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0 L ®tesso medicamento dovrebbe avere
sempre la stessa azione, ma coOSi non €
poiché essa varia molto nei vari casieo

(Ippocrate, De locis in homine)



Rapporto rischio - beneficio

A Se wusati in maniera appropriata, i farmaci
POSSONa
d curare o0 prevenire malattie
d ridurre il rischio di morte, di declino funzionale e
disabilita

0 migliorare la qualita di vita e persino allungarla

A Se wusati in maniera inappropriata, i farmaci
possono causare un aumento della morbidita e
della mortalita

A Ottimizzare questo rapporto rischio - beneficio nei
singoli pazienti e una pietra miliare della geriatria



Drug Use in Community Dwelling Elderly*
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Il danno latrogeno da psicofarmaci

A Antipsicotici
A Antidepressivi
A Benzodiazepine
A Sibea hy dlled 2 Ziasnat liee diedl

A Anticolinesterasici



Receptor binding profile of the new vs.
conventional antipsychotics 1% if
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Figure 1. Receptor binding profile of conventional antipsychotic haloperidol versus clozapine and other atypical
antipsychotics such as risperidone, olanzapine and quetiapine.

P. Gareri et al., EODS, 2008
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Conventional Clozapine Olanzapine Risperidone

NL
CNS
EPS +/+++ 0 0 O/++
TD +++ 0 ? ?
Seizures 0/+ ol 0/+ ?
Sedation +/+++ et + +
Systemic
NMS + + ? +
Hypotension +/+++ O/+++ + +
QTc O/++ 0 0 0/+
Hepatic 0/++ 0/+ 0/+ 0/+
Anticholinergic Sk g g + 0
Hematological O/++ +++ 0 0
Prolactin ++/+++ 0 0 O/++
Weight O/++ +++ ++ ++

Other effects O/+ O/+ O/+ O/+
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Interazione serotonina - dopamina nella via
nigrostriatale (1)
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Interazione serotonina - dopamina nella via
nigrostriatale (2)
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Interazione serotonina - dopamina nella via
mesocorticale.

Mesocortical Pathway

primary dopamine
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Stahl, 1999



Interazione serotonina - dopamina nella via

tuberoinfundibolare
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Allungamento del QT con comparsa di torsioni di punta e morte
Improvvisa: rischio correlato al suo uso ripetuto piuttosto che a

guello acuto

Effetto che si manifesta sia con la formulazione orale che con
qguella e.v . a dosaggi terapeutici

Meccanismi molecolari: blocco dei canali al K" responsabili della
corrente ripolarizzante IKR (inward rectifier) del potenziale
d 0 a z icaydmeo

Aloperidolo : potente bloccante di questi canali, mentre I
sertindolo e la tioridazina sono bloccanti di moderata potenza

Proposta di classificazione del rischio di cardiotossicita in
rapporto ai valori basali del QT e ad altri fattori (elettroliti
plasmatici)

Pharmacovigilance Working Party, 2007
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Adverse Effects of Atypical
Antipsychotics in the Elderly

A Review

Pietro Gareri, Pasquale De Fazio, Salvatore De Fazio, Norma Marigliano,
Guido Ferreri Ibbadu and Giovambattista De Sarro

Table IV. Autonomic and systemic adverse effects of atypical antipsychotics#3€l

Autonomic and systemic Amisulpride Clozapine Risperidone Olanzapine Quetiapine Ziprasidone Zotepine Aripiprazole Sertindole
adverse effects

Neuroleptic malignant + + + ? ? ? ? ? ?
syndrome

Hypotension - —+++ o+ + +++ —/+ + —/+ —/+
Prolongation of corrected —/+ - —/+ - +++ —/+ + - ++ +
QT interval

Gastrointestinal (nausea, —/+ —/+ —/+ - 4 —i+ —/+ + - I+
vomiting, constipation)

Anticholinergic - +++ - + + =+ - - -
Haematological = ++ + = - - - - - _
Allergic dermatitis + - - - - - - - -
Other effects —I+ —f+2 —/+ —+ —/+ —/+ =+ —+ —/+

a Possible onset of myocarditis.

? indicates no data; + indicates mild effect; + + + indicates severe effect; = indicates no effect; =/+ indicates uncertain effect; =/+ + indicates
range from no effect to a moderate effect; —/+ + + indicates range from no effect to a severe effect in case of drug interactions.




Table lll. CNS adverse effects of atypical antipsychotics(#4.36]

Adverse effect Amisulpride Clozapine Risperidone Olanzapine Cuetiapine Ziprasidone Zotepine Aripiprazole Sertindole
Extrapyramidal syndrome —/+ - =+ + - - —/+ =+ =+ —/+
Tardive dyskinesia + - ? —/+ —/+ ? —/+ —/+ —/+
Seizures - ++ 4 ? —+ =+ ? =+ =+ ?
Sedation ++ ++ + + + + I+ + —/+ I+

? indicates no data; + indicates mild effect; + + indicates moderate effect; + + + indicates severe effect; — indicates no effect; —=/+ indicates
uncertain effect; =/+ + indicates range from no effect to a moderate effect.

Table V. Metabolic and endocrine adverse effects of atypical antipsychotics(2-4.38

Metabolic and endocrine Amisulpride Clozapine Risperidone Olanzapine Quetiapine Ziprasidone Zotepine Aripiprazole Sertindole
adverse effects

Diabetes mellitus - + =+ +7 - — - — _
Hypertriglyceridaesmia = + =+ - = = =+ - =
Hepatic I+ I+ —/+ I+ —/+ —/+ —+ + - -
Prolactin increase + = —/+ 42 = = - - —/+ —/+ +
Weight gain —/+ ++ + + + + ++ =+ —/+ - ++

a Dose-dependent effect.

+7 indicates possible mild effect; + indicates mild effect; + + indicates moderate effect; + + + indicates severe effect; — indicates no
effect; =/+ indicates uncertain effect; =/+ + indicates range from no effect to a moderate effect.

Table Il. Possible mechanisms responsible for clozapine- and
olanzapine-related diabetes mellitugl®5:41]

Histamine H1 receptor antagonism

Serotonin 5-HTz2¢ receptor antagonism ;

Rapid and excessive weight gain Gareri et al"

Reduced responsivity of pancreatic B cells Drugs Aglng, 2006
Pancreatic B-cell damage, with reduced insulin secretion

Dysregulation of the autonomic nervous system

Increased insulin resistance




Atalay et al. A Challenging Case of Syndrome
of Inappropriate  Secretion of Antidiuretic
Hormone In an Elderly Patient Secondary to
Quetiapine

South Med J. 2007;100(8):832 -833

Quetiapine plus Quetiapine Psychotropic
Biochemistry values escitalopram plus citalopram Only quetiapine medication-free
Scrum sodium 124-128 mmol/l 130 mmol/l 128130 mmol/l 132--138 mmol/]
Scrum osmolality 279 mOsm/kg 268 mOsm/kg 272 mOsm/kg 288 mOsm’kg
Urnine sodium 114 mmol/l 113 mmol/l 63 mmol/l
Urine osmolality 720 mOsm'kg 576 mOsm/kg 533 mOsm/'kg 300 mOsm/kg

Source: South Med J © 2007 Lippincott Williams & Wilkins |
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