Detta &r ett svar fran SBU:s Upplysningstjdanst 2015-05-20. SBU:s Upplysningstjanst svarar pa

avgransade medicinska fragor. Svaret bygger inte pa en systematisk litteraturéversikt, varfor

resultaten av litteratursékningen kan vara ofullstandiga. Kvaliteten pa ingaende studier har inte

beddmts. Detta svar har tagits fram av SBU:s kansli och har inte granskats av SBU:s rad eller
e namnd.

Behandling av aggressivitet och agitation vid
psykos

En psykos kan orsakas av flera olika sjukdomar, exempelvis schizofreni. En akut
psykos orsakas ofta av narkotika. Vid aggressivitet och oro i samband med en akut
psykos behovs snabbverkande lugnande behandling.

Fraga:
Vilken evidens finns f6r behandling av aggressivitet 1 samband
med akut psykos?

Sammanfattning

Upplysningstjinsten har identifierat atta systematiska 6versikter publicerade efter ar
2004 som tar upp behandling av akut psykos. En av dessa giller amfetamininducerad
psykos, 1 de Ovriga har deltagarna nagon psykossjukdom. Alla forfattarna drar
slutsatsen att fler studier behovs for att man sakert ska kunna sidga nagot om vilka
behandlingar som ir effektiva vid akut psykos.

SBU har inte tagit stillning 1 sakfragan eftersom de enskilda studiernas kvalitet inte

bedémts och resultaten inte vagts samman. Hir redovisas dirfor endast de enskilda
forfattarnas slutsatser.
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Bakgrund

Flera olika sjukdomar riknas till psykossjukdomar, till exempel schizofreni och
bipolir sjukdom. En akut psykos kan ocksd komma efter missbruk av droger,
exempelvis amfetamin. Symtom vid en psykos ar bland annat hallucinationer och
torindrad verklighetsuppfattning. I genomsnitt far 15 personer av 100 000 en psykos
varje ar [1].

En akut psykos med agiterat och aggressivt beteende medfor flera risker, bade for
personen sjilv men dven for dennes omgivning. Likemedel som anvinds vid
behandling av aggressivitet och agitation vid akut psykos bor ha snabb lugnande eller
sedativ effekt, och ha fa komplikationer och biverkningar.

Avgransningar

Vi har gjort sokningar (se avsnittet ~Litteraturs6kning”) i databaserna PubMed,
Cochrane Library, och PsycINFO. Vi har endast inkluderat systematiska oversikter
publicerade de senaste tio aren.

Resultat fran sokningen

Upplysningstjanstens litteratursdkning har totalt genererat 1 589 triffar. Vi har list
alla sammanfattningar. Av dessa har 28 artiklar bedémts kunna vara relevanta och
lasts i fulltext. Atta artiklar ingar i svaret. De artiklar som inte ingar i svaret har
exkluderats pa grund av att de inte var relevanta for fragestillningen. Observera att vi
varken har bedomt kvaliteten pa 6versikterna eller de ingaende studierna. Det ér
sannolikt att flera av studierna kan ha lidgre kvalitet an vad SBU inkluderar 1 sina
ordinarie utvarderingar.

Systematiska oversikter

For alla 6versikter utom tva giller att forfattarna endast gjort litteratursékningar i
Cochrane Library’s schizofrenigrupps eget register. Detta ér inte tillgingligt for
allminheten och gor att det kan vara svart att bedoma om relevanta studier kan ha
missats. Flera av 6versikterna exkluderar studier dir majoriteten av populationen haft
psykos orsakad av droger eller alkohol. Generellt g6r man inga begrinsningar vad
giller dos, antal doser, eller administreringssatt av likemedlen. Ett flertal olika
skattningsskalor har anvints i de studier som inkluderats i 6versikterna (Tabell 1).
Det idr ocksa en generell brist pa stora vilgjorda studier med lag risk for bias. Flera av
studierna dr publicerade pa 1900-talet (1969-1999).
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Tabell 1. Skalor som anvants vid utvardering

Mental state

Brief Psychiatric Rating Scale (BPRS)

Simpson-Angus Scale (SAS)

Inpatient Multidimensional Psychiatric Scale (IMPS)

Positive And Negative Symptom Scale (PANSS)

Mini-Mental State Examination

Clinical Global Improvement — Severity (CGI-S)
Neuropsychiatric Inventory/Nursing Home Version (NPI/NH)
Young Mania Rating Scale (YMRS)

Global state

Clinical Global Impression (CGl)

Clinical Global Impression — Improvement (CGI-I)
Clinical Global Impression — Severity (CGI-S)
Ramsay Sedation Scale (RSS)

Adverse effects

Barnes Akathisia Global Score

Barnes Akathisia Scale (BAS)

Extrapyramidal Symptom Rating Scale (ESRS)
UKU Side Effects Rating Scale (UKU-SERS)
Simpson-Angus Scale (SAS)

Treatment Emergent Symptom Scale (TESS)

Behaviour

Agitated Behaviour Scale (ABS/CABS)

Agitation Calmness Evaluation Scale (ACES)
Cohen-Mansfield Agitation Inventory

Nurses Observational Scale of Inpatients Education (NOSIE)
Overt Aggression Scale (OAS)

Overt Aggression Severity Scale (OASS)

PANSS-EC

>
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Tabell 2. Systematiska 6versikter

Inkluderande studier och Intervention och kontroll Priméra utfallsmatt
population

Richards och medférfattare 2015 [2]

RCT: 5 Farmakologisk behandling Ej rapporterat
CCT:1

Fallserier: 12

Fallrapporter: 29

Personer med psykos eller
agitation orsakad av
amfetamin eller dess derivat.

n=506

Forfattarens slutsatser:

”High-quality evidence for pharmacologic treatment of overdose from ARDA is limited but can
help guide management of acute agitation, psychosis, tachycardia, and hypertension. The use
of butyrophenone and later-generation antipsychotics, benzodiazepines, and B-blockers is
recommended based on existing evidence. Future randomized prospective trials are needed to
evaluate new agents and further define treatment of these patients.”

Gillies och medforfattare 2013 [3]

RCT: 21 Intervention Effekt

Personer med aggressivt eller | Benzodiazepin ensamt —31 Global impression — no
agiterat beteende som antas namngivna, alla doser och improvement as defined by
orsakas av psykotisk sjukdom | administrationssatt each study

(ho_s minst 60 % av Kontroll Utfall som intraffar max 48
patienterna). Placebo timmar efter administrering
Antal patienter i studierna var av lakemedel.

Annan benzodiazepin, alla

mellan 16 och 301. .. . .
doser och administreringssatt

Antipsykotiska lakemedel —
42 namngivna, alla doser och
administreringssatt

Annan kombination av
lakemedel (benzodiazepin +
antipsykotika, antipsykotika +
antihistamin/antikolinerg) —
alla doser och
administreringssatt

Intervention

Benzodiazepin tillsammans
med antipsykotika — alla
doser och administreringssatt

Kontroll
Placebo

Antipsykotika — alla doser och
administreringssatt
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Annan kombination av
lakemedel(benzodiazepin +
antipsykotika, antipsykotika +
antihistamin/antikolinerg) —
alla doser och
administreringssatt

Icke-farmakologisk
behandling

Forfattarens slutsatser:

"The evidence from trials for the use of benzodiazepines alone is not good. There were
relatively little good data and most trials are too small to highlight differences in either
positive or negative effects. Adding a benzodiazepine to other drugs does not seem to confer
clear advantage and has potential for adding unnecessary adverse effects. Sole use of older
antipsychotics unaccompanied by anticholinergic drugs seems difficult to justify. Much more
high quality research is needed in this area.”

Powney och medforfattare 2012 [4]

RCT: 32 Intervention Effekt

Over 80 % av populationen Haloperidol ensamt —alla Ej lugn eller sovande vid upp
hade diagnosen schizofreni. doser och administreringssatt | till 30 minuter

Ovriga hade bland annat Kontroll Upprepat behov av snabb
schizoaffective disorder, Placebo medicinering.

schizophreniform disorder,

bipolar sjukdom eller psykos Ingen intervention

ej narmare specificerat. Annan antipsykotika — alla
Endast en mindre del hade doser och administreringssatt
substansinducerad psykos Benzodiazepin — alla doser
n=3 877 och administreringssatt

Antiepileptika — alla doser
och administreringssatt

Kombination av lakemedel —
alla doser och
administreringssatt

Forfattarens slutsatser:

“If no other alternative exists, sole use of intramuscular haloperidol could be life-saving. Where
additional drugs to offset the adverse effects are available, sole use of haloperidol for the
extreme emergency, in situations of coercion, could be considered unethical. Addition of the
sedating promethazine has support from better-grade evidence from within randomised trials.
Use of an alternative antipsychotic drug is only partially supported by fragmented and poor-
grade evidence. Evidence for use of newer generation antipsychotic alternatives is no stronger
than that for older drugs. Adding a benzodiazepine to haloperidol does not have strong
evidence of benefit and carries a risk of additional harm.

After six decades of use for emergency rapid tranquillisation, this is still an area in need of
good independent trials relevant to real world practice.”
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Inkluderande studier och Intervention och kontroll Priméra utfallsmatt
population

Jayakody och medférfattare 2012 [5]

RCT: 9 Intervention Lugn
Akut sjuka med psykos Zuklopentixolacetat — alla Sedering
orsakad av schizofreni eller doser, intramuskular injektion Global State

; Mental State
mani. Kontroll

Antal patienter i studiernavar | siandardbehandling
mellan 30 och 169.

Komplikationer

Nya icke godkanda lakemedel

Forfattarens slutsatser:

“Recommendations on the use of zuclopenthixol acetate for the management of psychiatric
emergencies in preference to 'standard' treatment have to be viewed with caution. Most of
the small trials present important methodological flaws and findings are poorly reported. This
review did not find any suggestion that zuclopenthixol acetate is more or less effective in
controlling aggressive acute psychosis, or in preventing adverse effects than intramuscular
haloperidol, and neither seemed to have a rapid onset of action. Use of zuclopenthixol acetate
may result in less numerous coercive injections and low doses of the drug may be as effective
as higher doses. Well-conducted pragmatic randomised controlled trials are needed.”

Ahmed och medforfattare 2010 [6]

RCT: 1 Intervention Ej lugn eller sovande vid upp
Personer med akut aggressiv Klorpromazin ensamt —alla t.i” 30 minute“r

episod som antas bero pa doser, oralt eller via (|thramuskuIart) eller 60
psykotisk sjukdom intramuskular injektion minuter (oralt)

n=30 Kontroll

Annan antipsykotika — alla
doser, oralt eller via
intramuskular injektion

Benzodiazepin — alla doser,
oralt eller via intramuskular
injektion

Antiepileptika — alla doser,
oralt eller via intramuskular
injektion

Placebo

Ingen intervention
Intervention

Klorpromazin i kombination
med andra lakemedel

Kontroll
Annan intervention
Placebo

Ingen intervention

Forfattarens slutsatser:
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Inkluderande studier och Intervention och kontroll Priméra utfallsmatt
population

“Overall the quality of evidence is limited, poor and dated. Where drugs that have been better
evaluated are available, it may be best to avoid use of chlorpromazine. Where chlorpromazine
is used for acute aggression or where choices are limited, relevant trials are possible and
urgently needed.”

Huf och medférfattare 2009 [7]

RCT: 4 Intervention Ej lugn eller sovande vid upp
n=1117 Haloperidol tillsammans med | till 30 minuter
prometazin — alla doser, via Ytterligare en aggressiv
intramuskular injektion episod inom 24 timmar
Kontroll Specifika och allvarliga
Haloperidol ensamt —alla k'omplikationer inom 24
doser, via intramuskular timmar
injektion

Annan antipsykotika — alla
doser, via intramuskular
injektion

Benzodiazepin — alla doser,
via intramuskular injektion

Antiepileptika — alla doser, via
intramuskular injektion
Haloperidol tillsammans med

benzodiazepin — alla doser,
via intramuskular injektion

Placebo

Ingen intervention

Forfattarens slutsatser:

“All treatments evaluated within the included studies are effective. Benzodiazepines,
however, have the potential to cause respiratory depression, probably midazolam more so
than lorazepam, and use of this group of drugs outside of services fully confident of observing
for and managing the consequences of respiratory distress is difficult to justify. Haloperidol
used on its own is at such risk of generating preventable adverse effects that unless it is the
only choice, this evidence directs that this sole treatment should be avoided. Olanzapine IM is
valuable when compared with haloperidol plus promethazine but its duration of action is short
and re-injection is frequently needed. Haloperidol plus promethazine used in two diverse
situations in Brazil and India has much evidence to support its swift and safe clinically valuable
effects.”

Muralidharan och medférfattare 2006 [8]

Inga relevanta studier Intervention Vald mot sig sjalv eller

Tekniker for att deskalera andra
aggressivt beteende

Forfattarens slutsatser:

“Current non-pharmacological approaches to containment of disturbed or violent behaviour
are not supported by evidence from controlled studies. Clinical practice is based on evidence
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that is not derived from trials and continued practice entirely outside of well designed,
conducted and reported randomised studies is difficult to justify.”

Belgamwar och medférfattare 2005 [9]

RCT=4 Intervention Lugn

Personer med schizofreni, Olanzapin — alla doser, via Aggression

schizophreniform eller intramuskular injektion Sk?da hos andr?

schizoaffective disorder, Olanzapin velotab — alla TYansb_ehan(Elllng .

personer med Alzheimer eller | goser, oralt Férandringar i compliance

vaskular demens, och Sedering

S Kontroll

personer med bipolar . . Kliniskt signifikant

siukdom Andra antipsykotika —alla .

) o - reducering av symtom

B doser, via intramuskular

n=1054 injektion Behandlingsacceptans
Andra antispykotika — alla Langd pa sjukhusvistelse
doser, oralt Vardtillfredsstéllelse

Benzodiazepin — alla doser,
via intramuskular injektion

Benzodiazepin — alla doser,
oralt

Kombination av lakemedel —
alla doser, via intramuskular
injektion

Kombination av lakemedel —
alla doser, oralt

Verbala lugnande tekniker
Placebo

Ingen behandling

Forfattarens slutsatser:

“Data relevant to the effects of olanzapine IM are taken from some studies that may not be
considered ethical in many places, all are funded by a company with a pecuniary interest in the
result. These studies often poorly report outcomes that are difficult to interpret for routine
care. Other important outcomes are not recorded at all. Nevertheless, olanzapine IM probably
has some value in helping manage acute aggression or agitation, especially where it is necessary
to avoid some of the older, better, known treatments. Olanzapine causes fewer movement
disorders than haloperidol and more than lorazepam. The value of the oro-dipersable velotab
preparation is untested in trials. There is a need for well designed, conducted and reported
randomised studies in this area. Such studies are possible and, we argue, should be designed
with the patient groups and clinicians in mind. They should report outcomes of relevance to the
management of people at this difficult point in their illness.”
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Projektgrupp

Detta svar dr sammanstillt av Jessica Dagerhamn, Madelene Lusth Sjoberg och Jan
Liliemark vid SBU.

Litteratursokning

PubMed via NLM 28 April 2015
Acute psychosis

Search terms Items found
Population:
1. "Schizophrenia and Disorders with Psychotic Features"[Mesh] 118 336
2. (psychos*[Title/Abstract]) OR psychot*[Title/Abstract] 176 859
3. 10R2 261 362
4, acute[Title/Abstract] 896 574
5. 3AND 4 13554

5 AND systematic[sb] 546

The search result, usually found at the end of the documentation, forms the list of
abstracts

[MeSH] = Term from the Medline controlled vocabulary, including terms found
below this term in the MeSH hierarchy

[TTAB] = Title or abstract

Systematic[SB] = Filter for retrieving systematic reviews

* = Truncation

““ = Citation Marks; searches for an exact phrase

Cohrane Library via Wiley 28 April 2015

Acute psychosis

Search terms Items found
Population:
1. MeSH descriptor: [Schizophrenia and Disorders with Psychotic Features] explode all 5870
trees
2. acute:ti,ab,kw (Word variations have been searched) 69 365

Final 1AND 2 CDSR/23

DARE/6
HTA/2

The search result, usually found at the end of the documentation, forms the list of
abstracts

[MeSH] = Term from the Medline controlled vocabulary, including terms found
below this term in the MeSH hierarchy
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[TLAB,KW] = Title, abstract, or keyword
* = Truncation

CDSR = Cochrane Database of Systematic Review
DARE = Database Abstracts of Reviews of Effects, “other reviews”
HTA = Health Technology Assessments

PsycINFO via ebsco.com 28 April 2015

Skriv rubrik har...

Search terms Items found
Population:
1. MM "Psychosis" OR MM "Acute Psychosis" OR MM "Affective Psychosis" OR MM 83524

"Alcoholic Psychosis" OR MM "Capgras Syndrome" OR MM "Childhood Psychosis"
OR MM "Chronic Psychosis" OR MM "Experimental Psychosis" OR MM
"Hallucinosis" OR MM "Paranoia (Psychosis)" OR MM "Postpartum Psychosis" OR
MM "Reactive Psychosis" OR MM "Schizophrenia" OR MM "Senile Psychosis" OR
MM "Toxic Psychoses"

Limits:

2. Limiters Methodology: -Systematic Review, -Meta Analysis
3. Source Types: Academic Journals

4. 20R3

1AND 4 1075

The search result, usually found at the end of the documentation, forms the list of
abstracts

AB = Abstract

AU = Author

DE = Term from the thesaurus

MH = Term from the “Cinahl Headings” thesaurus

MM = Major Concept

TI = Title

TX = All Text. Performs a keyword search of all the database's searchable fields
Z.C = Methodology Index

* = Truncation

““ = Citation Marks; searches for an exact phrase
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