance use
♦ Violence



Approaches to EPS in Comparative Studies of FirstApproaches to EPS in Comparative Studies of First--
and Secondand Second--Generation Antipsychotic DrugsGeneration Antipsychotic Drugs

♦ Anticholinergic drug use as marker 
of EPS

♦ Low-dose strategy (suggested by 
Geddes et al 2000)

♦ Prophylactic anticholinergic drugs with 
haloperidol (Rosenheck strategy)

EPS=extrapyramidal symptoms.



CATIE Phase 1: CATIE Phase 1: 
DoubleDouble--Blinded and RandomizedBlinded and Randomized

*Persons with TD not assigned to perphenazine.
†Ziprasidone added after 40% sample enrolled.
Stroup TS, et al. Schizophr Bull. 2003;29(1):15-31.

1460 Patients
With 

Schizophrenia
Randomized

Olanzapine 
7.5-30 mg/day

Perphenazine 
8-32 mg/day*

Quetiapine 
200-800 mg/day

Risperidone 
1.5-6 mg/day

Ziprasidone 
40-160 mg/day†





olanzapine perphenazine quetiapine risperidone ziprasidone

330 257 329 333 183



“The primary outcome measure was the 
discontinuation of treatment for any cause […]

“… a discrete outcome selected because stopping or 
changing medication is a frequent occurrence and 
major problem in the treatment of schizophrenia”















Open randomised controlled trial of haloperidol versus second-generation antipsychotic
drugs in 50 sites, in 14 countries.

Eligible patients were aged 18–40 years, and met diagnostic criteria for schizophrenia, 
schizophreniform disorder, or schizoaffective disorder.

498 patients were randomly assigned to haloperidol (1–4 mg per day; n=103), 
amisulpride (200–800 mg per day; n=104), olanzapine (5–20 mg per day; n=105), 
quetiapine (200–750 mg per day; n=104), or ziprasidone (40–160 mg per day; n=82); 
follow-up was at 1 year.

The primary outcome measure was all-cause treatment discontinuation.



Definizione di first-episode schizophrenia:

“Patients were excluded if more than 2 years had
passed since the onset of positive symptoms; if any
antipsychotic drug had been used for more than 2 
weeks in the previous year, or for 6 weeks at any
time.”



haloperidol amisulpride olanzapine quetiapine

68 69 82 70

ziprasidone

53



















Differenza qualitativa:Differenza qualitativa:

Effetti extrapiramidaliEffetti extrapiramidali
Anomalie metabolicheAnomalie metaboliche
Eventi cerebrovascolari/mortalitEventi cerebrovascolari/mortalitàà

I nuovi antipsicotici I nuovi antipsicotici 
differiscono dai vecchi per differiscono dai vecchi per 

quanto riguarda il profilo di quanto riguarda il profilo di 
tollerabilittollerabilitàà!!











ANTIPSICOTICI E ANZIANIANTIPSICOTICI E ANZIANI









The association between atypical antipsychotics and The association between atypical antipsychotics and 
cerebrovascular adverse events requires further clarification.cerebrovascular adverse events requires further clarification.

At the present time, this association is another factor that At the present time, this association is another factor that 
clinicians should consider when weighing the risks and benefits clinicians should consider when weighing the risks and benefits of of 

treating treating behaviouralbehavioural and psychological disturbances in elderly and psychological disturbances in elderly 
dementia patients.dementia patients.





retrospective cohort study involving 22,890 patients
65 years of age or older who began receiving a 

conventional or atypical antipsychotic medication

risk of death within 180 days, less than 40 days, 40 
to 79 days, and 80 to 180 days after the initiation of 

therapy with an antipsychotic medication

we controlled for potential confounding
variables











olanzapine quetiapine risperidone placebo

100 94 85 142











Associazioni tra antipsicoticiAssociazioni tra antipsicotici



Objective: To evaluate therapeutic and adverse effects of 
antipsychotic cotreatment vs monotherapy in schizophrenia.

Data Sources: Cochrane Schizophrenia Group register and
hand searches of relevant journals/conference proceedings.

Study Selection: Randomized controlled trials comparing
antipsychotic monotherapy to cotreatment with a second
antipsychotic.

Results: 19 studies (1229 patients)















“We calculated the adjusted incidence of sudden cardiac death
among current users of antipsychotic drugs in a retrospective
cohort study of Medicaid enrollees in Tennessee.”

“The primary analysis included 44,218 and 46,089 baseline
users of single typical and atypical drugs, respectively, and 
186,600 matched nonusers of antipsychotic drugs.”

Age 30-74







Risk for suicide

About 10% schizophrenics commit 
suicide





“…Long-term treatment with clozapine was associated with three-fold overall
reduction of risk of suicidal behaviors.”



Quale antipsicotico?



The search yielded 21 studies suitable for reanalysis. In 3 trials, 
clozapine was combined with a phenothiazine, in 8 trials with a 
benzamide, and in the remaining trials with risperidone.

While the majority of randomized trials were not double blind, 6 
studies were double-blind placebo-controlled trials.



“Clinicians prescribing a second antipsychotic to people who do not have
an optimal response to clozapine should consider that the expected
benefit, on the basis of available evidence, is at best modest.”



Pazienti non selezionati

Trattamenti simili a quelli erogati in pratica

Indicatori di esito clinicamente rilevanti

Campioni numerosi

Durata adeguata

Indipendenza da interessi commerciali

TRIAL PRAGMATICO DI EFFECTIVENESS



C lozapine
H  aloperidol
A  ripiprazole
T rial



Patients with schizophrenia

treated with AP

but still having positive symptoms

AIM: to follow them up for a 12-month period
and assess main clinical outcomes

RandomizedRandomized
cohortcohort

INCERTEZZA SUL INCERTEZZA SUL 
TRATTAMENTO?TRATTAMENTO?

PATIENT POPULATION

NESSUNA INCERTEZZA SUL NESSUNA INCERTEZZA SUL 
TRATTAMENTO?TRATTAMENTO?

ObservationalObservational cohortcohort



Patients receiving
clozapine with

psychotic symptoms

clozapine + aripiprazole

clozapine + haloperidol

Group 3 Outcome

Usual care

NO INCERTEZZA SUL 
TRATTAMENTO

Interruzione 
della 

“combination”

Interruzione 
della 

“combination”



Il CHAT è uno studio

Nessun supporto economico da parte 
dell’industria farmaceutica.

INDIPENDENTEINDIPENDENTE

Non determinerà alcuna modifica delle normali 
prassi assistenziali. 
Al di là della assegnazione casuale dei pazienti 
alla aggiunta di aripiprazolo o aloperidolo, i 
medici curanti saranno liberi di seguire la loro 
consueta pratica clinica, modificando i dosaggi 
dei trattamenti, aggiungendo o sospendendo i 
trattamenti sperimentali ed eventuali altri 
farmaci secondo le necessità cliniche del singolo 
paziente > logica epidemiologica.

PRAGMATICOPRAGMATICO

Rientra tra le sperimentazioni finalizzate a 
migliorare la pratica clinica quale parte 
integrante dell'assistenza sanitaria, secondo il 
Decreto Ministeriale 17/12/2004.

NUOVO!NUOVO!

60 servizi psichiatrici italiani hanno già aderitoMULTICENTRICOMULTICENTRICO



Come possiamo
tradurre in pratica
queste “evidenze”?
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www.nice.org.uk



8787

Guidance on newer antipsychotics for 
schizophrenia

NICE June 2002. www.nice.org.uk

• Should be part of a comprehensive package of care
• Joint decision making
• Newer drugs considered in the choice of first-line 

treatments for newly diagnosed
• Where joint decision not possible, consider newer 

drugs as Rx of choice because of lower 
extrapyramidal side effects

• Switch to newer drugs in established therapy if 
unacceptable adverse effects, and for relapses if poor 
response or side effects with previous therapy

• Don’t switch if things are going well



Schizophrenia PORT Schizophrenia PORT 
Treatment RecommendationsTreatment Recommendations

Recommendation 1: Antipsychotic 
medications, other than clozapine, 
should be used as the first-line 
treatment to reduce psychotic 
symptoms for persons experiencing 
an acute symptom episode of 
schizophrenia.  



GENERAL PRINCIPLES OF PRESCRIBING (I)GENERAL PRINCIPLES OF PRESCRIBING (I)

Each patient should ideally be prescribed only Each patient should ideally be prescribed only 
one antipsychotic, preferably in a single one antipsychotic, preferably in a single 
dosage formdosage form

Antipsychotics should ideally not be used as Antipsychotics should ideally not be used as ““add add 
onon”” sedativessedatives

The lowest possible effective dose should be The lowest possible effective dose should be 
used, with patients given a sufficient trial on used, with patients given a sufficient trial on 
low doses before any further increaselow doses before any further increase

Doses above 15mg/day haloperidol or equivalent Doses above 15mg/day haloperidol or equivalent 
should be the exception rather than the ruleshould be the exception rather than the rule

Anticholinergic drugs should be given for Anticholinergic drugs should be given for 
parkinsonism or dystonia. Anticholinergics parkinsonism or dystonia. Anticholinergics 
impair memoryimpair memory



Schizophrenia PORT Schizophrenia PORT 
Treatment RecommendationsTreatment Recommendations

Recommendation 2:   The dosage of 
antipsychotic medication for an acute 
symptom episode should be in the range 
of 300-1000 chlorpromazine (CPZ) 
equivalents per day for a minimum of 6 
weeks.  Reasons for dosages outside of 
this range should be justified.  The 
minimum effective dose should be used.
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Give antipsychotic, Give antipsychotic, 
optimise dosage, assess optimise dosage, assess 

over 6over 6--8 weeks8 weeks

Poor
compliance

Poor or no 
response

Discuss with Discuss with 
patient/carer, switch to patient/carer, switch to 
another antipsychotic or another antipsychotic or 
to depot, assess over 6to depot, assess over 6--8 8 

weeksweeks

Switch to another Switch to another 
antipsychotic, switch to antipsychotic, switch to 

atypicals, assess over 6atypicals, assess over 6--8 8 
weeksweeks

Poor or no response

Switch to clozapineSwitch to clozapine



Schizophrenia PORT Schizophrenia PORT 
Treatment RecommendationsTreatment Recommendations

Recommendation 3: The 
maintenance dosage should be in the 
range of 300-600 CPZ equivalents 
(oral or depot) per day. 



% not 
relapsed

(1 yr)

Fluphenazine Decanoate, mg/2 wk

Baldessarini et al.  (1988), Arch Gen Psych 45:79-91

Effective Dosage Range:
Maintenance Treatment

Schizophrenia PORT
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12-24 MESI SE PRIMO EPISODIO

5 ANNI O A LUNGO TERMINE 
(lifetime) SE EPISODI RIPETUTI 
O COMPLICATI





Although the standard of care in developed countries is to maintain
schizophrenia patients on neuroleptics, this practice is not
supported by the 50-year research record for the drugs

A critical review reveals that this paradigm of care worsens long-
term outcomes, at least in the aggregate, and that 40% or more of 
all schizophrenia patients would fare better if they were not so 
medicated.

Evidence-based care would require the selective use of 
antipsychotics, based on two principles:

(a) no immediate neuroleptisation of first-episode patients;
(b) every patient stabilized on neuroleptics should be given an

opportunity to gradually withdraw from them. This model would
dramatically increase recovery rates and decrease the percentage
of patients who become chronically ill.





GENERAL PRINCIPLES OF PRESCRIBING (II)GENERAL PRINCIPLES OF PRESCRIBING (II)

Many patients are stabilised on typical therapy Many patients are stabilised on typical therapy 
and it seems unwise to change medication in and it seems unwise to change medication in 
such patients. Continuation is appropriate such patients. Continuation is appropriate 
where typicals are effective and well where typicals are effective and well 
tolerated, but the risk of tardive diskinesia tolerated, but the risk of tardive diskinesia 
should be borne in mind.should be borne in mind.

Only clozapine is effective in refractory Only clozapine is effective in refractory 
schizophreniaschizophrenia

Switching from clozapine to other atypicals is Switching from clozapine to other atypicals is 
usually unsuccessful or disastrous and should usually unsuccessful or disastrous and should 
not be attempted unless a severe clozapinenot be attempted unless a severe clozapine--
related adverse effect has occurredrelated adverse effect has occurred
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