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“Consider offering depot /long-acting injectable antipsychotic medication to people

with psychosis or schizophrenia:

who would prefer such treatment after an acute episode

where avoiding covert non-adherence (either intentional or unintentional) to

antipsychotic medication is a clinical priority within the treatment plan. [2009]

1.5.6 Using depot/long-acting injectable antipsychotic medication

1.5.6.1When initiating depot/long-acting injectable antipsychotic medication:

take into account the service user's preferences and attitudes towards the mode of

administration (regular intramuscular injections) and organisational procedures (for

example, home visits and location of clinics) take into account the same criteria

recommended for the use of oral antipsychotic medication (see

sections 1.3.5 and 1.3.6), particularly in relation to the risks and benefits of the drug

regimen initially use a small test dose as set out in the BNF or SPC. [2009]”

https://www.nice.org.uk/guidance/CG178/chapter/recommendations
https://www.nice.org.uk/guidance/CG178/chapter/recommendations
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.

Kane JM. N Engl J Med. 1996;334(1):34-‐41.

Terapia antipsicotica continua

Terapia antipsicotica intermittente di mantenimento

Terapia antipsicotica continua vs intermittente: tassi di ricadute (12 mesi)



Depot Clinic Safety and tolerability of long acting injectable antipsychotics versus oral

antipsychotics: A metanalysis of randomized controlled studies comparing the same antipsychotics



Depot Clinic Treatment adherence in schizophrenia: A patient-level 

meta-analysis of combined CATIE and EUFEST studies

Independent

variables

Odds ratio 

(OR) for 

worse non-

adherence
a

95% 

Confidence 

interval

Chi-square 

(n = 1154, df 

= 1)

p-Values
b

Alcohol/drug

s at 6 

months
c

2.017 1.380-2.948 13.13 0.0003

Insight at 6 

months

1.420 1.264-1.596 34.69 <0.0001

Hostility at 6 

months

1.372 1.160-1.623 13.64 0.0002

Akathisia at 

6 months

1.332 0.885-2.004 1.89 n.s.

Parkinsonis

m at 6 

months

0.716 0.492-1.043 3.03 n.s.

Dyskinesia 

at 6 months

0.737 0.471-1.152 1.79 n.s.

Positive 

symptoms at 

6 months
d

1.022 0.987-1.058 1.46 n.s.

Study 

(CATIE vs. 

EUFEST)

4.770 3.267-6.963 65.51 <0.0001

Age 0.992 0.978-1.006 1.33 n.s.

Male gender 1.271 0.951-1.698 2.62 n.s.

oncurrent logistic regression of adherence to medication treatment at six months.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4860611/table/T2/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4860611/table/T2/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4860611/table/T2/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4860611/table/T2/
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Recognition of Patients Who Would Benefit From LAI Antipsychotic Treatment: How to Assess Adherence
Christoph U. Correll, MD. J Clin Psychiatry 2014;75(11):e29

Many patients with schizophrenia have problems adhering to their medication regimen. Numerous factors affect

patients’ adherence, such as patient and illness characteristics; medication efficacy, tolerability and formulations;

provider and system characteristics; and patients’ support networks. To compound this problem, accurately measuring

adherence is challenging. Data suggest that clinicians should use multiple methods to assess patients’ adherence,

including supplementing their own clinical judgment and patient reports with more objective measures. Patients with

poor social support, substance abuse disorders, or a history of florid psychosis and those in the earlier

phases of their illness may be at risk for nonadherence. Assessing patients for nonadherence is a key step in

determining their optimal form of treatment and avoiding frequent switching or deterioration. Doing so, clinicians can

identify patients who would potentially benefit from a long-acting injectable (LAI) antipsychotic, which can be a

valuable treatment option. Because lack of adherence increases the risk of hospitalization and does not help prevent

suicide attempts, clinicians should address barriers to adherence, provide psychoeducation about medication-taking

behaviors, and offer a wide range of antipsychotic treatment options, including LAIs, to improve patient outcomes.
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Drivers of non-adherence
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BMC Psychiatry. 2012 Aug 21;12:122. doi: 10.1186/1471-244X-12-122.

Long-acting antipsychotic drugs for the treatment of schizophrenia: 

use in daily practice from naturalistic observations.
Rossi G1, Frediani S, Rossi R, Rossi A.

CONCLUSIONS:
This analysis of the available literature strongly suggests that further observational studies on

patients with schizophrenia treated with LAIs are needed to systematically assess their

demographic and clinical characteristics and the relationships between them and patient

outcome. Besides the good efficacy and safety profile of LAIs, health care staff must also take

into account the importance of establishing a therapeutic alliance with the patient and his/her

relatives when selecting the most appropriate treatment. LAIs seem to be a good choice not

only because of their good safety and efficacy profile, but also because they improve

compliance, a key factor to improving adherence and to establishing a therapeutic alliance

between patients with schizophrenia, their relatives, and their health care providers.

https://www.ncbi.nlm.nih.gov/pubmed/22909285
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rossi G[Author]&cauthor=true&cauthor_uid=22909285
https://www.ncbi.nlm.nih.gov/pubmed/?term=Frediani S[Author]&cauthor=true&cauthor_uid=22909285
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rossi R[Author]&cauthor=true&cauthor_uid=22909285
https://www.ncbi.nlm.nih.gov/pubmed/?term=Rossi A[Author]&cauthor=true&cauthor_uid=22909285
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Long-Acting Injectable vs Oral Antipsychotics for Relapse Prevention in 

Schizophrenia: A Meta-Analysis of Randomized Trials

Schizophr Bull. 2014 Jan; 40(1): 192–213.

Taishiro Kishimoto,1,2 Alfred Robenzadeh,1 Claudia Leucht,3 Stefan Leucht,3 Koichiro Watanabe,2,4 Masaru Mimura,2

Michael Borenstein,5 John M. Kane,1,6,7,8 and Christoph U. Correll*,1,6,7,8

Conclusions: In RCTs, which are less representative of real-world patients than

naturalistic studies, pooled LAIs did not reduce relapse compared with OAPs in

schizophrenia patients. The exceptions were FGA-LAIs, mostly consisting of

fluphenazine-LAI studies, which were all conducted through 1991. Because this

finding is vulnerable to a cohort bias, studies comparing FGA-LAI vs second-

generation antipsychotics-LAI and LAI vs OAP RCTs in real-world patients are

needed.

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC3885289/
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kishimoto T[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Robenzadeh A[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Leucht C[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Leucht S[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Watanabe K[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Mimura M[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Borenstein M[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kane JM[Author]&cauthor=true&cauthor_uid=23256986
https://www.ncbi.nlm.nih.gov/pubmed/?term=Correll CU[Author]&cauthor=true&cauthor_uid=23256986
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Impact of long-acting injectable antipsychotics on medication adherence and 

clinical, functional, and economic outcomes of schizophrenia.

Patient Prefer Adherence. 2013 Nov 13;7:1171-80. doi: 10.2147/PPA.S53795. eCollection 2013.

Kaplan G1, Casoy J, Zummo J.

Poor adherence to oral antipsychotics is the most common cause of relapse. The discontinuation rate

for oral antipsychotics in schizophrenia ranges from 26% to 44%, and as many as two-thirds of patients are

at least partially nonadherent, resulting in increased risk of hospitalization. A very helpful approach to

improve adherence in schizophrenia is the use of long-acting injectable (LAI) antipsychotics, although

only a minority of patients receive these. Reasons for underutilization may include negative attitudes,

perceptions, and beliefs of both patients and health care professionals. Research shows, however,

significant improvements inadherence with LAIs compared with oral drugs, and this is accompanied by

lower rates of discontinuation, relapse, and hospitalization. In addition, LAIs are associated with better

functioning, quality of life, and patient satisfaction. A need exists to encourage broader LAI use,

especially among patients with a history of nonadherence with oral antipsychotics. This paper

reviews the impact of nonadherence with antipsychotic drug therapy overall, as well as specific outcomes of

the schizophrenia patient, and highlights the potential benefits of LAIs.

https://www.ncbi.nlm.nih.gov/pubmed/24265549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Kaplan G[Author]&cauthor=true&cauthor_uid=24265549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Casoy J[Author]&cauthor=true&cauthor_uid=24265549
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zummo J[Author]&cauthor=true&cauthor_uid=24265549
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SIF Position paper, luglio 2015, Antipsicotici iniettabili a lunga durata d’azione nel 

trattamento della schizofrenia – Spina, Canonico, de Bartolomeis
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Eur Psychiatry. 2014 Nov;29 Suppl 2:1409-13. doi: 10.1016/S0924-9338(14)70001-X. Epub 2014 Nov 22.

Treatment of early episode in patients with schizophrenia: the role 

of long acting antipsychotics.

Heres S1, Lambert M2, Vauth R3.

The use of long-acting injectable antipsychotics (LAIs) in schizophrenia is usually restricted to patients

in long-term treatment, who prefer them to oral antipsychotics, and to patients with multiple

relapses who have a history of non-adherence. However, preliminary evidence from patients in the early

phases of the disease suggest that second generation LAIs may be superior to second generation oral

medications with regard to the control of negative symptoms and psychosocial functioning. Moreover,

several studies have found that psychiatrists are generally reluctant to prescribe

LAI antipsychotics and under-estimate their acceptability by patients. Key elements to take into

account when offering a LAI in the early course of schizophrenia should include their potential superiority in

allowing early detection of non-adherence and in reducing the number of rehospitalisations and relapses.

https://www.ncbi.nlm.nih.gov/pubmed/25455704
https://www.ncbi.nlm.nih.gov/pubmed/?term=Heres S[Author]&cauthor=true&cauthor_uid=25455704
https://www.ncbi.nlm.nih.gov/pubmed/?term=Lambert M[Author]&cauthor=true&cauthor_uid=25455704
https://www.ncbi.nlm.nih.gov/pubmed/?term=Vauth R[Author]&cauthor=true&cauthor_uid=25455704
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J Manag Care Spec Pharm. 2015 Sep;21(9):754-68.

Antipsychotic Adherence and Rehospitalization in Schizophrenia Patients Receiving Oral

Versus Long-ActingInjectable Antipsychotics Following Hospital Discharge.
Marcus SC1, Zummo J, Pettit AR, Stoddard J, Doshi JA.

CONCLUSIONS:

This claims-based analysis of posthospitalization adherence and

rehospitalization outcomes in Medicaid patients with schizophrenia adds to

the growing real-world evidence base of the benefits of

LAI antipsychotic medications in routine clinical practice, particularly

with regard to second-generation LAIs. As new SGA formulations become

available for long-acting use, real-world studies with larger sample sizes will

be needed to further delineate their potential advantages in terms of clinical

outcomes and costs.

https://www.ncbi.nlm.nih.gov/pubmed/26308223
https://www.ncbi.nlm.nih.gov/pubmed/?term=Marcus SC[Author]&cauthor=true&cauthor_uid=26308223
https://www.ncbi.nlm.nih.gov/pubmed/?term=Zummo J[Author]&cauthor=true&cauthor_uid=26308223
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pettit AR[Author]&cauthor=true&cauthor_uid=26308223
https://www.ncbi.nlm.nih.gov/pubmed/?term=Stoddard J[Author]&cauthor=true&cauthor_uid=26308223
https://www.ncbi.nlm.nih.gov/pubmed/?term=Doshi JA[Author]&cauthor=true&cauthor_uid=26308223
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