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M. Shepherd et al, The Natural History of Schizophrenia: A Five-Year Follow-up Study of Outcome and Prediction in a Representative Sample of Schizophrenics, 1989
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Ewova pocapuocpévn ano: Lieberman et al. 1996.

Aebopéva amo tnv urmtoopada Twv €L acBeVwV TOU EPUPAVIOOV TPELG UTIOTPOTIEC: OL SLAUETOL XpOvoL Ewg TV Udeon Ntav 4+2,5 eBSopuadsc,
7+1,6 eBSouadeg kat 24,1+2,5 eBSoUASEC, yLa TO TPWTO, To SEVUTEPO KOl TO TPITO EMELCOSLO avTioTOL AL

Lieberman JA et al. Neuropsychopharmacology 1996; 14(3 Suppl): 135-21S.
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Mépa anod tnv auénuévn BapuTNTa TWV UTIOAELUUATIKWY GUUMTWHATWY, UTTAPXOUV OTOLXELO TTOU UTTOSNAWVOUV OTL LETA Ao
Siakomn Beparneiag anatteitat peyaAutepn 66on avtipuxwotkol GapUaKou yLoL TNV AVTLLETWITLON ULOG UTIOTPOTTHG OTO TPWTO
eneloo6o Puxwong2

Ewkova mpoocappoopévn and: Wiersma et al. 1998.

*MpwTto eneloodlo: n=82, **AeUtepo eneloodlo: n=49, tTpito enelcoblo: n=27, ¥tTétapto eneloddio: n=15.
1. Wiersma D et al. Schizophr Bull 1998; 24: 75—-85; 2. Bowtell M, et al. Schizophr Res. 2018 Jul 31; doi:
10.1016/j.schres.2018.07.032. [Epub ahead of print].
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Long-Acting Injectable vs Oral Antipsychotics for Relapse Prevention in
Schizophrenia: A Meta-Analysis of Randomized Trials
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1. Kishimoto T et al. J Clin Psychiatry 2013; 74: 957-965.
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21-day supplementation with Achievement of steady state concentrations of the antipsychotic

wks

The initial peak largely represents the
contribution of the oral antipsychotic
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oral antipsychotic medication as a result of repeated administration of the depot formulation
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Shaded area = period from 0 to 3 weeks during which both oral and depot medication being administered

—— Principally reflects effects of oral medication
—-—- Effect of depot medication

Preskorn SH, J Psychiatr Pract. 2017 May;23(3):200-209



The Maudsley

Prescribing N I ‘ E
Guidelines

in Psychiatry National Institute for
Health and Care Excellence

Tt

15.5.3 Consider offering depot /long-acting injectable antipsychotic medication to people with psychosis or
schizophrenia:

» whowould prefer such treatment after an acute episode

« where avoiding covert non-adherence (gither intentional or unintentional) to antipsychotic
medication is aclinical priority within the treatment plan. [2009]

8 The Maudsley Prescribing Guidelines in Psychiatry

1.5.6 Using depot/long-acting injectable antipsychotic medication

General principles of prescribing”® 156.1 Wheninitiating depot/long-acting injectable antipsychotic medication:

® The lowest possible dose should be used. For each patient, the dose should be titrated
to the lowest known to be effective (see section on *Minimum effective doses” in this
chapter); dose increases should then take place only after 2 weeks of assessment dur- (regular intramuscular injections) and organisational procedures (for example, home visits and
ing which the patient is clearly showing poor or no response. (There is gathering
evidence that lack of response at 2 weeks is a potent predicror of later poor outcome,
unless dose or drug is changed.) . o ) ) o
With regular dosing of depot medication, plasma levels rise for ar least 6-12 weeks o takeinto account the same criteria recommended for the use of oral antipsychotic medication (see
after initiation, even without a change in dose (see section on *Depot antipsychot- sections 1.3.5 and 1.3.6), particularly in relation to the risks and benefits of the drug regimen

ics — pharmacokinetics’ in this chaprer). Dose increases during this time are therefore
difficult to evaluate. The preferred method 1s to establish efficacy and tolerability of
oral medication ar a particular dose and then give the equivalent dose of that drug in
LA form. Where this is not possible, the target dose of LAl for an individual should
be that established to be optimal in clinical trials (although such dara are not always
available for older LAls).

For the large majority of patdents, the use of a single antipsychotic (with or without
additional mood stabiliser or sedatives) is recommended. Apart from exceptional cir-
cumstances (e.g. clozapine augmentation) antipsychotic polypharmacy should gener-
ally be avoided because of the risks associared with QT prolongation and sudden
cardiac death (see section on ‘Combined antipsychotics’ in this chapter).

+ fakeintoaccount the service user's preferences and attitudes towards the mode of administration

location of clinics)

« initially use a small test dose as set out in the BNF or 5PC.[2009]
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20-Year Nationwide Follow-Up Study on
Discontinuation of Antipsychotic Treatment in
First-Episode Schizophrenia

Jan Tuhonen, M.D., Ph.D., Antt Tanskanen, Phil.Lic., Heidi Taipale, Ph.D.
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Ze oUYKpPLON HE OO0UG EKAVOV CUVEXH XPRON aVTLUXWOLKWV:
OxL xprion avupuxwoikwv: 214% vPnAotepog kivéuvog Oavartouv (HR=3,14, 95% Cl: 1,29-7,68)
Npowpn dwakomnn: 174% uPnAdtepog kivéuvog Bavatou (HR=2,74, 95% Cl: 1,09-6,89)




Ta avtlpuxwokd HELWVOUV Tov Kivouvo BavAatou PETA TO IPWTO EMELOOOLO
oxWodpevelacl,?2

Ta amoteAeopata amno tn peAetn Tithonen J et al. 20182
delyvouv oOtL:

H ocuvexnc aviipuxwokn Oepaneia
o€ aoBeveic npwtou enelcodiov
HELWVEL TOV KivOUVO UTTIOTPOTAG,

wlaitepa og pakponpddeoun Baon

Ta avTlPuXwWOoLKA LELWVOUV TOV
Kivéuvo Bavdatou peTA To MPpWTo
ENMELOOOL0

«Emeldn og auth tn peAETn evtaxdnkav povo acBevei pe oxl{oppévela nov dev gixav AaBet
gava Oeparneia, N KAWVIKNA XPNOLHOTNTA KOL CNLOVTIKOTNTA TWV SESOUEVWV NTAV OUCLWEWG
auénUEvn EMELSN TTPOKELTAL YLOL TO XPOVLKO 0TASLO TG VOOOU TTOU O LATPOG XPELATETAL Va TTAPEL
™ SVokoAn anodacn av Ba xopnynoet Bepaneia kot yia toco didotnpa. H andédaon avti
€YWE EUKOAGTEPN XApN otn peA€Tn twv Tiihonen et al.»

This study may help close the debate on the risk-hensht
ratio of antipsychotics in schizophrenia: the results un-
equivocally indicate that antipsychotics substantally de-

crease, not nerease, the risk of death after the first episode
and that continuous antipsychotic reamment in first-episode
patients materially decreases the risk of relapse, especially in

the long term. Because this study included only medication-

- 1. Kahn RS. Am J Psychiatry 2018; 175:

719 71299 Tiikhanan | at Al Ars |
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The Early Stages of Schizophrenia: Speculations on
Pathogenesis, Pathophysiology, and Therapeutic
Approaches
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Real-World Effectiveness of Antipsychotic Treatments
in a Nationwide Cohort of 29 823 Patients With Schizophrenia
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Ewkova mpooappocpévn and: Mathews et al. 2018.

PER = maAutepldovn mapatetapévng anodéopeuonc, PP1IM = maApLtikn maAumepldovn unviaiag xoprynong, PP3M = maApitiky moAumeptdovn Tplinviaiog xopiynong.
1. Mathews M, et al. Poster 3266 Presented at American Psychiatric Association (APA) Annual Meeting, May 5-9, 2018, New York City, United States.
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Once-monthly paliperidone palmitate in recently
diagnosed and chronic non-acute patients with
schizophrenia
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Figure 1. Mean PANSS total score over time (efficacy ITT population).

***p < 0.0001 vs, baseline.

p = 0.0001 for mean change from baseling in PANSS total score for recently diagnosed ws. chronic patients.

Error bars represent 95% confidence intervals.

BL: baseling; ITT: intent-to-treat; PANSS: Positive and Negative Syndrome Scale.

Results: 71.4% of recently diagnosed and 59.2% of chronic patients showed a =20% decrease in PANSS
total score (p = 0.0028 between groups). Changes in PANSS Marder factors, PANSS subscales, and the
proportion of patients with a Personal and Social Performance scale (PSP} total score of 71-100 were
significantly greater in recently diagnosed compared with chronic patients. PPIM was well tolerated,
presenting no unexpected safety findings.

Conclusion: These data show that recently diagnosed patients treated with PP1M had a significantly
higher treatment response and improved functioning, as assessed by the PSP total score, than chranic
patients.
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ARTICLE OPEN
Caregiver burden in schizophrenia following paliperidone

palmitate long acting injectables treatment: pooled analysis of
two double-blind randomized phase three studies

Srihari Gopal', Haiyan Xu', Kelly McQuarrie', Adam Savitz', Isaac Nuamah', Kimberly Woodruff® and Maju Mathews®
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Amisulpride and olanzapine followed by open-label @x®

. . . . . . CrossMark
treatment with clozapine in first-episode schizophrenia and
schizophreniform disorder (OPTiMiSE): a three-phase
- -
switching study
René S Kahn, Inge Winter van Rossum, Stefan Leucht, Philip McGuire, Shon W Lewis, Marion Leboyer, Celso Arango, Paola Dazzan, Richard Drake,
Stephan Heres, Covadonga M Diaz-Caneja, Dan Rujescu, Mark Weiser, Silvana Galderisi, Birte Glenthej, Marinus | C Eijkemans,
W Wolfgang Fleischhacker, Shitij Kapur, Iris E Sommer, for the OPTiMISE study group*
TABLE 2. Consensus Criteria for Assessment and Definition of Treatr Resistant Schizophrenia®
Domain and Subdomain Minimum Requirement Optimum Requirement
Current symptoms
Assessment Interview using standardized rating scale (e.g., PANSS, Prospective evaluation of treatment using a
BPRS, SANS, SAPS) standardized rating scale
Severity At least moderate severity At least moderate severity and <20% symptom
reduction during a prospective trial or
observation of =6 weeks
Duration =12 weeks =12 weeks; specify duration of treatment

2uotaocel TRRIP

(Treatment Response and Resistance in
Psychosis (TRRIP) Working Group)

Subjective distress
Functioning

Adequate treatment
Assessment of past
response

Duration

Dosage

Number of
antipsychotics

Current adherence

Symptom domain

Time course

Ultra-treatment
resistant: clozapine

Not required
Atleast moderate functionalimpairment measured using
a validated scale {e.g., SOFAS)

Information to be gathered from patient/carer reports,
staff and case notes, pill counts, and dispensing charts

=6 weeks at a therapeutic dosage; record minimum and
mean (SD) duration for each treatment episode

Equivalent to =600 mg of chlorpromazine per day.b
Record minimumand mean (SD) dosage for each drug.

=2 past adequate treatment episodes with different
antipsychotic drugs. Specify median number of failed
antipsychotic trials.

=80% of prescribed doses taken. Adherence should be
assessed using at least two sources (pill counts,
dispensing chart reviews, and patient/carer report).
Antipsychotic plasma levels monitored on at least one
occasion. Specify methods used to establish adherence.

Positive, negative, cognitive

Early onset (within 1 year of treatment onset), medium-
term onset (1-5yearsafter treatment onset), late onset
(=5 years after treatment onset)

Meets the above criteria for treatment resistance plus
failure to respond to adequate clozapine treatment®

resistance

Not required

At least moderate functionalimpairment, measured
using a validated scale (e.g., SOFAS)

Information to be gathered from patient/carer
reports, staff and case notes, pill counts, and
dispensing charts

=6 weeks at a therapeutic dosage; record
minimum and mean (SD) duration for each
treatment episode

Equivalent to =600 mg of chlorpromazine per
day.” Record minimumand mean (SD) dosage for
each drug

=2 past treatment episodes with different
antipsychotic drugs and at least one utilizing a
long-acting injectable antipsychotic (for at least
4 months). Specify median number of failed
antipsychotic trials.

Same as the minimum criteria, with the addition of
trough antipsychotic serum levels measured on
at least two occasions separated by at least
2 weeks (without prior notification of patient)

Same as for minimum criteria
Same as for minimum criteria

Same as for minimum criteria

@ BPRS=Brief Psychiatric Rating Scale; PANSS=Positive and Negative Syndrome Scale; SANS=Scale for the Assessment of Negative Symptoms: SAPS=Scale for the
Assessment of Positive Symptoms; SOFAS=Social and Occupational Functioning Scale. All patients should have a diagnosis of schizophrenia made using
established criteria and a clinical review to establish that their symptoms are not primarily due to comorbidity or substance misuse.

© Based on established conversion criteria (e.g., 19-22).

€ See section 5.5
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JAMA Psychiatry | Original Investigation
Real-World Effectiveness of Antipsychotic Treatments
in a Nationwide Cohort of 29 823 Patients With Schizophrenia

Jari Tiihonen, MD, PhD; Ellenor Mittendorfer-Rutz, PhD; Maila Majak, MSc; Juha Mehtal3, PhD; Fabian Hoti, PhD;
Erik Jedenius, PhD; Dana Enkusson, MSc; Amy Leval, PhD; Jan Sermon, PhD; Antti Tanskanen, Phlic; Heidi Taipale, PhD
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