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Risk factors for relapse in FEP

a systematic review and me’@naly%is of Iongitudinalo§tudies

IV, random, 95% CI

Study or subgroup log (OR) SE Weight IV, random, 95% CI
3.1.7 Poorer insight
Alvarez-Jimenez 2010 06141 0.331 21.8%
Drake et al 2007 0.6029 0.2379 28B.5%
Saravanan et al 2010 0.0302 0.047 41.6%
Wood et al 2006 0.7472 0.6947 B.2%
Subtotal (95% CI) 100.0%

1.85 [0.97, 3.54]
1.83 [1.15, 2.91]
1.03 [0.94, 1.13]
2.11 [0.54, 8.24]
1.46 [0.95, 2.25]

Heterogeneity: Tau? = 0.12; Chi2 = 9.38, df = 3 (P = 0.02); I2 = 68%

Test for overall effect: £ = 1.71 (P = 0.09)

3.1.8 Substance use disorder

Alvarez-Jimenez 2010 -0.0651 0.3611 20.8%
Malla et al 2008 1.0422 0.3877 19.5%
Sorbara et al 2003 1.1314 0.5722 12.8%
Turkington et al 2009 0.8755 0.3533 21.1%
Wade et al 2006 1.6292 0.4776 15.9%
Wood et al 2006 04213 0.6967 9.8%
Subtotal (95% CI) 100.0%

0.94 [0.46, 1.90]
2.84 [1.33, 6.08]
3.10 [1.01, 8.52]
2.40 [1.20, 4.80]
5.10 [2.00, 13.00]
1.52 [0.39, 5.97)]
2.27 [1.37, 3.76)

Heterogeneity: Tau2 = 0.19; Chiz = 9.81,df = 5 (P = 0.08); 12 = 49%

Test for overall effect: £ =3.19 (P = 0.001)

3.1.10 Poor adherence with medication

Chen et al 2005 2.0268 0.6507 11.7%
Colham et al 2002 1.4399 0.4974 18.1%
Malla et al 2008 0.5708 0.5187 16.9%
Movac-Grubic et al 2007 2.2824 0.6375 12.1%
Ucok et al 2006 1.9169 0.5613 14.9%
Verdoux et al 2000/2002 1.0332 0.5391 15.9%
Wood et al 2006 0.8557 0.68955 10.4%
Subtotal (95% CI) 100.0%

7.59 [2.12, 27.17]
4.22 [1.59, 11.19]
1.77 [0.64, 4.89]
9.80 [2.81, 34.19)
6.80 [2.26, 20.43)
2.81 [0.98, 8.08]
2.36 [0.60, 9.20]
4.09 [2.55, 6.56]

Heterogeneity: Tauz = 0.07; Chi? = 7.33, df = 6 (P = 0.29); 12 = 18%

Test for overall effect: £ = 5.85 (P < 0.00001)

Cl, confidence interval; FEP, first episode psychosis;
OR, odds ratio; SE, standard error

i

'

—_—

—
=
TR
S —
I —
-
S
s
S
—_—
—_—

i

0.05 0.2 20
Favours no relapse Favours relapse

AlvarezJimenez et al. Schizophr R212;139:116128



a b 2Aderenza

Trattamento Non Aderenza
80% -

Antitubercolari 45% o
© ]
Antipertensivi 47% = 00%
Anti-HIV 60% % 40% -
Antidiabetici 58% B 20% -
Profilassi M.R. 67%
0% ; :
1 week 52 weeks 104 weeks
Antipsicotici 50% LOoader enza p@aoezmnatedasmai
. frequenzaaumenta nel tempo
0
Antipsicotici CATIE 60% Weiden et al, 1997; Keith & Kane, 2003

Hudson et al, 2004; Kane et al, 2005: Liberman et al, 2005



% ricoveri ospedalieri

Nel pazienti non aderenti il rischio di

Conseguenzdellad b 2Aglerenza

ricadutae quasi quattro volte superiore;
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Fenton et al, 1997:; Valenstein et al, 2002; Marder et al, 2003



Long-acting antipsychotidseyond adherence

A Early Warnin#sig:t)né treatment team will know immediately and will be able to initiate
necessary efforts before symptoms reappear

A If a patient discontinues medication, the treatment team still has sewesaks to react
(as opposed to several days with oral antipsychotics)

A Regular contacts providepportunity for psychosocial supporsuch as psychoeducation,
cognitive or social skills training

A Pharmacokinetic benefits: firgtass metabolism will be avoided, leadingitore
predictable plasma levelsompared to oral formulations

A Stable plasma levels better efficacy and/or fewer side effects

A Reduction in risk of medication overdossuicidal behavior is relatively common in
schizophrenia (1€20% lifetime risk) and most suicide attempts are due to medication
overdose which can be reduced by using LATs

A Patients may prefer loneacting injectiond S3 aL R2y QG g6l yvi (G2 0 €
SOSNE PRI gen oM y y

Keith. Expert Rev Neurother 2009;9:91 31;
LAT, long-acting injectable antipsychotic therapy Bai et al. J Clin Psychiatry 2007;68:1218i 1225
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Impact of long-acting injectable antipsychotics
on medication adherence and clinical, functional,
and economic outcomes of schizophrenia

Gabriel Kaplan'*
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Flumkssr of cimas chis artcle has beaan e vwsssd

Absrract: Schizophrenia is a debilitating chronic dis=ase that reguires hifelong medical care
and supervision. Even with treatment, the majornty of patients relapse within 5 years, and
suicide may ccour im up to 10f%S of patient=s. Poor adbherence o oral antipsychotics is thie Toios#
common causs of relapse. The discontinueation rate for oral antipsychofics in schizophrenia
ranges from X6%% o 44%%, and a= many as teo-thirds of patients are at least parfially momn-
adherent. resulfting in increased misk of hospitalization. A very helpful approach o improyve
adherence in schizophrenia is the use of lonpg-acting inmjeciable (LA antipsychotics, although
only a minority of patients receive these. Heasons for underatilization may incledes negative
attitedes, percoptions, and beliefs of both patienit=s and health care professionals. FRescarch shows,
hoarever, significant improvemenis in adberence with LAls compared with oral drogs, and this
is accompamicd by lower mates of discontinuaton. relapse, and hospitalization. In addation,
LA ls are associated with better functionming, gueality of life, and patient satisfaciion. A necd
exi=sts to encourage broader LALD use, especially among patients with a history of nonadherence
with oral antipsychofics. This paper reviews the impact of nonadherences with antipsychotic
drug therapy overall, as well as specific outcomes of the schizophrenia paticnt. and highlights
the potential benefits of LAls.

Keywords: adberence, long-acting injectable, antipsychotics, schizophrenia, discombtimaation,

rclapse

N>



Hindawl Poblishing Conporation
SChizophrenta Research and Trestment
Wolame HO1ZE, Artscle ID 368687, 5 pages
ok 10U 1 155/ 300 1 2368687

Clinical Study

Treatment Adherence with Early Prescription of Long-Acting
Injectable Antipsychotics in Recent-Onset Schizophrenia
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Copyright & 2012 Annde Yiala et al. This is an open access article distributed under the Creative Commons Attribotion License,
which permits unrestricted use, distribution, and reproduction in any medinm, provided the original work is properly cited.

Although response to treatment for the first episode of schirophrenia is generally favourable, nonadherence with the treatment is
the first canse of relapse and rehospitalisation within the next few years. Long-acting injectable antipsychotics (LALAs] combine
the advantages of the mewer antipsychotics and the long-acting formulation. The evalpation concerns 25 schizophrenic patients
hospitalised for the first time, treated with risperidone long-acting injectable {RLAI)Y associated with reintegration methods,
and followed up for at least 18 months. Clinical observation was completed using Climical Global Impression (CG1) scale and
Global Assessment of Functioning (GAF). Clinical improvement was coupled with a good reintegration rate, very few relapse, or
rehospitalisation. Bimonthly injection combined with psychosocial methods improved interactive followap, and therefore patienits’
compliance with the treatment. Treating with LAIA as early as possible, from the first episcde if possible, can reduce relapse,
muamber and duration of rehospitalization, and cognitive symptoms and improve the quality of life and prognosis.



LAIl: solo mancata adesione ?



Modificadel profilo PK/PRlegliantipsicoticattraversof Q dizfeénologiedi
somministrazionédiverse

Antipsicotici atipici orali a rilascio immediato
Antipsicotici atipici orali a rilascio prolungato
— Antipsicotici atipici iniettabili a lunga durata

Concentrazione plasmatica

v

Tempo

Adattata da Keith et al. Prog Neuropsychopharmacol
PK, farmacocinetica; PD, farmacodinamica Biol Psychiatry 2006;30:96008
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Intervento precoce e LAI: possibili
vantaggi
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=d SYNAPTIC PLASTICITY

Timing is everything

Leonie Welberg

Clthere is a specific timewindow

to potentiate synaptic plasticitﬁ




ORIGITNAL ARTICLE

Association Between Duration
of Untreated Psychosis and Outcome
in Cohorts of First-Episode Patients

A Systematic Review

Max Mavrshall, MID: Shon Lewis, MIDD: Austin Lockwood, RMIN;
Richard Drake, PhD; Peter Jones, PhDD; Tim Croudace, PhD

Context: Duration of untreated psvchosis (DUP) is the
time from manifestation of the first psyvchotic symptom
to initiation of adequate treatment. It has been postu-
lated that a longer DUP leads to a poorer prognosis. If
so, outcome might be improved through earlier detec-
tion and treatrment.

Objectives: To establish whether DUP is associated with
prognosis and to determine whether any association is
explained by confounding with premorbid adjustment.

Data Souvurces: The CINAHI (Cumulatnve Index to INurs-
ing and Allied Health), EMBASE, MEDLINE, and
PswvchLIT databases were searched from their inception

dates to MMaw 2004

Stwudy Selection: Eligible studies reported the relation-
ship between DUP and outcome in prospective cohorts
recruited during their first episode of psvchosis.
Twenty-six eligible studies involving 4490 participants
were identified from 11 458 abstracts, each screened by
2 reviewers.

Data Extraction: Data were extracted independently
and were checked by double entrv. Sensitivity analvses

were conducted excluding studies that had follow-up rates
of less than 809, included affective psyvchoses, or did not
use a standardized assessment of DUP.

Data Synthesis: Independent meta-analvses were con-
ducted of correlational data and of data derived from com-
parisons of long and short DUP groups. Most data were
correlational, and these showed a significant association
between DUP and several outcomes at & and 12 months
Cincluding total symptrtoms, depression/anxiety, negative
symptoms, overall functioning, positive symptoms, and
social functioning). Long vs short DUP data showed an
association between longer DUP and worse outcome at ©
months in terms of total symptoms, overall functioning,
Positive symptoms, and quality of life. Patients with a long
DUP were significantly less likely to achieve remission. The
observed association between DUP and outcome was ot
explained bv premorbid adjustment.

Conclusions: There is convincing evidence of a mod-
est association between DUP and outcome, which sup-
pPorts the case for clinical trials that examine the effect

of reducing DUP.

Arch Gen Psychiatry. 2005;62:975-983




Baseline
All Symptoms (n=615)
Depression/Anxiety (n=571)
Disorganized Symptoms (n=136)
Negative Sympioms (n=1401)
Owverall Functioning {n=367)
Positive Sympioms (n=1135)
Quality of Life (m=330)
Social Functioning (n=248)

6 mo
All Symptoms (n=530)
DepressionfAnxiety (n=530)
Disorganized Sympioms (n=74)
Negative Symptoms {n=933)
Owverall Functioning {n=5634)
Positive Symptoms (n=933)
Quality of Life (m=74)
Social Functioning (n=108)

12 mo

All Symptoms (n=385)
Depression/Anxiety (n=376)
Megative Symptoms (n=779)
Owerall Functioning {n=287)
Positive Symptoms (Nn=777)
Quality of Life (m=403)
Social Functioning (n=121)

24 mo
Megative Symptoms (n=164)
Owerall Functioning (n=63)
Positive Symptoms (n=164)
Quality of Life (m=164)
Social Functioning (n =55)

Short DUF Worse

Correlation Coefficient (95% CI)
—-— —0.020 (—0A00 to 0.060)
P — —0.107 (0.025 to 0.188)

Long DUF Worse

- 0.020 (—0.149 to 0.188)
-~ — 0.082 (—0.016 to 0.179)
—0.014 {(—0.117 to 0.020)
- 0.089 (—0.041 to 0.217)

—0.40

R 0.188 (0081 to 0.290)
0.040 (—0_085 to 0.164)
S 0.362 (0285 ta 0.434)
- 0.220 (0137 ta 0.300)
- 0.200 (—0.030 to 0.410)
— - 0.242 (0.180 to 0.302)
- 0.200 (0127 to 0.271)
—.— 0.295 (0.234 to 0.352)
_0.100 (—0.321 to 0.132)
= 0.199 (0008 to 0.377)
S 0.282 (0.191 to 0.368)
— - 0.194 (0.094 to 0.291)
— - 0.176 (0.106 to 0.244)
m 0.277 (0165 to 0.382)
— - 0.283 (0.216 to 0.347)
— = 0.251 (0157 to 0.340)
- 0.234 (0003 to 0.366)
- _0.110 (—0.259 to 0.044)
. 0.280 (0045 to 0.486)
- 0.170 (0.017 to 0.315)
- 0.200 (0048 to 0.343)
. 0.190 (—0.079 to 0.433)
" 024 008 008 024 040 056

Correlation Coefficient

Figure 1. Summary correlations between duration of
untreated psychosis (DUP) and ocutcomes by
follow-up point. Cl indicates confidence interval. The
squares are roughly proportioned to the amount of
data available.



BJP 2014, 205:88-94.

B l P The British Journal of Psychiatry

- DUP:time between the onsebdf first-
episode psychosis and firgteatment.

Duration of untreated psychosis as predictor of long-term /
outcome in schizophrenia: systematic review and meta-analysis
Matti Penttila, Erika Jaaskeldinen, Noora Hirvonen, Matti Isohanni and Jouko Miettunen \'Z
Outcomes Correlation (95% Cl)
General symptomatic — 015 (—0.22 to —0.09)
outcome (N =15) -
Positive sympioms (n=28) - —0.14 (=022 to —0.07)
Megative symptoms (0= 18) - — 013 (=021 to —0.05)
Hospital treatments (n=11) - — .09 (—0.22 to 0.04)
- 0 . . : : 5 — % - — —
a)(early Interventlon IN Social functoning (n =14) - 018 (=027 to 0.0%)
h . h t ff t Employment (n="7) - —0.05 (=016 to 0.08)
pSyC 0SIS may a | OSItvVEETTec S, Global outcome (n=1%) - — Q017 (—0.26 to —0.07)
onthe longterm course ofllnessX € iz or e n-n s 010 (—0.22 to 0.01)
Remission (n=10) - —0.14 (=023 to —0.08)
I | I |
—03 =02 =01 Q0 Q.1

Fig. 2 Correlations between duration of untreated psychosis
(DUP) and clinical outcomes, hospital treatment and social

functioning. Negative correlation indicates that long DUP
is associated with poor outcome (n, number of studies).




LAI for firstepisodée?

A Efficacia a lungo termine
A Riduzione delle ricadute e dei ricoveri
AaArdft A2Nr YSYya2z2z RSt Ql

Utile in un periodo cruciale in cui le ricadute comportano un peso
anche maggiore in termini di funzionamento sociale,
capacita lavorative e benessere soggettivo
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CONCLUSIONS

The first study investigating the potential benefits
of LAIAs in patients experiencing a first episode of
psychosis was reported exactly 30 years ago (1982).
Since then, several new studies have provided good
reasons to consider the use of LAIAs in the man-
agement of the early phase of illness. There is some
evidence that LAIAs can be used safely and effec-
tively in early psychosis, and that they may be asso-
ciated with reduced relapse rates, better outcomes
in terms of greater symptom reduction and higher
remission rates. However, this is largely supported
by evidence from naturalistic cohort studies and a
small number of controlled trials of RLAI. Evidence
for olanzapine and paliperidone LAls in particular
is limited. Owerall, despite promising evidence,
there is a dearth of well-conducted prospective
studies comparing LAIAs with oral antipsychotics,
or with one another in this stage of illness. This
literature gap should be urgently filled, in the
light of the exponential research and clinical inter-
ests into the early diagnosis and treatment of
psychosis.
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Rethinking the role of long-acting atypical antipsychotics in
the commmunity setting

Alfredo Carlo Altamura®, Eugenio Aguglia®, Mariano Bassi®, Filippo Bogetto®©,
Lodovico Cappellari®, Serafino De Giorgif, Andrea Fagiolini®, Luigi Ferrannini”
and Paolo Girardi'

(1) Panents with poor adherence mav benefit from LAl
antipsychortics.

(2) Starting an LAl antpsvchotic does not alwavs mean
inability to switch back to treatment with oral
medication.

(3) Afrer a sufficiently long period of stability on LA
medication, patients may be able to appreciate the
importance of treatment and mav be more adherent
to oral medications, even during acute episodes.



CNS Spectrums (2014), 19, 3-5. © Cambridge University Press 2014
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i BRAINSTORMS—CIlinical Neuroscience Update

Long-acting injectable antipsychotics:
shall the last be first?

Stephen M. Stahl
ISSUE:

A paradigm shift is afoot in which the “last shall be first,” namely, use of long-
acting injectable (LAI) antipsychotics, rather than being reserved for use only at
the last stages of schizophrenia, may be shifting to first-line treatment of early
episodes of this illness.




i BRAINSTORMS—<Clinical Neuroscience Update

Figure 1. A Paradigm Shift for LAls: The Last Shall Be First?

|proposed use of LAls]

first episode / current use of LAls]

treatment
early episode /
treatment

100%

last episode
treatment

S0°%

15 20 40 &0

AGE

onset of full schizophrenia syndrome

asymptomatic prodrome: onset of negative
but at risk symptoms, asocial features,
subsyndromal

Stahl, 2014



Impact of initiating LAI atypical APs early in the disease course

A Patientsinitiated on an atypical LAI*within 5 yearsof onsetof illness(24.2% W S | LNKE | av&r€ 0
comparedwith those on an atypical LAI* >5 yearsafter the onsetof illness(75.8%, W{ LOIKS NS Q0

A Comparedo the later phasegroup, the early phasegroup achieved

*Olanzapinepamoate

N=1879

AP, antipsychotic; BPRS, Brief Psychiatric Rating S8alépneacting injectable;

PANSS, Positiead Negative Syndrontecale. Detkeet al. SchizophRes 2014:136;S263



| LAI come scelta del paziente



Guideline recommendations
on the use of LAl APs

1. APA Practice Guidelines, 2004, 2nd edition;

2. Hasan et al. World J Biol Psychiatry 2013;14:21 44,

3. Lehman et al. Schizophr Bull 2004;30:193i 217,

4. Psychosis and schizophrenia in adults: treatment and management: NICE CG178

AP, antipsychotic; LAI, long-acting injectable Feb.2014. www.nice.org.uk




La relazione medicopaziente risulta cruciale per la
comprensionedei rischibenefici e per f QF OOS G del |
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The Therapeutic Relationship and Adherence to
Antipsychotic Medication in Schizophrenia

Rosemarie McCabe'*, Jens Bullenkamp?, Lars Hansson?®, Christoph Lauber? Rafael Martinez-Leal’,

Wulf Rossler®, Hans Joachim Salize?, Bengt Svensson?, Francisco Torres-Gonzalez’, Rob van den Brink?®,
Durk Wiersma®, Stefan Priebe’

Conclusions: A better TR is associated with better adherence to medication among patients with schizophrenia.

Table 3. Associations between Therapeutic Relationship and
Adherence to Antipsychotic Medication in a logistic

both patient and clinician regression model based on 466 patients.
perspectives of the TR are

|ndependent|y Adherence to Antipsychotics
associated withadherence. Adjusted
odds ratio 95% CI P
Patient rating of relationship 1.21 1.04 o 1.40 p=0017
Keyworker rating of relationship 1.66 1.35 to 2.05 p-<<0.001
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ORIGINAL RESEARCH

Physician and patient benefit—risk preferences
from two randomized long-acting injectable
antipsychotic trials

Eva G Katz'

Brett Hauber?

Srihari Gopal?®

Angie Fairchild?

Amy Pugh*

Rachel B YWeinstein?
Bennett S Levitan?

'Janssen Research & Development,
LLC, Raritan, M|, 2RTI Health
Solutions, Research Triangle Park, MNC,
Jlanssen Research & Development,
LLC, Tituswille, MNJ, *The University

of California, San Francisco
(WCSF), CA, UISA

This article was published in the following Dowve Press jourmal:
Patient Preference and Adherence
21 Ocrocber 2016

Purpose: To quantify clinical trial participants® and investigators® judgments with respect to the
relative importance of efficacy and safety attributes of antipsychotic treatments for schizophrenia,
and to assess the impact of formulation and adherence.

Methods: Discrete-choice experiment surveys were completed by patients with schizophrenia
and physician investigators participating in two phase-3 clinical trials of paliperidone palmitate
3-month long-acting injectable (L AI) antipsychotic. Respondents were asked to choose between
hypothetical antipsychotic profiles defined by efficacy, safety, and mode of administration. Data
were analyzed using random-parameters logit and probit models.

Results: Patients (IN=214) and physicians (N=438) preferred complete improvement in positive
symptoms (severe to none) as the most important attribute, compared with improvement in any
other attribute studied. Both respondents preferred 3-month and 1-month injectables to oral
formulation (P-<=0.035), irrespective of prior adherence to oral antipsychotic treatment, with
physicians showing greater preference for a 3-month over a 1-month LAI for nonadherent
patients. Physicians were willing to accept treatments with reduced efficacy for patients with
prior poor adherence. The maximum decrease in efficacy (95% confidence interval [CI]) that
physicians would accept for switching a patient from daily oral to 3-month injectable was as
follows: adherent: 9.8%0 (95% CI: 7.2—12.4), 20% nonadherent: 25.4%% (95% CI: 21.0-29.9),
and 50% nonadherent: =>30%. For patients, adherent: 10.1%% (95%% CI: 6.1—14. 1), nonadherent:
the change in efficacy studied was regarded as unimportant.

Conclusion: Improvement in positive symptoms was the most important atiribute. Patients an
physicians preferred L Als over oral antipsychotics, with physicians showing a greater preferenc
for 3-month over 1-month LAL Physicians and patients were willing to accept reduced efficac

in exchange for switching a patient from an oral formmulation to a LATL.

Keywords: benefit-—risk assessment, long-acting injectable, patient preference, physician
preference, schizophrenia, survey



Relative importance

Physician and patient benefit—risk preferences
from two randomized long-acting injectable
antipsychotic trials

Physiciampreference(N=438)

Improverment Improverment Social WWeight EFPsS: Hwperprolac- Hyperglycemia:
n positive n negative functioniNg: gain: timnemia:
sympitoms: symptoms: -

Katzet al, PatientPrefer Adherence2016



Relative importance

Physician and patient benefit—risk preferences
from two randomized long-acting injectable
antipsychotic trials

Patient preference(N=211)

Improvemeaent lImprovement mprovement  Weight gain: Improvermeaent mprovement  Improvement
in positive in negative in social B inmn ERPS: in hyperprolac- in hyper-
syimptoms= symptomse functioning= tinermia: glycermia:

Katzet al, Patient Prefer Adherence2016
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Sintomi positivi e negativi
funzione cognitiva , sintomi affettivi

Sintomi extrapiramidali

Prolattina

Aumento di peso
Sedazione Tollerabilita
Alleanza terapeutica Adesione
Effetti cognitivi al tratamento

Educazione

Accesso alle terapie

Nabet> and Vita, 2004

Sintomi
di malattia

Impatto suli
famigliari

Funzionamento
guotidiano

Benessere
soggettivo

Funzionalita
Disponibilita
Implicazioni

Indipendenza

Vita di relazione
Salute e sicurezza
Accesso ai servizi
di sotegno

cognitiva
di una rete di supporto
econcomiche , stigma



Metaanalysis of RCTs: LATs versus oral antipsychotics in the prevention

LAT/depot”

Study or subgroup Events S
Arango 2005 10 26
Barnes 1983 3 19
Del Guidice 1975 21 27
Falloon 1978 8 20
Gaebel 2010 54 355
Hogarty 1979 22 55
Li 1996 32 155
Potapov 2008 4 20
Rifkin 1977 2 23
Schooler 1979 26 143
Total 843
Total events 182

of relapse
Oral?
. Risk ratio
Events Total Weight (%) Mi H, random, 95% CI

6 20 52 L _____ T _____.
3 17 i ___ . m———— o _____
30 31 22.8
5 24 4.2 Ml
102 355 86 =1
32 50 14.8 =
52 137 512 -
8 20 36 e

3 28 1.4
35 147 124 -+
829 1000 <

276

*Fluphenazine depot, risperidone long-acting injectable, haloperidol decanoate and
zuclopenthixol depot; AFluphenazine, pimozide, zuclopenthixol, quetiapine, olanzapine and
any antipsychotic; YIn Li et al the allocation of 28 out of 320 participants was unclear,
reducing the total number of participants from 1700 to 1672
Cl, confidence interval; LAT, long-acting injectable antipsychotic therapy; Mi H, Manteli

Haenszel estimate;
RCT, randomized control trial

0.01 0.1 1
Favours depot

Favours oral

Significantly fewer participants receiving depot
formulations (21.6%)

experienced relapse compared
(33.3%)

with oral formulations

Leucht

et al. Schizophr Res 2011;127:83i 92
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Long-acting injectable antipsychotics for the prevention of relapse in @ CroseMark
patients with recent-onset psychotic disorders: A systematic review and
meta-analysis of randomized controlled trials

Taro Kishi®, Kazuto Oya, Nakao Iwata

Department of Psychiatry, Fujita Health University School of Medicine, Toyoake, Aichi, Japan

ABSTRACT

This meta-analysis of randomized controlled trials (RCTs) investigated the advantages of long-acting injectable
antipsychotics (LAI-APs) over oral antipsychotics (OAPs) with regard to efficacy and safety for patients with
recent-onset psychotic disorders. Effect sizes and 95% confidence intervals (95%CIs) were calculated. We
identified five RCTs (1022 patients, mean study duration=18+ 7.59 months) that compared LAI-APs
(paliperidone or risperidone) with OAPs. Pooled LAI-APs did not outperform OAPs in terms of the preventing
of relapse (N=3, n=875). However, there was significant heterogeneity (1°=76%), with one study showing no
superiority of LAI-APs over OAPs [Malla 2013: risk ratio (RR)=1.83, 95%CI=0.70-4.77, n=77] and the other
two studies showing LAI-APs to be superior [Schreiner 2015: [RR=0.71, 95%CI=0.51-0.97, number needed to
treat (NNT)=-17, n=715, Subotnik 2015: RR=0.15, 95%CI=0.04-0.63, NNT=-4, n=83]. Pooling the studies,
there were no significant differences between LAI-APs and OAPs in the improvement of Positive and Negative
Syndrome Scale scores or in discontinuation due to all-cause, adverse events (AEs), and death, but LAI-APs
outperformed OAPs in terms of discontinuation due to inefficacy (RR=0.34, NNT=-50) and nonadherence
(RR=0.30, NNT=-33). However, the LAI-APs were associated with a higher incidence of at least one AE
(RR=1.13) and tremor (RR=2.38) compared with OAPs.




Fewmewr arbclks 57

Efficacy and safety of second-generation long-acting
injections in schizophrenia: a meta-analysis

of randomized-controlled trials

Paolo Fusar-Poli®, Matthew J. Kempton® and Robert A. Rosenheck”

The aim of thee presant article is o test at a meta-analytical
lewveal the efficacy and safety of second-generation
leng-acting antipsychotic injections (SGLAILD

in schizophrmnia. Thirteen randomized-controlled trials
comparing SG LAl with ether placebo or oral antipsychotics
were inclueded in a guantitative meta-analysis

(6313 patients). Efficacy and s=afety measures as well

as demogm@aphic and clinical varables weare exracted
from each publication or obtained directly from authors.
Publication bias was assessead with funnel plots and
Eggers interceplt Helterogeneity was addressed with the
C statistic and the F index. SGLAI were more effective than
placebo injections [Hedges's g= 0336, 935% corfidence
interwal (CI) 02460426, T 7325, P=0,001] in reducing
the Positive and MNMegative Syndrome Scale (PANSS)
scores, but no diffemmnces were cbhserved compared with
ormal antipsychotics (Hedges's g= 0072, 953 Cl — 0072 to
217 Te 0983 Pel 326l Thare were more respondears
under SG LA than placebo (47 vs. 24%:, NNT 4, 953 Cl 3—-6),
but no differences in comparison with oral antipsychobics
[relative risk (REIl m3 962, P L94]. SGLAI and comtrols
greups shared a commean safety profile with respeact 1o the
mumber of deaths, owerall number of reatment-adverse
events, insomoia, OT prolongation, or pain in the injEction
sitee There was a graeater risk of developing extEapymamidal
side effects with SGLAI than with placebo (RRE == 2037,
P==0.001) or with oral antipsychotics (RR =1.451,

P L0280, There was no evidence of publication bias
(Egger's P 0. 476), and sensitivity analysis corfirmed the
rcbustness of results The present meta-analysis shows
supearior efficacy for the SGLAI over placebo on psychotic
symploms, althocuwgh with a relatively small effect size;

no evidencse of supercority in efficacy over oAl

amtipsyc hotics ] and modest avidence of greater s ympltoms
of exxtmpyramidal side effects. These data suggest that
SGLAI lack an advantage in mducing psychotic sympltoms
owear oral medications. Their poterntial effects on relapse
prevention should be better addressed by future
randomized-contraolled trials. int G Pspchopharmac.od
ZRBET—66 = 2013 Wolers Kluwer Health | Lippincott
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Metaanalysis of RCHelapse rates at the longest study time point

Study or subgroup LAT Total OAP Total Weight Risk ratio
Events Events M-H, Random, 95% ClI

Relapse (estimated rate preferred, longest time point) i Fluphenazine depot

Barnes 1983 3 a9 3 iz 1.0% 0.89 [0.21, 3.85]

Crawdford 1974 2 14 6 is 1.0%% 0.36 [0.09, 1.48] [
Del Guidice 1975 21 27 59 61 9.5% 0.80 [0.65, 0.99] -
Falloon 1978 8 20 5 24 2.1% 1.92 [0.74, 4.95] )
Hogarty 1979 22 55 36 50 6.8% 0.56 [0.38, 0.80] I
Kaneno 1991 8 127 =] 132 2.2% 0.92 [0.37, 2.32] D
Rifkin 1977 2 23 3 28 0.7%0 0.81 [0.15, 4.45]

Schooler 1980 54 107 61 107 8.8% 0.89 [0.69, 1.14] e
Subtotal (95% CI) 392 434 32.1% 0.79 [0.65, 0.96] ‘

Total events 120 182

Heterogeneity: Tau? = 0.02; Chiz = 9.06, df = 7 (P = 0.25); 12 = 23% . .
e et oot o oy 'his metaanalysis covered a larger
Relapse (estimated rate preferred, longest time point) i Haloperidol depot y g
Glick 2005 5 o o 16 3.1% 0.99 [0.48, 2.04]

S e A T number of RCTs including some with

Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)

R o oot e v Onzaping LAT broader inclusion criteria

Detke 2011 102 264 104 260 9.4% 0.97 [0.78, 1.19]
Kane 2010 58 599 23 322 5.5%0 1.36 [0.85, 2.16] 7

ST T, T remoreaan T When pooled together, the risk of relapse

Heterogeneity: Tauz = 0.03; Chiz = 1.77, df = 1 (P = 0.18); Iz = 44%
Test for overall effect: Z = 0.45 (P = 0.65)

Ceaoes (it rte 1, longee e ) | RLAT for LAT/depot antipsychotics was similar

Bai 2007 2 23 o 25 0.296 5.42 [0.27, 107.20] . . .
Gaebel 2010 65 327 122 326 8.6% 0.53 [0.41, 0.69] —

o s N Do oI cmbaew e to the risk for oral antipsychotics
Keks 2007 25 247 27 300 4.9% 1.12 [0.67, 1.89] e

MacFadden 2010 20 177 82 172 9.4% 1.07 [0.86, 1.32] T

NCT00246259 11 32 s 31 2.196 2.13 [0.84, 5.43] 1

Potapov 2008 a4 20 8 20 1.8% 0.50 [0.18, 1.40] -

Rosenheck 2011 86 187 20 182 9.4% 0.93 [0.75, 1.15] -1 .

Schooler 2011 75 146 62 150 8.8% 1.24 [0.97, 1.59] [ Studles—21 n—4950 RR—O 93 950/
Subtotal (95% CI) 1306 1257  47.4% 0.98 [0.74, 1.28] 2 - y - y V. y 0
Total events 376 401

Heterogeneity: Tau? = 0.10; Chiz = 31.71, df = 8 (P = 0.0001); IZ = 75% ( : I O 8O'I' 1 08 _0 35
Test for overall effect: Z = 0.16 (P = 0.87) . . y — .

Relapse (estimated rate preferred, longest time point) i Zuclopenthixol depot

Arango 2006 10 26 6 20 2.6% 1.28 [0.56, 2.93] I e
Subtotal (95%6 CI) 26 20 2.6% 1.28 [0.56, 2.93] —_— T T
Total events 10 (=]

Heterogeneity: Not applicable
Teat for overall effect: 7 — (O 59 (P = 0O 56)

Total (95% CI) 2596 2309 100% 0.93[0.80, 1.08] | 4
Total events 671 725 f f f '
Heterogeneity: Tauz = 0.05; Chiz = 48.15, df = 20 (P = 0.0004); I2 = 58%
Test for overall effect: Z = 0.94 (P = 0.35) 0.05 0.2 1 5 20

Test for subaroup differences: Chiz = 3.96. df = 4 (P = 0.41). 12 = 0% Favours LAT Favours OAP

Cl, confidence interval; df, degrees of freedom; LAT, long-acting injectable antipsychotic therapy; Mi H, Manteli Haenszel
estimate; OAP, oral antipsychotic; Random, random effects model; RLAT, risperidone long-acting therapy; RCT, randomized
control trial; RR, relative risk Kishimoto et al. Schizophr Bull 2014;40:192i 213



Non-adherence to medication in patients with
psychotic disorders: epidemiology, contributing
factors and management strategies

1-4
JoHn M. KAanE 7, TAISHIRO KISHIMOTO

Thus, LAIs are intended to facili-
tate adherence and thereby reduce
relapse rates. However, the results
from recent, large, randomized con-
trolled trials have been discouraging.
Rosenheck et al (70) conducted a fed-
erally funded trial and reported that
risperidone-LAI was not significantly
superior in preventing hospitalization
compared to clinicians’ choice oral
antipsychotics. Similarly, in a study
comparing rnsperidone-LAI with any
oral antipsychotic, Schooler et al (71)
did not find a significant difference
between the two treatment groups. A
recent meta-analysis based on 21 ran-
domized controlled studies (including
the two studies mentioned above) found
that LAIs were not significantly supe-
rior to oral antipsychotics (IN = 4,950,
risk ratio=093, 95% CI: 0.80-1.08,
p=0.35), both in primarny analyses and
across multiple secondary analyses (35).

1.%-5 1-4

, CHriIsTOPH U. CORRELL

However, the results from random-
ized controlled trials are in strong con-
trast to some naturalistic studies. For
example, Tiihonen et al (72) reported
in a nationwide Finnish cohort that
the risk of rehospitalization with LAls
was one-third that of oral antipsy-
chotics. Moreover, most LAlLs showed
significant superorty compared to each
oral counterpart regarding all-cause
discontinuati on.

Mirror-image studies, which com-
pare the periods pre- and post-LAI in-
troduction within subjects, are anoth-
er way to examine the efficacy of
LAls. In a recent meta-analysis based
on 25 mirror-image studies (IN=5,940),
Kishimoto et al (73) reported that LAls
showed strong superority over oral
medication in preventing hospitaliza-
tion (16 studies, N=4,066, risk matio=
0.43, 95% CI: 0.3540.53, p<0.001) and
decreasing the number of hospitaliza-
tions (15 studies, 6,396 person/years,
rate ratio=0.38, 95% CI: 028-051, p <
0.001).

Given such a discrepancy of the re-
sults between randomized controlled
trials, nationwide cohort studies and
mirror-image studies, a gquestion arises
as to what is the best way to assess
LAl effectiveness in comparison to
oral medication. As mentioned before,
participants in clinical trials might
over-represent patients with better ad-
herence to treatment, lower illness
severity, and better cognitive capabili-
ties. Perhaps most importantly, partic-
ipation in a clinical trial can have a
substantial impact on adherence. At

(Waorrld Psychiatry 20053:12:216-226)



LATs versus oral antipsychotics: systematic review and metaanaly:
mirror-image studies

Hospitalization risk

A Mirror-image studies comparing the period beforeus Reto imi Imit Zvalue Palue Riskratio and 95% CI
and after initiation of LAT: Girardi et al (2010) 0024 0001 0397 -2.609 .0091 <———
L, ~ , Beauclair et al (200%) 0.092 0.030 0.282 ,-4166 .0000, <—_
Ve . L - n d Arao é g d r . . ) --- d . .
AC2tt26Ay3 LI UGASYUE XMHNPWHKE O RF o 2PUKE WS IOK 2y
oral and LAT) Denham & Adamson (1971) 0333 0254 0438 -7.884 .0000 s
o ) ) ) Morritt (1974) 0.343 0.214 0550 -4.440 .0000 +.
A Providing hospitalization or relapselated Lindholm (1975) 091 023 06 a515 0004 | | —m-
information Gotiries & Green (1974) 085 0341 022 o831 0048 e
A i : i Chang (2012) 0% o4y O 4eer o000 m
25 StUdIeS (197d'2012)’ 5825 patlents Jor?r?sgoﬁl&Fr)eeman (2972) 0:570 6.461 0..704 :5:203 :OOOO L
. . . Crivera et al (2011) 0.597 0.463 0.768 -4.003 .0001 -
A LATs showed strong superiority over oral APs in §5: 5 G, T bom S0 056 054 NI
hospitalization risk (risk ratio=0.43, 95% CI. §.35 040 00 oSz somoo0
0.53, p<0.001) and number of hospitalizatioretd Favours LAT  Favours oral APs

ratio=0.38, 95% ClI: 0.28.51, p<0.001)

These mirror-image studies were in strong contrast

with the most recent metaanalysis of RCTs. Actually

they may more accurately reflect the patients most
likely prescribed LATs in clinical practice

AP, antipsychotic; CI, confidence interval; LAT, long-acting injectable antipsychotic therapy;
RCT, randomized controlled trial; Kishimoto et al. J Clin Psychiatry 2013;74:9571 965



B META-ANALYSIS

Long-Acting Injectable Versus
Oral Antipsychotics in Schizophrenia:
A Systematic Review and Meta-Analysis of Mirror-Image Studies

Taishiro Kishimoto, MD; Masahiro Nitta, MS;
Michael Borenstein, PhD; John M. Kane, MD,; and Christoph U. Correll, MD

Figure 3. Number of Hospitalizations

Rate Loweor Upper
Study Ratio Limit Limit Z Value £ value Rate Ratio and 95% C|
Beauclair et al, 2005°° 0.103 0.044 0.239 -5.298 0000 -
Aratd and Erdés, 197932 0.106 0.062 0.182 -8.140 0000 —
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Denham and Adamson, 19717 0.262 0.192 0.357 -8437 0000 | B
Morritt, 19747 0.283 0.165 0.485 -4.590 0000 1B
Malm, 1971% 0.294 0.179 0.484 4811 0000 .
Devito et al, 1978"° 0.355 0.239 0528 -5.113 0000 — -
Polonowita and James, 1976 0414 0.269 0.639 3.990 0001 j=]
Changetal, 20127° 0430 0318 0.580 -5519 L0000
Carswell et al, 20107’ 0441 0381 0.511 -10983 0000
Lindholm, 1975% 0447 0.299 0.670 -3899 L0001 —_
Peng et al, 201170 0469 0331 0.666 4232 0000 —
Renetal, 20117 0.742 0682 0.808 -6898 L0000 i)
Tan et al, 198177 0.800 0.641 0.999 -1.968 0491 =
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0381 0.283 0512 6397 L0000

L ) 1] 1] L] L ]
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Favors LAI Favars Oral

Antipsychotic
Abbreviation: LAl = long-acting injectable.




A Nationwide Cohort Study of Oral and
Depot Antipsychotics After First Hospitalization

Jari Tiithonen, M.D., Ph.D.
Jari Haukka, Ph.D.
Mark Taylor, F.R.C.Psych.

Peter M. Haddad, M.D.,
F.R.C.Psych.

Maxine X. Patel, M.D.,
M.R.C.Psych.

Pasi Korhonen, Ph.D.

for Schizophrenia

Objective: Data on the effectiveness of
antipsychotics in the early phase of schizo-
phrenia are limited. The authors exam-
ined the risk of rehospitalization and drug
discontinuation in a nationwide cohort of
2.588 consecutive patients hospitalized for
the first time with a diagnosis of schizophre-
nia between 2000 and 2007 in Finland.

Method: The authors linked national
databases of hospitalization, mortality,
and antipsychotic prescriptions and com-
puted hazard ratios, adjusting for the ef-
fects of sociodemographic and clinical
variables, the temporal sequence of the
antipsychotics used, and the choice of the
initial antipsychotic for each patient.

Results: Of 2,588 patients, 1,507 (58.2%)
collected a prescription for an antipsy-
chotic during the first 30 days after hospi-
tal discharge, and 1,182 (45.7%, 95% con-
fidence interval [Cl]=43.7—47.6) continued
their initial treatment for 30 days or lon-
ger. In a pairwise comparison between
depot injections and their equivalent oral
formulations, the risk of rehospitalization

for patients receiving depot medications
was about one-third of that for patients re-
ceiving oral medications (adjusted hazard
ratio=0.36, 95% C1=0.17—0.75). Compared
with oral risperidone, clozapine (adjusted
hazard ratio=0.48, 95% C1I=0.21-0.76) and
olanzapine (adjusted hazard ratio=0.54,
95% C1=0.40-0.73) were each associated
with a significantly lower rehospitaliza-
tion risk. Use of any antipsychotic com-
pared with no antipsychotic was associat-
ed with lower mortality (adjusted hazard
ratio=0.45, 95% C1=0.31-0.67).

Conclusions: In Finland, only a minority
of patients adhere to their initial antipsy-
chotic during the first 60 days after dis-
charge from their first hospitalization for
schizophrenia. Use of depot antipsychot-
ics was associated with a significantly low-
er risk of rehospitalization than use of oral
formulations of the same compounds.
Among oral antipsychotics, clozapine and
olanzapine were associated with more fa-
vorable outcomes. Use of any antipsychot-
ic was associated with lower mortality.

(Am J Psychiatry 2011; 168:603—-609)



A Nationwide Cohort Study of Oral and

Depot Antipsychotics After First Hospitalization
for Schizophrenia

FIGURE 1. Risk of Rehospitalization After a First Hospitali-

zation for schizophrenia, by Antipsychotic Treatment Pat-
tern (N=2,588)2
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Hospital Readmission Rates Among Patients With
Schizophrenia Treated With Long-Acting Injectables
or Oral Antipsychotics

Joanna P. Mackwan, Ph.D., Siddhesh A. Kamat, M.5., M.B.A., Ruth A. Duffy, Ph.D., Seth Seabury, Ph.D.,
Jacquelyn W. Chou, M.P.P., M.PL, Susan N. Legacy, M.D., Ann Hartry, Ph.D., Anna Eramo, M.D., Craig Karson, M.D.

Objective: This study analyzed hospital readmission rates of
patients with schizophrenia who were treated with long-
acting injectable antipsychotics (LAls) or with oral antipsy-
chotics after being discharged from a hospitalization.

Methods: Medical claims of patients with schizophrenia
who were ages 18-64 and had a first hospitalization for
a serious mental illness (index hospitalization, October
2007 through September 2012) and at least one pre-
scription for a first- or second-generation antipsychotic
were analyzed from the Truven Health MarketScan Multi-
State Medicaid Database. Analyses were conducted for
patients with a sole diagnosis of schizophrenia (N=1,450)
and for all patients with schizophrenia (N=15,556), which
added patients with a codiagnosis of bipolar disorder or
major depressive disorder. Probability of rehospitalization
for any cause at 30 and 60 days after the initial hospitali-
Zation was assessed with multivariate logistic regression
and propensity score matching (PSM) methods. The PSM

model matched age, preindex use of LAls or short-acting
injectables, and select comorbidities between the LAl and
the oral antipsychotics groups.

Results: LAls were associated with significantly lower
probability of rehospitalization compared with oral antipsy-
chotics at 60 days for schizophrenia-only patients (adjusted
odds ratio [AOR] =60, 95% confidence interval [Cl]=.41-90)
and for all patients (AOR=.70, Cl=.52-.95). The absolute
difference in probability of rehospitalization for all patients
was significantly lower by 5.0% at 60 days in the LAl group
compared with the oral antipsychotics group.

Conclusions: Compared with use of oral antipsychotics, use
of LAls was associated with fewer readmissions of Medicaid
patients with schizophrenia within 60 days after an index
hospitalization.

Psychiatric Services 2016, 67:1183-1188; doi: 10.1176/appips 201500455




RESEARCH ARTICLE
Long-Acting Injectable Antipsychotics for Prevention
of Relapse 1n Bipolar Disorder: A Systematic Review

and Meta-Analyses of Randomized Controlled Trials
Taro Kishi, MD, PhD; Kazuto Oya, MD; Nakao Iwata, MD, PhD

Department of Psychiatry, Fujita Health University School of Medicine, Toyoake, Aichi, Japan.

Correspondence: Taro Kishi, MD, PhD, Department of Psychiatry, Fujita Health University School of Medicine, Toyoake, Aichi 470-1192, Japan
(tarok@fujita-hu.ac.jp).
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Figure 1. Study-defined Relapse Rate of Any Mood Symptoms. AC, active-controlled trial; LAI-AP, long-acting injectable antipsychotics; PC, placebo-controlled trial; Figure 2. Study-defined Relapse Rate of Manic/Hypomanic/Mixed Symptoms. AC, active-controlled trial; LAI-AP, long-acting injectable antipsychotics; PG, place

5GA, second generation antipsychotic; 95% CI, 95% confidence interval. trolled trial; SGA, second generation antipsychotic; 95% CI, 95% confidence interval.



Differences in study design

Naturalistic observational studies:
Include the ability to evaluate larger numbers of patients over longer periods of time in real world
clinical practice settings, with less restrictive inclusion/exclusion criteria®+4

1. Olivares et al. Eur Psychiatry 2009;24:2871 296; 2. Kirson et al. J Clin Psychiatry 2 0 1 3 ; 7 4 . 36Aphs®t@alb Schizophr Res. 2014
May 16.[Epub ahead of print]
RCT, randomized controlled trial http://www.statsdirect.com/help/default.htm#basics/prospective.htm. Accessed October 2014
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Clinical trial methodology to assess the efficacy/effectiveness of long-acting @ CroaMark
antipsychotics: Randomized controlled trials vs naturalistic studies

N e e B b . - e ood e . .
Andrea Fagiolini™*, Paola Rocca”, Serafino De Giorgi“, Edoardo Spina“, Giovanni Amodeo®,

ABSTRACT

Schizophrenia presents unique difficulties in clinical trial design associated with the condition's variable
presentation and clinical course, and multiple features influencing affect, cognition, volition and perception.
Randomized controlled trials (RCTs) are explanatory studies using a carefully selected patient population,
predefined assessment intervals and, generally, symptom-focused endpoints. Naturalistic studies are prag-
matic, with no active intervention, and outcomes that are generally those used in clinical practice (e.g.
hospitalization, relapse rate). Both naturalistic studies and RCTs have pros and cons, making it difficult for

physicians in clinical practice to apply research findings to their own treatment decisions. The choice of clinical
trial design can have a significant impact on the comparative effectiveness or efficacy of drugs. This is
particularly true for studies comparing long-acting injectable (LAI) antipsychotics with oral antipsychotics in
schizophrenia, in which RCTs generally show no benefit for LAIs over oral drugs, whereas observational studies
do. The more pragmatic the study design, the more likely it is to show a benefit for LAIs versus oral therapy.
This article reviews the pros and cons of different study types, using published examples. Criteria are outlined to
help physicians design appropriate prospective studies in schizophrenia including the relevant pragmatic and/
or explanatory features, as required.




The comparative effectiveness of antipsychotic formulations is sens

to research design

Study Favours depot  Favours oral RR  (95% ClI) Weight
RCTs < >
Gaebel et al (2010) R S 0.58 (0.39i1 0.86) 15.13
Gaebel et al (2010) —R— 0.50 (0.381 0.67) 17.14
Kane et al (2010) - 2.03 (1.3113.16) 14.38
Keks et al (2007) — 0.92 (0.72i 1.18) 17.77
Macfadden et al (2010) —t 1.07 (0.841 1.37) 17.76
Rosenheck et al (2011) — 0.89 (0.70i1 1.13) 17.82
Pooled RCTs _@9_ RCT 0.89 (0.64i 1.22)
Prospective studies
Ciudad et al (2008) —a—1 0.80 (0.601 1.06) 24.18
Kim et al (2008) = 0.30 (0.147 0.67) 8.15
Olivares et al (2009) —a— 0.52 (0.437 0.64) 28.07
Olivares et al (2009) - 0.89 (0.57i 1.39) 17.07
Zhu et al (2008) — . . 0.59 (0.431 0.81) 22.53
Pooled prospective studies _@_ Prospective 0.62 (0.48i 0.81)

observational
Retrospective studies
Emsley et al (2008) = 0.25 (0.09i 0.70) 5.02
Emsley et al (2008) L 0.38 (0.22i 0.64) 15.06
Tavcar et al (2000) _— 0.71 (0.49i 1.01) 26.45
Tiihonen et al (2006) - 0.61 (0.381 0.99) 17.91
Tiihonen et al (2011) - 0.16 (0.02i 1.05) 1.53
Tiihonen et al (2011) - 0.69 (0.35i 1.35) 10.48
Tiihonen et al (2011) - 0.46 (0.16i1 1.34) 4.66
Tiihonen et al (2011) i Retrogpective 0.64 (0.41i 1.02) 18.89
Pooled retrospective studies @ observational 0.56 (0.4410.71)
I | |
0.01 0.10 1.00 10.00
Adjusted relative risk (log-scale)
I Hospitalization B Relapse B All-cause discontinuation

ClI, confidence interval; RCT, randomized controlled trial;

RR, risk ratio Kirsoneta.,J Cl in Psychi a%by =
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The influence of illness-related variables, personal
resources and context-related factors on real-life
functioning of people with schizophrenia
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In people suffering from schizophrenia, major areas of everyday life are impaired, including independent living, productive activities and
social relationships. Enhanced understanding of factors that hinder real-life functioning is vital for treatments to translate into more positive
outcomes. The goal of the present study was to identify predictors of real-life functioning in people with schizophrenia, and to assess their
relative contribution. Based on previous literature and clinical experience, several factors were selected and grouped into three categories:
illness-related variables, personal resources and context-related factors. Some of these variables were never investigated before in relationship
with real-life functioning. In 921 patients with schizophrenia living in the community, we found that variables relevant to the disease, per-
sonal resources and social context explain 53.8% of real-life functioning variance in a structural equation model. Neurocognition exhibited
the strongest, though indirect, association with real-life functioning. Positive symptoms and disorganization, as well as avolition, proved to
have significant direct and indirect effects, while depression had no significant association and poor emotional expression was only indirectly
and weakly related to real-life functioning. Availability of a disability pension and access to social and family incentives also showed a sig-
nificant direct association with functioning. Social cognition, functional capacity, resilience, internalized stigma and engagement with men-
tal health services served as mediators. The observed complex associations among investigated predictors, mediators and real-life functioning
strongly suggest that integrated and personalized programs should be provided as standard treatment to people with schizophrenia.

Key words: Schizophrenia, real-life functioning, neurocognition, positive symptoms, disorganization, avolition, personal resources, resilience,
internalized stigma, engagement with mental health services

(World Psychiatry 2014;13:275-287)
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Abstract The resources  with
symptom severity and psychosocial functioning have never
been tested systematically in a large sample of people with
schizophrenia. We applied structural eguation models to a

relattionships of personal

Sewveral relevant demographic and clinical wariables were
considered concurrently. Poor service engagerment and
poor recovery style, as well as older age and vounger age at
onset, were related to greater symptornm sewverity and poorer
social functioning. Higher resilience and higher education
were related to better social functioning only. Poor problenn-
focused coping and intermalized stigma,
sender and depression,

as well as male
werse related to symptorm sewverity
only. The explored wariables showed distinctive and par-
tially independent associations with symptonm sewverity and
psychosocial functioning. A deeper understanding of these
relationships may inform treatment decisions.

Kevwords Schizophrenia - Personal resources - Symptom

severity - Psychosocial functioning - Structural eguation
models

sample of 921 patients with schizophrenia collected 1n a
nationwide Italian study, with the aim to iddentify, among a
large set of personal resources, those that may have an asso-
ciation with symptom severity or psychosocial functioning.

Aim of the study

The aim of our study was to identify. among a set of per-
sonal resources in a large sample of patients with schizo-
phremia, those that may have an association with symptom
severity andfor with psychosocial functioning and that can

inform and orient the treatment approach.



The relationships of personal resources with symptom severity

and psychosocial functioning in persons with schizophrenia:
results from the Italian Network for Research
on Psychoses study

Analisi della relazione delle risorse personali con

Aa severita dei sintomi
fe il funzionamento psicosociale
In un campione di 921 pazienti con schizofrenia
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Patient priorities for treatment endpoints

Individual interviews with patients, discussing endpoints identified in focus groups

Patients were asked to explain the meaning of each endpoint with respect to their
own experience

1 ldentified irrelevant and relevant endpoints
1 Selected and ranked five most important endpoints from those identified as relevant

| Clear thinking ; ; ; I Social activities and dail

Minimization of symptoms : : : |

Social activities | ' ' ' . | activities are important

Daily activities
Supportive physician
Relapse
Listlessness/motivation
Sleep disturbances
Group therapy |
Sexual problems
Weight gain
EPS |

Drool/increased saliva [/

0 20 40 _ 60 80 100
Selected as important (%)

for patients with
| schizophrenia

Selected as important: respondents (%) who selected an endpoint as relevant and also ranked it within their top five of these endpoints Daily activities
were defined as maintaining a household, employment and attending and finishing university

Adapted from Kinter et al. Int J Technol Assess Health Care 200%;25:35



Treatment goals of EMEA psychiatrists

Please rank your treatment goals for your patients with schizophrenia from 17 5
(1 is the most important and 5 is the least important)

Alleviate psychotic symptoms

Reduce aggression and hostility 32

53

Enhance personal and social 18
functioning
Prevent relapse 16

Reduce mood/affective symptoms

3

No answer

EMEA, Europe, Middle East and Africa

EMEA (%)
Number of psychiatrists 3610

Gorwood et al. 2011,



Social deficits are present before the onset of
psychotic symptoms

AProspective evaluation of social functioning in:

A Non-psychiatric controls (NPC)

A Subijects at clinical high risk of developing psychosis (CHR)*

A First-episode patients (FE)
A Multi-episode patients (ME)

180 -
160 -
140 -+
120 +
100 -
80 A
60 A
40 A
20 -

(o=

**p<0.0001 vs all other groups; ***p<0.0001 vs ME and NPC groups

SFS total score

ENPC EHCHR BFE BME

18
16
14
12

03]

oONR~MO

QLS-role
mMNPC ECHR BFE BME

*Individuals in the putatively prodromal phase of the illness, meeting the Criteria of Prodromal States using the Structured Interview for Prodromal Syndromes

SFS, Social Functioning Scale; QLS, Quality of Life Scale

Addington et al. Schizophr Res 2008;99 1131



Improvement in patient functioning with RLAI

Change from baseline to endpoint in HRQoL

T A6-month openlabel
trial (n=202)

12

Almprovement in
GAF scores
A54.3+15.8 at baseline to 614
Il I l | & | &

19.5 at endpoint (p<0.001)

RLAI significantly improved

£ 9
E® . . .
S 3 ST E TF T T social functioning
c © \}O i @ N O o .
SR L P R compared with baseline
=0 \o,b\ Q.O 0@ 6\0\‘\

o *

Mean SF36 scores; all shifts p<0.05 vs baseline, except bodily pain
Global Assessment of Functioning; HRQoL, health-related quality of life; SF-36, Short Form 36; RLAI, risperidone long-acting injectable
Llorca et al. Encephale 2008;34:1701 178

Reproduced with permission



e-STAR Recent XX years) vs. londerm (>2 years) diagnosis patients

Improvements in global functioning

Significant improvement in CGl 100 | TPResine R monthe Rerintitna KA
and GAF was seen in both o -
groups although the magnitude S
of improvement was greater in 5| &
the early diagnosed patients

Recentdiagnosis Long-term diagnosis
(n=380) (N=1648)

*p<0.001 vs BL

Variety of patients benefit from treatment with RLAI

Olivares JM et al. Clinical and resource outcomes of risperidonealtting injection in recent and loAgrm diagnosed schizdpenia patients: results from a multinational electronic registGurr Med Res Opin.
2009;25:21972206



Improvement in patient functioning with OLAI

A Randomized, controlled 8-week trial (n=404)
A Significant negative correlations between PANSS scores and functioning measures

QLS scores: Interpersonal relationships domain SF-36 scores: Social functioning domain
30 -~ an -
Ml Placebo (n=83) E Placebo (n=81)
55 4 m210 mg/2 weeks (n=93) m210mg/2 weeks (n=87)
W 300 mg/2 weeks (n=87) 70 - W 300 mg/2 weeks (n=90)
>0 A MW 405 mg/2 weeks (n=92) W 405 mg/2 weeks (n=90)
B Combined (n=272) B Combined (n=267)
15 -~ 50 -
E 10 A * a
z 0 7
E 5 = E
O A I . 10 -
c Baseline Change
-10 - Baseline
-10 -
* p<0.01 vs placebo, ** p<0.001 vs placebo * p<0.05 vs placebo
-15 A -30 -

Combined data are pooled data from all OLAI treatment groups

OLAI may improve level of functioning in acutely ill patients with

schizophrenia within 8 weeks of initiating treatment

Witte et al. Curr Med Res Opin 2012;28:8383
OLAI, olanzapine lorarting injectable; PANSS, Positive and Negative Syndrome Scale; QLS, Quality of Life36c8; SF
item Short Form health survey



Improvement in patient functioning withaliperidone
palmitatée

A Randomizedplacebocontrolled13-week trial
(n=652)

o 104 Placebo (n=160)

A PSP scalased to measure < m 25 mg eq. (n=155) N
aspects of personal and social o g  ™100mgeq. (n=161)
performance in patients . B = 150 mg eq. (n=160)
with schizophrenta g g 4

(d)) (]

s | =

o < 4

= |
Treatment with § 5
paliperidone palmitate o
(100 mg eq. and 150 mg eq.) is associated &

with significant improvements in PSP scores 0

Compared with placebol *p=0.007 vs placebo; *p<0.001 vs placebo

Study medication was administered as four doses: an initial deltoid IM
injection of placebo or paliperidone palmitate 150 mg eq. followed by three
fixed IM doses of placebo or paliperidone palmitate (25, 100 or 150 mg eq.) on
Days 8, 36 and 64

PSP, Personal and Social Performance; IM, intramuscular; eq, equivalent
1. Pandina et al. J Clin Psychopharmacol 2010;30:235i 244; 2. Morosini et al. Acta Psychiatra Scand 2000;101:323i 329;






