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Quali sono gli outcome a lungo termine
nella schizofrenia?
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Outcomes della schizofrenia

APG = Antipsicotici di Prima Generazione
ASG = Antipsicotici di Seconda
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Developments in Medical Treatments for

Psychotic Disorders

f
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Reviews and Overviews

Remission in Schizophrenia:
Proposed Criteria and Rationale for Consensus

Nancy C. Andreasen, M.D., Ph.D.
William T. Carpenter, Jr., M.D.
John M. Kane, M.D.

Robert A. Lasser, M.D.

Stephen R. Marder, M.D.

Daniel R. Weinberger, M.D.

Mew advances in the understanding of
schizophrenia etiology, course, and treat-
ment have increased interest on the part
of patients, families, advocates, and pro-
fessionals in the development of consen-
sus-defined standards for clinical status
and improvement, including illness remis-
sion and recovery. As demonstrated in the
area of mood disorders, such standards
provide greater clarity around treatment
goals, as well as an improved framewaork
for the design and companson of investi-
gational trials and the subsequent evalua-
tion of the effectiveness of interventions.
Unlike the approach to mood disorders,
however, the novel application of the
concept of standard outcome criteria to
schizophrenia must reflect the wide heter-
ogeneity of its long-term course and out-
come, as well as the variable eftects of
different treatments on schizophrenia
symptoms. As an initial step in developing
operational criteria. an expert working

group reviewed available definitions and
assessment instruments to provide a con-
ceptual framework for symptomatic, func-
tional, and cognitive domains in schizo-
phrenia as they relate to remission of
iliness. The first consensus-based opera-
tional criteria for symptomatic remission
in schizophrenia are based on distinct
thresholds for reaching and maintaining
improvement, as opposed to change crite-
ria, allowing for alignment with traditional
concepts of remission in both psychiatric
and nonpsychiatric iliness. This innovative
approach for standardizing the definition
for outcome in schizophrenia will require
further examination of its validity and util-
ity, as well as future refinement, particu-
larly in relation to psychosocdal and cog-
nitive function and dysfunction. These
criteria should facilitaie research and sup-
port a positive, longer-term approach to
studying outcome in patients with schizo-
phrenia.

{Am J Psychiatry 2005; 162:441-449)




Sfide della terapia della Schizofrenia

* Sintomi Negativi

* Sintomi cognitivi

« Stigma

* “Insight” alterato

« “Compliance” alterata

* Abuso di sostanze

* Rischio di comportamento violento

* Rischio suicidario

* Problemi medici frequenti e misconosciuti
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Effect of COMT Val'%/1>8 Met genotype on frontal
lobe function and risk for schizophrenia

Michael F. Egan*t, Temry E. Goldberg®, Bhaskar 5. Kolachana®, Joseph H. Callicott*, Chiara M. Mazzanti®,
Richard E. Straub’, David Goldman®, and Daniel R. Weinberger*
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Cosa succede nella realta?

* Gli outcome clinici ottenuti per il paziente affetto da schizofrenia
sono mediocri’.

 Tra questi:
- elevata frequenza di ricadute’
- parziale/mancata aderenza alla terapia’
- perdita di autostima?
- perdita di funzionalita?

- burden family e alienazione dalla famiglia?

Circa il 42% dei pazienti con schizofrenia in trattamento con
antipsicotici orali é riospedalizzato 1 anno dopo la dimissione

1. Schooler J Clin Psychiatry 2003; 64:14-17
2. Kane CNS Spectr 2007; 12(10 suppl); 17:21-26



Predictors of Relapse in the Year
After Hospital Discharge Among
Patients With Schizophrenia

Rebecca Schennach, M.D. Dieter Naber, M.D. Eckart Riither, M.D.
Michael Obermeier Lutz G. Schmidt, M.D. Stefan Klingberg, M.D,
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Gerd Laux, M.D. Wolfgang Maier, M.D. Michael Riedel, M.D.
Herbert Pfeiffer, M.D. Matthias R. Lemke, M.D.
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Schizophrenia—Time to Commit to Policy Change

W. Wolfgang Fleischhacker®', Celso Arango®, Paul Arteel’, Thomas R. E. Barnes®, William Carpenter®,
Ken Duckworth®, Silvana Galderisi”, Lisa Halpern®, Martin Knapp®. Stephen R. Marder', Mary Moller'',
Norman Sartorius'?, and Peter Woodruff'

Antipsychotic medication is effective in treating acute
psychotic episodes and improves symptoms of early
schizophrenia in 85% of patients”; long-term therapy can
reduce the risk of psychotic relapses by 60%..* and it has
also been shown to reduce suicidal behavior.” Currently
available drugs, however, have limited effects on the most
disabling “negative” symptoms and on cognitive impair-
ment, which are associated with decreased social func-
tion." The authors strongly support the rationale for
research and development of new treatments to address
this unmet need.

lable 1. Potential Benefits and Limitations of Current Antipsychotic Medication

Benefits Limitations
Reduction of positive symptoms + Limited efficacy against negative symptoms
Treatment of acute episodes + Inadequate treatment of cognitive impairment
Reduced risk of relapse « Troubling side effects or tolerability issues
Provision of stability and a platform for other treatments » Low acceptability to some patients
Reduction of aggression and hostility — Poor adherence

Reduced suicidal behavior — Negative perceptions




RESEARCH REPORT

The influence of illness-related variables, personal
resources and context-related factors on real-life
functioning of people with schizophrenia
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Neurocognizione e schizofrenia

* Sono stati 1dentificati per la schizofrenia 8 domini
separabili di deficit cognitivo:

* (7 neurocognitivi + cognizione sociale):

velocita di elaborazione

memoria di lavoro

attenzione / vigilanza
apprendimento € memoria verbale
apprendimento € memoria visiva
ragionamento € problem solving

comprensione verbale (Green et al., 2004)




Neurocognizione e schizofrenia

Fositive symptoms Cognitive

LR %) (80-90%)

Hallucinations Working memory
Delusions Selective attention
Loose associations

S Functional
e a1
T T Chmsemn {

Negative symptoms
‘ (60-70 %)
| Avolition
e Anhedonia
Anergia
Asociality
Alogia




Effects Sizes (Cohen’s r):
Neurocognitive Deficits and Functional Outcome
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Decreased BDNF in Patients with Antipsychotic Naive First

Episode Schizophrenia

Ripu D. Jindal, M.D?, Anilkumar Pillai, PhDZ, Sahebrao P. Mahadik, PhDZ, Kevin Eklund,
ESH‘. Debra M. Montrose, PhD’, and Matcheri 5. Keshavan, m.pl.2

1 University of Pittsburgh School of Medicine, Pittsburgh, PA, USA
2 Medical College of Georgia, Augusta, BA, USA
3 Beth lzrae! Deaconess Medical Center, Harvard Medical School, Boston, MA&, USA
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Brain changes may be seen before onset of schizophrenia in
teenagers at risk

Gray matter loss dmjng fDﬂUW—up

Healthy teenagers High Risk offspring
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Frontal and temporal gray matter loss in
early schizophrenia
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Cognitive dysfunction is a lasting feature
of schizophrenia
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Cognizione sociale e schizofrenia

La Cognizione sociale (SC), ¢ stato 1identificata come
un dominio aggiuntivo € raggruppa le operazioni
mental1 alla base del comportamento sociale, come
I'interpretazione delle intenzioni o delle emozioni di
un'altra persona.

SC ¢ un costrutto multidimensionale che comprende
funzioni come:

 claborazione emotiva
e percezione € conoscenza sociale
* teoria della mente

e attribuzione AS

[Bellack et al., 2007], [Green et al., 2008], [Penn et al., 1997] ,[Penn et al., 2008]).




| deficit sociali sono presenti prima che
Inizino | sintomi psicotici

Gruppo di controllo non-psichiatrico (NPC)

Soggetti ad alto rischio clinico di sviluppare psicosi (CHR)*
Pazienti al primo episodio (FE)

Pazienti con episodi multipli (ME)

SFS total score QLS-role

180 - ENPC BCHR CFE OME 18 - ENPC ECHR OFE OME
160 - 16

140 14

120 - 12

100 - 10 -

80 - 8

60 - 6 -

40 - 4 1 ok

20 - 2

0 - |

0 _
**p<0.0001 vs tutti gli altri gruppi; ***p<0.0001 vs ME e NIPC gruppi

Addington et al. Schizophr Res 2008;99:119-124
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The Functional Significance of Social Cognition in Schizophrenia: A Review

Shannon M. Couture, David L. Penn', and

Department of Psychology. University of North Carolina

S. M. Couture et al.

Social Stimulus

Conclusion:
“My co-worker is
m1gr.y'!l

Emotion Perception (EP)
Social Perception (SP)

Fig. 1. Conceptual Framework for Understanding the Interplay Between Social Cognition and Social Functioning.

been used to apply to self- or other report of interper
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prevent the client from
countering AS biases




Modello di Green e Nuechterlein, 1999
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Modello di Brekke, 2005
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Abstract

There has been a surge of interest in the functional
consequences of neuracognitive deficits in schizophre-
nia. The published literature in this area has doubled
in the last few years. In this paper, we will attempt to
confirm the conclusions from a previous review that
certain neurocognitive domains (secondary verbal
memory, immediate memory, executive functioning as
measured by card sorting, and vigilance) are associ-
ated with functional outcome, In addition to surveying
the number of replicated findings and tallying box
scores of results, we will approach the review of the
studies in a more thorough and empirical manner by
applying a meta-analysis. Lastly, we will discuss what
we see as a key limitation of this literature, specifically,
the relatively narrow selection of predictor measures.
This limitation has constrained identification of medi-
ating variables that may explain the mechanisms for
these relationships.

Keywords: Schizophrenia, neurocognition, func-
tional outcome, social cognition, learning potential.

Schizophrenia Bulletin, 26(1):119-136, 2000.

Neurocognitive Deficits and Functional Outcome
in Schizophrenia: Are We Measuring the
“Right Stuff”?

by Michael Foster Green, Robert S. Kern, David L. Braff, and Jim Mintz

Figure 1. Neurocognitive prediction of functional

- outcome
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Predicting Schizophrenia Patients’ Real Weorld Behavior with
Specific Neuropsychoeological and Functional Capacity Measures
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Cognizione ed Outcome Funzionale nella Schizofrenia

I deficit cognitivi sono correlati all’outcome funzionale e sono in
grado di predirlo

La correlazione ¢ media per specifici deficit ma ¢ ampia per 1l
complesso delle funzioni

La relazione tra deficit cognitivi € outcome funzionale € piu forte
di quella tra sintomi psicotici ed outcome funzionale.

[ deficit cognitivi inflenzano ampiamente 1l successo della
riabilitazione psichiatrica
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Adjunctive psychosocial therapies for the treatment of schizophrenia
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Domains of improvement with psychosocial therapies

Intervention Domains most consistently improved Domans less consistently improved

Cognitive-behavioral therapy (CBT) Psychopathology, residual symptoms Adherence, social function

Family intervention therapy (FIT) Adherence, relapse, hospitalization, disease burden Residual symptoms, social function
Social skills therapy (SST) Social function, activities of daily life Adbherence, residual symptoms
Cognitive remediation therapy (CRT) Cognitive function Residual symptoms, social function
Integrated therapies Social function, residual symptoms Adherence, relapse




Psychosocial Treatments
for Schizophrenia

Kim T. Mueser,! Frances Deavers,’
David L. Penn,’ and Jeffrey E. Cassisi*

! Center for Psychiatric Rehabilitation, Department of Occupational Therapy,
Boston University, Boston, Massachusetts 02115; email: mueser@bu.edu

?Department of Psychology, University of Central Florida, Orlando,
Florida 32816; email: fdeavers@knights.ucf.edu, jeftrey.cassisi@uctf.edu
}Department of Psychology, University of North Carolina, Chapel Hill,
North Carolina 27599-3270; email: dpenn@email.unc.edu

Annu. Rev. Clin. Ps}rchnl. 2013. 9:465-97



Biological and
psychosocial
influences:

Underlying
factors:

Qutcomes:

Figure 1

Expanded stress-vulnerability model
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Components of the expanded stress vulnerability model, including recovery management.




Trattamenti Evidence-Based

* || termine "pratica basata sulle evidenze" si riferisce
agli interventi che si sono dimostrati essere efficaci nel
migliorare il corso o I'outcome di una malattia specifica
sulla base di studi di ricerca condotti con rigore. Nel
caso della Schizofrenia ci riferiamo a :

— Assertive Community Treatment

— Cognitive Behavior Therapy for Psychosis
— Cognitive Remediation

— Family Psychoeducation

— lliness Self-Management Training

— Social Skill Training

— Supported Employment



Trattamenti Promettenti

Non tutte le aree sono state oggetto di studio; sono infatti escluse quelle troppo
onerose o perché troppo di nicchia. Tra le pratiche piu promettenti non EBM-based
ci sono:

CAT (Cognitive Adaptive Therapy)

CBT for post-traumatic stress disorder
Chronic lliness Self-Managment Training
First-episode psychosis intervention
Healthy Lifestyle Interventions
Integrated treatment for co-occurring disorders
Interventions targeting older individuals
Peer support services

Prodromal Stage Intervention

Social cognition training

Supported Education

Supported Housing
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Tabhle2 Primary rargers of psychosocial interventions for schizophrenia
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Neuroprotective Effects of Cognitive
Enhancement Therapy Against
Gray Matter Loss in Early Schizophrenia

Results From a 2-Year Randomized Controlled Trial

Shmn M. Eack, FhD; Gerard E. Hoparty, MSW?; Raymond Y. Cha, MDD Konasale M. R. Prasad, MD;
Deborah P. Gresnwald, PR; Susan 5. Hogarty, M3N; Maicheri 5. Keshavan, MD

Context: Cognitive rehabilitation has shown efficacy in
improving cogmtion in patients with schizophrenda b
the underlying neurobiclogic changes that occur dur-
ing these treatments and support cognitive improve-
ment are not well known.

Objectve: To examine differential changes in brain mor-
phology in carly course schizophrenia during cognitive
rehabilitation vs supporave therapy

Deslgn: Randomized controlled tral,

SeMing: An cutpatient research clinic at a university-
based mexdical center that provides comprehensive care
services {or patients with severe mental illness.

Patients: A total of 33 symplomancally stable but cog-
nitively disabled outpaticnts in the carly course of schizo-
phrenia or schizoallective disorder.

Interventlons: A 2-year tnal with anmeal structural mag-
netic resonance imaging and cogmitive assessments. Cog-
nitive enhancement therapy t5 an integrated approach to
the remediation of cognitive impatrment in schizophrenda
that uses computer-assisted newrocogmitive traiming and
group-based social-cognitive exercises. Enriched support-
tve therapy s an diness management approach that provides
psychoeducation and teaches applied coping strategics

Main Ovtcome Measures: Broad ar
temporal gray matter change were ana
tuchinal, voxel-based morphometry met!
effects models followed by volumetd
gions that demonstrated significant dil
between lreatment gronps.

Results: Patients who received cognal
therapy demonstrated significantly gres
gray matter volume over I years in the |
parehippocampal gpyrus, and fusiferm
cantly greater gray matier increases in th
corrected P < .04) compared with those
riched supportive therapy. Less gray ma
parahippocamnpal and hosiform gyrus am
ter increases in the left amygdals wen
lated to tmproved cognition and medis
cognitive eflects of cognitive enhancem

Condluston: Cognitive enhancement
fer newrebiclogic protective and enbans
schizophrenta that are associated witt
ferm © IJRI.'HII\'C Qulcomes.

Trial Registratien: clinicalirials
NCT00167362

Arch Gen Psychiatry. 2000,67(73:674-6¢
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Therapeutic Synergism: Optimal Pharmacotherapy and
Psychiatric Rehabilitation to Enhance Functional
Outcome in Schizophrenia

Steven B, Schwarzkopf, John F. Crilly and Steven M. Silverstein
University of Rochester
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Antipsychotic Medication Alone versus Combined with
Psychosocial Intervention on Qutcomes of Early Stage
Schizophrenia: A Randomized, One-year Study

Xiaofeng Guo, MD", Jinguo Zhai, MD", Zhening Liu, MD, Maosheng Fang, MD, Bo Wang,
MD, Chuanyue Wang, MD, Bin Hu, MD, Xueli Sun, MD, Luxian Lv, MD, Zheng Lu, MD, Cui
Ma, MD, Xiaolin He, MD, Tiansheng Guo, MD, Shiping Xie, MD, Renrong Wu, MD, Zhimin
Xue, MD, Jindong Chen, MD, Elizabeth W. Twamley, PhD, Hua Jin, MD, and Jingping Zhao,
MD, PhD

Design, Setting, and Participants—Randomized controlled trial of a clinical sample of 1268
patients with early stage schizophrenia. conducted at 10 clinical sites in China from 2005-2007.

Intervention—Patients were randomly assigned to antipsychotic medication treatment only or

antipsychotic medication plus 12 months of psychosocial mtervention. consisting of psvcho-
education. family intervention. skills training and cognitive-behavioral therapy. administered over
48 group sess101s.
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Mean (95% CI)

Analyses b

Group-by-Time

Assonsment baseline 6 months 12 months Tnteraction Effeet
E‘T MT E_T 1['[ E’T EIT F b
(n=58() (n=604) (n=512}) (n=472) (n=406) (n=338)

PANSS 44.6(43.5457) 453(44.2-465) 3T3(365-38.1) 388(38.0-397) 34.734.2-352) 36435.7-37.1) 0406 0.81

ITAQ 12.8(12.4-132)  12.7012.2-13.1)  179(17.5-183) 142(13.7-14.8) 195(19.1-19.8) 15.915.4-16.5) 25.945 | <0.001

GAS T41(T3.2-75.1)  T4.2(73.2-75.1)  T98(789-80.6) T79(77.0-78.8) 82.9(82.0-83.7) BO.B(79.9-81.8) 4332 0.002

ADL 17.217.0-174)  17.2(17.0-174) 15.7(15.5-15.8) 16.6(16.5-16.8) 154(15.3-15.5) 164(16.3-16.5) 12.699 | <0.00]

SF-36
Physical Functioning  90.8(89.7-91 8) 00.6(89.5-91.6) 92.9(91.8-93.9) 023(913-932) 052(94.3-96.1) 094994.1-957) 0121 0.87
Role-Physical 54.1(50.8-573) 57.3(54.1-606) 67.1(63.9-70.2) 05.8(62.5-69.2) THI(74.9-81.3) TI.469.6-77.1) 5129 0.006
Bodily Pain TLATAT-T98) TRE(T6.4-812) EIO(BD5-856) B44(819-8619) BOORTO-O1.9) BOIRTO-O16) 2795 0.06
General Health 6LT60.3-632) 63.562.1-650) 67.5(66.1-690) 658(642-674) TLI69.8-T28) 67.9662-69.7) 11.094 § <0001
Vitality 59.5(58.0-61.1) 58.0(56.4-59.5) 65.6(64.1-67.1) 60.1(384-61.9) 66.7(65.0-68.4) 60.5(58.4-62.7) 5327 0.005
Social Functioning T45(72.5-76.5)  T4.5(72.6-764) B82.2(80.4-84.0) 81.2(79.3-83.0) B6.5(84.5-88.4) B50{82.9-87.1)  1.003 0.37
Role-Emotional 5T.5(54.2-60.7) 56.5(53.1-59.8) 68.0(64.7-71.2) 63.8(60.2-67.4) BO.1(76.9-83.2) 72.1(68.1-76.1)  3.985 0.02
Mental Health 65.2(63.8-666) 64.5063.2-658) 69.1(67.7-70.6) 672(658-686) TLNTD.4-73.5) T0268.5T1.8) 1.573 021
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The beneficial effects of combining pharmacological and psychosocial ®CWMM
treatment on remission and functional outcome in outpatients with
schizophrenia

M. Valencia **, A. Fresan °, F. Judrez *, R. Escamilla “, R. Saracco ©

At the end of the study, 80% of the patients fulfiled the criteria for
Symptomatic remission: 62 patients (91.2%) in the social skills training group in
contrast to 34 patients (66.7%) in the TAU group.

Functional improvement criteria were accomplished by 41 patients (34.5%) at
the endpoint of the study. Forty of these patients (58.8%) belonged to social
skills training and one patient to customary treatment (c2 2 41.7, df 1, p <
0.001) and when criteria for symptomatic remission and functional
improvement were combined, 39 patients (97.5%) of the social skills training
group and one patient (1.9%) of the customary treatment group achieved
functional outcome.
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A meta-analysis of neuropsychological change
to clozapine, olanzapine, quetiapine, and
risperidone in schizophrenia

Neil D. Woodward?, Scot E. Purdon?, Herbert Y. Meltzer® and David H. Zald®
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Figure 1. Neuropsychological change to atypical anti-
psychotic drugs: controlled (M) vs. uncontrolled studies ().
* Indicates significant differences between controlled and
uncontrolled trials (p <0.05). For abbreviations see Table 1.



Table 3. Neuropsychological change with atypical antipsychotic drugs: Analysis 1

Number of effect sizes (k) and number of subjects (1)

Overall weighted ES

Clozapine Olanzapine Risperidone Quetiapine Total
Z P
k 1 k 1" k 1 k " k n ES 95% CI statistic] value
Global Cognitive 3 73 b 254 5 116 4 71 18 514 0.24 0.11to 0.37 3.67 =2 (0.001
Index
Uigilance and 2 43 3 122 4 92 3 59 12 3la  0.12 0.04t0 028 1.43 (0.152
Selective
Attention
Workin g Memory 2 53 3 135 4 87 1 11 10 286 0.05 -(0.12 t0 0.22  0.60 (0.546
Leaming 2 4 4 220 4 97 4 71 14 442 .24 0.10to 0358 3.4 =2 0.001
Processing Ezpeed 3 71 5 233 4 93 3 54 15 451 0.21 0.07 to 0.35 3.02 0.003
Cogniﬁve 3 72 (5] 243 3 62 2 28 14 05 004 0.10te 018 055 0.581
Flexibility
and Abstraction
Verbal FlumC}f 3 22 5 242 3 65 4 71 15 49 016 0.02tc 030 2.26 0.024
Visuospa tial 2 43 4 134 3 65 1| 11 10 253 0.00 0.18to0.18 0.02 (.988
Processing
Motor Skill 1 24 4 222 3 (3] 1 11 9 222 02l 0.05t00.37 256 0.010
Dda}-'ed Recall 3 72 3 2m 2 58 2 43 10 374 013 0.02to 028 1.69 (0.091

ES, Effect size: Cl, confidence interval.




Table 4. Neuropsychological change with atypical antipsychotic drug (APDs): Analysis 2

Number of effect sizes (k), number of subjects (1), mean effect size (ES)

Clozapine Olanzapine Risperidone Quetiapine All atypical APDs combined

k i ES k " ES k i ES k " ES k H ES
Global Cognitive Index 17 344 020 13 &0 D43 13 361 0.28* 7 118 0.44* 50 1513 0.36*
Vigilance and Selective Attention 8 152 0.17 512 047+ 9 289 0.12 5 91 06821 3l 1044 03574
Working Memory 8 160 0.25 406 0.24% 9 281 0.241 2 g 041 27 874 0.251
Leaming 10 210 0.31% 10 025 0.611] 7 251 041% (4 108 (.24 3 1194 0461
Processing Speed 16 326 0.35t 12 048 0431 9 299 0.301 O 107 (.35 43 1380 (0,38F
Cognitive Flexibility and Abstraction 12 227 0.25 10 471 0.15 4 189 0.10 3 50 033 29 937 0171
Verbal Fluency 15 319 0,44+ 11 651 .25t 5 207 0.06 [} 107 0.637 Kl 1254 0.30%
Visuospatial Processing g9 179 0.20 5 144 0.501 3 65 0.39 1 11 0.56 18 399 (1351
Motor Skills 4 68 .64t 5 238 0.25 P 65 022 2 3 0.20 13 405 0.30t
Delayed Recall 13 280 0.25¢ 7 460 0.53¢ 5 211 (.46t 3 58 0.30] 28 1009 0.431}




ORIGINALAKTICLE

Neurocognitive Effects of Antipsychotic Medications
in Patients With Chronic Schizophrenia

in the CATIE Trial

Richard 5. E. Keefe, PhD; Robert M. Bilder, PhD; Sonta M. Davis, DiPH; Philip D. Harvey, PhD;
Barton W. Palmer, PhD; James M. Gold, PhD; Herbert Y. Meltzer, MD; Michael F. Green, PhI;
George Capuane, PRD; T, Scott Stroup, MD, MPH; Joscph P. McEvay, MD; Marvin 5. Swartz, MD;
Robert A Rosenheck, MD. Diana O. Perkins, MD, MPH; Clarence E. Davis, PhI): John K. Hsiao, MD:
Jeffrey A. Lieberman, MD: for the CATIE Inveshgators and the Newrocognitive Working Group

Conbext: Neurocogninve impalrment in schizophrenia
15 severs and 15 an i.l!ll.'li.\]'t‘.'ll'l.t 'P]'it'.'IELDI.' n'.\{ EL'L]I{Li.E‘\'I.'I.'.'L] ot
come. The relativeeffect of the second-generation (atvpi-
cal) antipsvchotic drugs and older agents on neurocog-
nition has not been comorehensively determined.

Objective: To compare the newocognitive effcts of sev-
eral second-generation antipsychotics ard a first-
generation antipsvchotic, perphenazine.

Bezign: Randamiced doible-hlind stody of patients with
schizophrenia assigned to receive treatment with olarza-
pine, perphenazine, quetiapire [umarate, or risperi-
douz [or up 1o 18 wonds as reported previvusly by
liekerman et al Ziprasidone hydrochlonee was in-
cluded after its approval by the Food and Drug Admin-
istration.

Snﬂiny Fifty £even sites particlpated, meludlng aca
demic sitesand treatment mental health facilites repre-
sentative of the community.

Patisnte: From o cohort of 1460 patients in the treal
ment study, 817 completed newrocognitive testing im-
mediately prior to -andomization and then after 2 morths
of treatment.

Mein Oub:ome Measwres: The priary oulcome was

change in a neurocognirve compostte score afte” 2 months
L'IE trzatmert. 5["{"{"]1{.'].&1'}" outcomes included .'I.[‘"L'II'O{‘-JS
nitive composite score change at 5 months and 18 months
after continued treatmert and changes in neurocogni-
tive domains,

Results: A1 2 months, trzatmert resulied in small neu-
rocognitive impravements of z=0.13 for olanzapme
(P 002), 025 forperphenazine [P<2.000), 0. 18 for queti-
apinz (P<.001), 0.26 for nispericone (P<.001 ), and 0.12
far ziprasidane (P< 08), with no significant cifferences
hetween groups. Results at 6 menths were similar, Alter
18 months of treatment, neurocognitive improvement was
grewer in e perphenadne groop e i e olanza-
p'l'l'll"“ fﬂ"ll'l 1'1=.pf’l'ic'|m1P E'I'ﬂl'll'l‘; N:"'l'l'l'l'lf'ﬁg'l'l'l |'i‘l":"' lml‘lrn'.'l‘-
ment predicted lenger time to treatment discontinaa-
tion. independently from symstom improvement, in
patients treared with quetiapine or ziprasidone.

Conclusions: Afer 2 months of antpsychotic treat-
ment, all groups 1ad a small but significant improve-
ment in nerocognition, There were no chfferences de-
tween any pair of agents, inclading the typical drug
perphenazine. These results difer from the majarity of
previous studies, and the possible reasons are cis-
cussed.

Arch Gen Peychiatry. 2007:64:633-647
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Figure 2. Least-squares mean improvement in neurocognitive composite
score after 2 months of antipsychotic treatment, adjusted for haseline score
and whether the patient required crisis stabilization in the 3 months prior to
study entry. Patients with tardive dyskinesia were not included in the data
presented in this figure (data set 1). Only the ziprasidone hydrochloride data
were from (ata set 3, collected when ziprasidone became avallable, after
40% of the patients had already been entered into the study. Quetiapine was
given as quetiaping fumarats,
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Update on the Mechanism of Action of Aripiprazole:
Translational Insights into Antipsychotic Strategies Beyond
Dopamine Receptor Antagonism

Andrea de Bartolomeis' - Carmine Tomasetti' - Felice Lasevoli'
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Regular Article

Effects of risperidone and aripiprazole on neurocognitive
rehabilitation for schizophrenia

Yasuhiro Matsuda, MD,"** Sayaka Sato, phD,” Kazuhiko Iwata, MD, MPH,*
Shunichi Furukawa mp,* Norifumi Hatsuse, MD,” Yukako Watanabe, MD,’
Nobuo Anzai MD, PhD,” Toshifumi Kishimoto, MD, PhD! and Emi lkebuchi, mnp, php?



Table 2 Synergistic effect of neurocognitive rehabilitation and antipsychotic medication

Drug Control Rehabilitation F
Mean  SD Mean 5D Rehabilitation  Drug Drug<rehabilitation
PAMNSS
Positive symptoms RIS -0.92 1.38 -1.67 1.58 4.30* 2.68 1.21
APZ 1.30 200 -1.27 4.29
Negative symptoms RIS -1.15 238 -1.56 1.33 0.55 0.37 0.08
APZ -040 280 -1.27 3.88
Ceneral psychology RIS 054 435 _2.56 2.01 3.23 0.03 0.32
APZ 0.70 548 -3.18 7.61
Total score RIS -2.62 6.33 -5.78 3.70 3.90 0.65 061
APZ 1.60 84.98 573 12.59
LASMI
Interpersonal relations RIS -1.92 304 432 6.83 1.97 1.22 0.02
APZ -0.50 502 236 4.43
Work RIS -0.85 1.14 333 4.09 4.56* 032 0.58
APZ 0.60 4.01 -2.55 437
BACS [Z-scare)
Verbal memory RIS Q.18 1.10 043 0.45 0.87 0.39 0.01
APZ 0.35 0.46 0.57 0.90
Working memory RIS 0.19 0.94 0.35 0.74 i85 6.07* 1.50
APZ 060 060 0.08 0.23
Motor speed RIS 0.56 067 0.40 0.43 1.43 1.47 4.348*
ADRY -0.01 042 0.55 0.62
Verbal fluency RIS 0.04 088 0.39 0.77 0.28 0.72 0.82
APZ .47 0.65 (.38 0.86
Processing speed RIS -0.10 0.38 .36 0.69 347 1.16 1.64
APZ 0.25 042 0.33 0.42
Executive functions RIS 0.28 1.45 074 0.35 0.13 0.95 1.64
APZ 0.37 0.45 0.11 0.62
Compaosite score RIS 0.16 0.41 0.40 0.31 205 0.02 0.22
APZ 0.20 032 0.33 0.33

Two-way faciorial aANOVA.

*P < 0.05.

APZ, aripiprazole; BACS, Brief Assessment of Cognition in Schizophrenia; LASMI, Life Assessment Scale for the Mentally
[I; PANSS, Positive and MNegative Syndrome Scale; RIS, risperidane.
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Effects of aripiprazole once-monthly on domains of personal and social

performance; Results from 2 multicenter, randomized,
double-blind studies

@ CrossMark

W. Wolfgang Fleischhacker ¥, Ross A. Baker ", Anna Eramo ¢, Raymond Sanchez °, Lan-Feng Tsai ©,
Timothy Peters-Strickland ®, Pamela P. Perry ®, Robert D. McQuade ®, Brian R. Johnson ®,
William H. Carson °, John M. Kane %¢
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Dopamine D, Receptor Occupancy and Cognition in Schizophrenia: Analysis of the

CATIE Data

Hitoshi Sakurai', Robert R. Bies” ™, Scott T. Stmups. Richard S. E. Keefe®, Tarek K. Rajjiz‘?, Takefumi Suzuki',

David C. Mamo™"®, Bruce G. Pollock®’, Koichiro Watanabe', Masaru Mimura', and Hiroyuki Uchida'*"

Table 4. Neurocognitive Scores Stratified by Dopamine D; Occupancy

z Score (Mean = SD)

D> Occupancy D> Occupancy Verbal Processing Working Summary

Level Range (%) Memory Vigilance Speed Reasoning Memory Score

Low (n =102) 15.5-62.7 0.084 = 1.077 0.174 = 0.964 0.159 = 0.958  0.311 = 0.866" 0.293 = 0.787  0.275 = 0.920

Slightly low 62.7-71.8 0.188 = 1.015 0306 = 0.992"  0.223 = 0.889  0.259 = 0.899 0.229 = 0.880  0.323 = 0.937
(n=102)

Slightly high  71.9-77.2 0.180 = 0.865 0.385 = 0.951°  0.167 = 0.913  0.285 = 0.853 0.309 = 0.736  0.354 = 0.839¢
(n=103)

High (n = 103) 772-85.8 0.025 = 0990 —0.110 = 0.934 —0.085 = 0.903 —0.013 = 0.949 0.095 = 1.017 —0.008 = 0.951

Note: Significant differences were found in vigilance score, reasoning score, and summary score (F3 496 = 5.21, P = .002; F; 406 = 2.90,
P = 04; F5 46 = 3.36, P = .02, respectively) by the one-way ANOVA.
“P =.049 by the Turkey-Kramer HSD (honestly significant difference), vs high D> group.

°P = 012 by the Turkey-Kramer HSD, vs high D> group.
°P = .002 by the Turkey-Kramer HSD, vs high D, group.
4p = 025 by the Turkey-Kramer HSD, vs high D> group.

58



Schizophrenia Research 150 (2013} 51-57

Contents lists available at Sciencelirect

Schizophrenia Research

journal homepage: www.elsevier.com/locate/schres

Predictors of cognitive and functional improvement and normalization ®Cmssmfk
after cognitive remediation in patients with schizophrenia

Antonio Vita *®*, Giacomo Deste °, Luca De Peri ?, Stefano Barlati ®, Roberto Poli ¢,
Bruno M. Cesana ¢, Emilio Sacchetti 2°

Table 5
Predictors of funcional improvement and normalzation after cognitive remediaton in pagents with schizophrenia

Degrees of freedom Exp(B) (puttome: HoNOS improvement)® F

Predictors of functional improvement

Age 1 0890 0.006
Type of cognitive remediation (CACR = [PT-cog) 1 9412 0.003
Madel =0.001
Predicrors of fumctional normalizotion

Antpsychotic dose ((FZ-eq) 1 0596 0.032
Exequtve fundions 1 2456 0.069
Type of cognitive remediation (CACR = [PT-cog) 1 45592 0.054
Maodel 0.001

* Exp(B) describes modific ation of the odds ratio of achieving the specific outcome with a 1-point change in the predicmor variable.

Conclusion: Cognitive remediation could be more effective in younger, less disorganized, and cognitively less im-
paired patients, who take a smaller amount of antipsychotics. The predictive role of lower antipsychotic dosage
on cognitive and functional outcome after remediation suggests either that patients with less severe illness
could gain better advantage from cognitive remediation interventions or that high dose or complex antipsychotic
therapy may limit the effectiveness of such interventions.
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Influence of antipsychotic treatment type and
regimen on the functionality of patients with

schizophrenia

FRANCISCO J. ACOSTA, EUGENIO CHINEA, JOSE L. HERNANDEZ,
FERNANDO RODRIGUEZ, MIGUEL GARCIA-BELLO, GEMA MEDINA,

WILSON NIEVES

Table 3. Outcome variables with different antipsychotic drug

types.
First- Second-
generation  generation
(n=12) (n="7T3) P
PSP 69.1+195 689+148 0.825
Self-care deficit 54170 40 (54.8) 0.53
Activity-related deficit 9 (75.0) 58(79.:, 0.72
Relationships-related deficit 10 (83.3) 53(72.6) 0.72
Disturbing and apggressive 4(33.4) 12{164)y 0.23
behavior
CGI-SCH 88+39 7.3+49  0.157
Table 4. Outcome variables with different antipsychotic administration regimens.
LAI risperidone Depot plus oral LAI nsperidone plus oral
Outcome Depot (n=10) (n=39) first-generation (n=2) second-generation (n= 34) P
PSP 70.9+21.0 T4+ 164 60 = 1.41 66.0 = 12.3 0.126
Self-care deficit 19 (48.T) 1 (500) 21 (61.8) 0.372
Activity-related deficit 26 (66.7) 2 (100 32 (94.1) 0.007
Relationships-related deficit 2359 2 (100} 30 (88.2) 0.012
Diisturbing and aggressive behavior 6(15.4) 0 (0) 6 (17.6) 0.242
CGI-SCH 6.9+47 10+8.5 1752 0.291
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LEADING ARTICLE

Can Antipsychotics Improve Social Cognition in Patients
with Schizophrenia?

Katarzyna Kucharska-Pietura - Ann Mortimer



Onginal Paper

Facial affect processing deficits in

schizophrenia: A meta-analysis of
antipsychotic treatment effects

Anthony S Gabay!, Matthew J Kempton®2 and Mitul A Mehta?l
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Open, randomized trial of the effects W) o

of aripiprazole versus risperidone on
social cognition in schizophrenia

Arija Maat™*, Wiepke Cahn?, Harm J. Gijsman®,
Johannes E. Hovens®, René S. Kahn?, André Aleman®



Table 4 Change from baseline to week 8 on test-score and reaction time for social cognition and neurocognition and change
from baseline to week 8 on outcome measures by treatment ®

Variable Aripiprazole Risperidone P-value for comparing treatment groups”

Mean (5D) n Mean (5D) n F-statistic Pvalue

Social cognition
Facial affect recognition

Baseline 49.28 (4.99) 18 47.04 (8.18) 24 Fi 3 =.0 .93
Change 1.11 {7.58) 1.63 (B.84)

Emotional working memory
Baseline 11.44 (1.93) 16 10.18 (2.95) 22 Fas =79 38
Change .94 (1.91) 1.32 (3.17)
Baseline RT  141.09 (39.32) 140.80 (31.90) Fy 35=8.41 006
Change RT —24.10 (31.57) —1.62 (24.20)

Emotional learning task
Baseline 19.58 (8.12) 12 17.58 (9.95) 19 Fi e =.39 .54
Change 3.50 (7.10) 6.11 (8.86)
Baseline RT  587.58 (99.13) 624.58 (243.87) F; 8=3.90 06
Change RT ~134.81 (175.41) ~13.42 (220.34)

Emotional memory
Baseline 63.29 (B.97) 14 61.29 (8.22) 21 Fi32=1.32 26
Change 2.93 (7.38) 2.24 (9.23)
Baseline RT 14284 (36.62) 156.42 (43.00) Fy 52=.02 BB
Change RT —18.70 (28.52) —26.89 (34.85)

Neurocognition

Digit symbol substitution
Baseline 50.11 (14.97) 19 37.61 (9.99) 18 Fp4,=10.33 003
Change 4.26 (5.93) 3.17 (4.53)

Working memory
Baseline 12.06 (1.82) 17 11.57 (2.64) 21 Fias =.87 36
Change .82 (2.51) -8 (1.91)
Baseline RT  121.12 (32.60) 134.93 (36.89) Fy 12=5.66 023
Change RT —17.20 (24.53) —8.62 (30.09)

Identity learning
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LONG-ACTING INJECTABLE (DEPOT) ANTIPSYCHOTICS
AND CHANGING TREATMENT PHILOSOPHY:
POSSIBLE CONTRIBUTION TO INTEGRATIVE CARE
AND PERSONAL RECOVERY OF SCHIZOPHRENIA

Miro Jakovljevié
University Hospital Centre Zagreb, Department of Psychiatry, Zagreb, Croatia



CAMBIAMENTO DELLA RELAZIONE

TERAPEUTICA

PAZIENTE

PSICHIATRA

* Luogo della cura

* Tempo della cura

* Appropriarsi della cura

e Liberta dalla cura

 Rinuncia allo schema di visita

* Perdita del rituale prescrittivo

* Parlare con una persona che sta

bene

 Dicosa?




in schizophrenia
Antipsychotics have modest effects If any

Newer options:
« COMT antagonists?
« GABA modulating agents
« Omega 3 Fatty acids
« Glutamate agonists
— glycine and D-serine?
« Norepinephrine reuptake blockers
— Alomoxetine?
« Dopamine partial agonists
— Aripiprazole?
« Nicotinergic
—~ Alpha-T7 nicotinic receptor agonists?
«  Muscarinic
— Donepezil?

Needed: Safe and effective cognition enhancing agent



