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Impiego off-label degli antipsicotici nel disturbo 
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AP solo come “adjunctive therapy” nei resistenti



Van Ameringen et al. J Psychopharmacol 2014

risperidone: 39.7%, 

quetiapine: 24.7% 

olanzapine: 12.3%



Clinical Neuropsychiatry 2013; 10: 19-30



Factors to consider in patients failing first trial of
antiobsessional monotherapy

Correct 
diagnosis(OCD vs. 

OCPD)

OCD subtype: 
tic-related 

PANDAS (?)

Adequate 
dose/intensity

Adequate duration 
(12 weeks)

Compliance

Role of family 
members

Appropriate drug 
therapy or 

psychotherapy

Comorbid psychiatric 
conditions 

(e.g. Bipolar-OCD)



Appropriatezza del trattamento farmacologico

APA Guidelines

Dose giornaliera 

raccomandata 

nell’adulto (mg/die)

20 – 60

75 – 300

10 – 20

40 – 60

100 – 300

40 – 60

50 – 200

WFSBP 



Mol Psychiatry 2010; 15: 850-855



Mol Psychiatry 2010; 15: 850-855

High>medium=low>placebo



Quando valuto la risposta alla terapia farmacologica 

(e quindi la resistenza ai trattamenti)?

Stein et al. Curr Med Res Opin. 2007 Apr;23(4):701-11

12 settimane



Int Clin Psychopharmacol 2016; 31:249–258

Evidence of efficacy was considered the presence of positive results in two or more 

double-blind placebo-controlled studies.



SRIs augmentation with antipsychotics in treatment-resistant OCD

Given the strength of the evidence, we do suggest aripiprazole or risperidone

augmentation (olanzapine augmentation may also be effective, but only when the 

other two have failed) especially in patients who have shown a partial but

unsatisfactory response.

Albert et al. Int Clin Psychopharmacol 2016; 31:249–258





Storch et al. J Clin Psychiatry 2013;74(6):e527–e532

paliperidone=placebo



Katzman et al. BMC Psychiatry 2014, 14(Suppl 1):S1



Albert et al. Evidence-based Psychiatric Care 2016; 95-104

Comparative efficacy of antipsychotic augmentation in 

treatment-resistant OCD



Ducasse et al. Psychopharmacology (2014) 231:3765–3770

Increasing D2 and D3 dopamine receptor 

binding affinities enhances antipsychotic 

effectiveness in OCD.



Ducasse et al. Psychopharmacology (2014) 231:3765–3770

Increasing D2 and D3 dopamine receptor 

binding affinities enhances antipsychotic 

effectiveness in OCD.



Eur Neuropsychopharmacol 2008; 18: 364-372

Tassi di 

risposta



Patients with tics: 

ARD 0.43 NNT 2.3

Patients without tics:

ARD 0.17 NNT 5.9

ARD=Absolute Risk Difference 

NNT=Number Needed to Treat

Bloch et al. Molecular Psychiatry 2006

Tics moderate treatment response to antipsychotic 

augmentation in adults



p = 0.010

Eur Neuropsychopharmacol 2008;18:364-72
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Matsunaga et al. J Clin Psychiatry, 2009, 70: 863-868 



General Hospital Psychiatry 2013; 35: 154-159

p<.001

21.2% of the sample

Meglio sospendere l’antipsicotico dopo la risposta acuta?



Int Clin Psychopharmacol 2003; 18: 23-28

% of patients who relapsed after AP discontinuation



Vulink et al. J Clin Psychiatry 2009; 70: 1001-1008

p=.024



Katzman et al. BMC Psychiatry 2014, 14(Suppl 1):S1



Potenziamento con altri farmaci nel DOC resistente: 

studi in doppio cieco, controllati vs placebo

Compound Authors Dose (mg/d) Results 

Lithium McDougle et al 1991

Piggot et al 1991

In range Lithium=placebo

Buspirone Piggot et al 1992

McDougle et al 1993

Grady et al 1993

30-60 Buspirone=placebo

Desipramine Barr et al 1997 125 ng/ml (plasma level) Desipramine=placebo

Inositol Fux et al 1999 1800 Inositol=placebo

Pindolol Dannon et al 2000 7.5 Pindolol>placebo

Gabapentin Greenberg et al 2001 Up to 3600 Gababentin=placebo

Clonazepam Crockett et al 2004 Clonazepam=placebo

Naltrexone Amiaz et al 2008 100 Naltrexone=placebo

Topiramate Mowla et al 2010

Berlin et al 2011

Afshar et al 2014

100-200

50-400

100-200

Topiramate>placebo 

Topiramate=placebo

(> on compulsions only)

Topiramate=placebo

Lamotrigine Bruno et al. 2012 100 Lamotrigine>placebo

Memantine Haghighi et al. 2013 5-10 Memantine>placebo

Riluzole (Grant et al. 2014)* 

Pittenger et al. 2015

100

100

Riluzole=placebo

* children
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