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* Antipsykotika - hva er det?

* Salience og dopaminhypotesen

* Forste og andre generasjon

* ...men hvilken medisin skal jeg velge?
« Depot - hvorfor er det lurt?

* Injeksjonsteknikk — kan vi det?

Fra metylenblatt mot
malaria til antipsykotika

Klorpromazin ble syntetisert i 1950 i Paris.
Premedikasjon fgr kirurgi: pasientene ble indifferente
overfor omgivelsene.

1952 utprgvning innen psykiatrien.

Uspesifikk sedativ virkning i hgyere doser, men ogsa
et helt spesielt syndrom (syndrome neuroleptique),
med redusert spontan aktivitet, redusert energi og
initiativ samt indifferens overfor ytre og indre stimuli.

Antipsychotic therapy: historical perspective
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“disturbed wards have virtually disappeared”

Many hopas have foud tha

Dopaminhypotesen:

Dopamin styrer hva vi ilegger viktighet: salience

Dopamine

Fronto-temparal

dysfunction ©
Aberrant
Benes ’ salience
Drugs
Stress
Aberrant
Antipsychotic —)* salience —)—*
Key

Dopamine in vesicle @
Dopamine transporter =
D2 receptor -

Dopaminerg dysregulering.
Multifaktorell utvikling
Endrer var vurdering av
sensoriske stimuli

@kt salience kan fgre til
utvikling av psykose.

Schizophr Bull. 2009 May; 35(3): 549-562. Published
online 2009 Mar 26. doi: 10.1093/schbul/sbp00&
‘The Dopamine Hypothesis of Schizophrenia: Version
1li—The Final Common Pathway

Oliver D, Howes*} and Shitj Kapuri?
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Mesolimbic Pathway -
Untreated Schizophrenia

e R

Stephen M Stahl, Stahis Essential
Psychopharmacology, 4th edition

Virkningsmekanisme:

dopaminblokkade

First Generation Antipsychotics Are D, Antagonists

@ PSYCHOPHARMACOLOGY
INSTITUTE

Dosekorelasjon mellom EPS og AP

Antipsykotisk effekt EPS
L A

rad av D2 blokkade

60% 75%  78%

Kapur s, Zipursky R, Jones C, et al. Relationship between dopamine D(2) occupancy, clinical response, and side effects: a double-

blind PET study of first-episode schizophrenia. Am J Psychiatry 2000; 157:514.
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D2 PARTIELL AGONISME

Den antipsykotiske !ktw‘s

* Fgrstegene
-D2-blokkere

D2 ANTAGONISME

. Andregeneras;on
-D2 og 5HT

* Partielle agoniste

Andregenerasjon, en huskeregel

The -dones De partielle agonistene

Risperidon (Risperdal) (?) =, Aripiprazol (Abilify) Q
Olanzapin (Zyprexa, Paliperidon (Xeplion, « Brexpiprazol (Rxulti)

The -pines

Klozapin (Leponex)

ZypAdhera) | Trevicta) - X R
Ziprazidon (Zeldox) + Kariprazin (Reaglia)

Kvetiapin (Seroquel)

Asenapin (Sycrest) Lurasidon (Latuda)

Resten

* Amisulprid (Solian) -
« Sertindol (Serdolect) @

Ferstegenerasjon / Nevroleptika / Typiske antipsykotika

¢ Hemmer dopamin Various Binding Properties of Conventional

¢ Kan hemme H1, M1 og al-reseptorer Antipsychotics

FGA pa markedet i Norge:

* haloperidol (Haldol)

* zuklopentiksol (Cisordinol)

* flupentiksol (Fluanxol)

* perfenazin (Trilafon, Peratsin)
* klorprotiksen (Truxal)

* levomepromazin (Nozinan)
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Ny versjon i 2019, med
sammenlikning av 32
antipsykotika!

Stefan Leucht og venner presenterer: Studien om

antipsykotika du alltid har gnsket deg!
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JAMA Psychiatry | Original Investigation

Behandlingsalgoritme for schizofreni Association of Antipsychotic Polypharmacy
Antipsykotikum 1 vs Monotherapy With Psychiatric Rehospitalization
Among Adults With Schizophrenia

Antipsykotikum 2 — Norske retningslinjer Jari Tiihonen, MO, PhD: Heidi Taipale, PhD; Juha Mehtala. PhO; Pia Vattulainen, MSc:
Christoph U. Correll, MD; Antti Tanskanen, PhLic
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* 62 000 pasienter
Mulig bedring av p

negative symptomer . Klozapin: aripipraz?ll -> re‘dusert risiko for tilbakefall / rehospitalisering
med pin alene

K oner uten klozapin - Ikke evidensbasert
JAMA Psychiatry. 2019;76:499-507.
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Depotpreparater
H * Uklar etiologi .
En lite S ol / Klozafobi
kjent ? men * Ingen diagnosekode Fnrstegen_erssion Andr.eger.lerasjt.)n _ .
. Arsak til ¢kt :3" * Haloperidol * Risperidon — innkapslet i polymere mikrokuler
ga nske lidelsestrykk hos s * Flupentiksol pekanoater + Paliperidon - palmitat
= N sti olje . .
andre enn w * Perfenazin + Olanzapin — pamoatsalt Igst i vann
utbredt

selektert gruppe
(kun psykiatere)
* Allmennleger..?

indekspersonene * Zuklopentiksol + Aripiprazol
sykdom... * Rammer en sveert F ¥ R

sy and Clozaphobia  The
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Virkestoff | Produktnavn Doseintervall Tmax T1/2 | Ref.omr. Steady N
state Teoretisk modell 12 mnd Zypadhera gitt manedlig
perfenazin Trilafon dekanoat 78-156 mg hver 3-4 uke 7 dager ca2 1-7 nmol/L Ca2-3
uker mnd 100 m— |njection 1
i isordi s 90 m— |njection 2
zuklopentixol Cisordinol depot 200-400 mg hver 2-4 uke 3-7 dager 3 uker 5-50 nmol/L 3 mnd Eﬁ 20 Iniection 3
58 70 m—|njection 4
flupentixol Fluanxol depot 20-200 mg hver 2-4 uke 4-10dager 3 uker 1-15 nmol/L 3 mnd o8& w Injection 5
g2 60 m== |njection 6
haloperidol Haldol depot 25-150 mg hver 4. uke 3-9 dager 3 uker 2-25 nmol/L 3 mnd o ; 50 w |njection 7
g2 40 Injection 8
olanzapin 2ypAdhera 150-300mghver 2.uke,  2-6dager  Auker  30-200nmol/L  3mnd g5 30 j— I'” Setion ? G
300-405 mg hver 4. uke. & 20 njection
< 10
risperidon Risperdal Consta 25-50 mg hver 2. uke 30 dager 3-6d 20-120 nmol/L 8 uker 0
Okedi 75-100 mg hver 4. uke 48 timer ? ? 12345678 910111213
paliperidon Xeplion / Trevicta, 25-150 mg x 1 per mnd/ 13 dager/ 25-49d/  20-120 nmol/L Time (months) after starting OLAI
(Hafyera) 175-525 mg hver 3. mnd. 30-33d 84-139d
oo 1TITTTT1T1
aripiprazol Abilify Maintena 300-400 mg hver 4. uke deltoid: 4d  30-47 200-1300 indicate |
720-960 mg hver 2. mnd. gluteal: 6d  dager nmol/L injecton 1 2 3 456 7 8 910 =
every 4 weeks > Diakonhjemmet Sykehus
- . Paliperidon serumkonsentrasjon
Depotinjeksjoner =
50 >
siste injeksjon
Fordeler Ulemper . Xeplion satt
* Bedre etterlevelse *  Ugnskede effekter og bivirkninger kan vare i 30.10.2020

Tettere oppfolging (?)

eksponering over tid.

+  Praktisk & slippe & huske piller hver dag.
+ Lavere Cmax- mindre bivirkninger
Hgyere Cmin — mindre symptomgjennombrudd

Jevnere konsentrasjon og mindre variasjon i

+ Faerre reinnleggelser, statistisk sett
+ Lavere risiko for seponeringsreaksjoner

ménedsvis.

Lang tid til steady state

Lang tid a gjgre dosejusteringer og evaluere
effekt

Fa preparater 3 velge mellom

3 timers observasjonstid etter ZypAdhera
Kan vedvare i kroppen i manedsvis etter
seponering og fgre til utilsiktet polyfarmasi
Vi er sykt darlige pa I.M. injeksjonsteknikk!

Serumkonsentrasjon (nmol/L)

o
01.07.2018

9 nmol/L
16 mnd senere

17.02.2022

01.07.2019 01.07.2020

Aksetittel

01.07.2021

——Serie 1
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Simulert PK profil etter seponering av 50 mg Xeplion (FDA/Janssen) vs var pasient
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Dager etter siste dose

Journal of Clinical Psychopharmacology - Volume 35, Number 1, February 2015

Case report: a5

* 314rmann, KMI 36
6 stk Xeplion injeksjoner over 4,5 mnd

* Lav S-paliperidon i behandlingsperiode!
(17-24 ng/mL) (ref 20-60 ng/mL)

i

i

1] \
i

i

!

* 1,3 ng/mL
siste injekson
* Normal nyrefunksjon

+ Overvekt kan bidra til & forklare lavere
konsentrasjon, men ikke lang
halveringstid

19 mnd etter

To the Editors:
* Ingen p-glykoproteinhemmere

Prolonged Elimination of
Paliperidone After
Administration of

Paliperidone Palmitate
Depot Injections

aliperidone (3-hydruxy-risperidoneh which  tate (1otal dose
is the pharmacologically active main 850 mg) in the
metabolite of isperidone. has recently been  sides) during a 129.day (4 3-month) period

Arne Helland, MD
Depanment of Clinical Phamacology
S1Olay University Hospital
Trondheim, Norway

ame hellandiilegemidieeno

Vigdis Elin Giver Syrstad, MD
Division of Mental Health Care

St Olav University Hospital
Trondheim, Norway

Olay Spigset, MD, PhD
Deparment of Laboratary Madicine
Childrea's and Women’s Health
Norwegian University of Scicnee and Technology
Trondhim, Norway

CASE REPORT

A 3lycarold obe
schizophrenia (body weight,
mass index [BMI]. 36.1 kg/m) who had
been involuntarily commitied to a mental
health facility was given a total of 6 intra-
muscular injections of paliperidone palmi-

li
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vascularized subcutaneous fat

absorption of the drug.

The authors hypothesized that
unintended injection into poorly

have led to delayed and/or erratic

Case report: increased patient response to
intramuscular haloperidol decanoate following a
change in needle length

could
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> Eur J Radiol. 2006 Jun;S8(3:480-4. doi: 10.1016/j ejrad.2006.01

Intramuscular injections into the buttocks: are they
truly intramuscular?

n 1, 1 Colville, T Persaud

Affiliations. + expand
PMID: 16405027 DOk

1016/j.jrad.

Abstract
i

intramuscy

: To radiclogically determine if intramuscular (IM) injections into the buttocks are truly
ular

Materials and methods: This

npatients were recruited

s 3 prospective stus

pital research ethics com

). each patient received an IM

outer quadrant of the

& the posit

being subcutaneal
had intramuscular injec

while in female:

Conclusion: The majority of assumed intramuscular injections are actually subcutanecus.

Bare 32% av antatte IM
injeksjoner treffer i muskel!
Bare 8% hos kvinner!!!
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3rd space, tredje kompartment

Bolus dose of drug

pidly Slowl:
equilibrating equilibrating
compartment | | | compartment
V2 Vs

Elimination/metabolism |

Intramuskuleer injeksjon - injeksjonsteknikk

a

M. deltoideus

e
—

Tilstrekkelig
nalelengde er

M. gluteus maximus
Bakro glutealinoksion

-Injeksjonen
settes heltinn
imuskelen
-ikke klem
huden

-stram huden

Overhud (epdermis)

Lanthud (dormis)

Fettvev (hyoodermis)

M. gluteus medius
Fromvo glutealinjoksion

M. vastus lateralis
Vaksiner (barn < 1 41
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> J Clin Nurs. 2021 Nov 17. doi: 10.1111/jocn. 16126. Online ahead of print.

Dorsogluteal intramuscular injection depth needed to

reach muscle tissue according to body mass index
and gender: A systematic review

a Strohfus ¥, Sara Palma !, Chelsea Tindell Wallace *

P

Affiliations + expand
PMID: 34791732 DOk 10.1111/jocn. 16126

Results: A significant number of injections are into
subcutaneous tissue rather than muscle because needles are too shert for populations with body
mass indexes over 25, especially women. Poor landmarking often results in improperly placed

injections.
[ To prevent administering a injection into
tissue, women with a BMI of 25 and over require needles lenger than 38 mm (1.5 inches),

Naéllengde Xeplion: 1inch (25.4 mm) og 1.5 inches (38.1
mm)

It administeringa
Deltoid injection

h

If patient weighs:

Less than 90 kg
blue hub

90 kg or more
gray hub

22Gx1"2"

If administering a
Gluteal injection

TR
Ui

If patient weighs:

Less than 90 kg
gray hub

226x1Y2"

90 kg or more
gray hub

22Gx1Y2"

NDC50458-611-01
Single-dose prefiled syringe. Useentiecontnts o sying

INVEGA HAFYERA™
(paliperidone palmitate)
extended-release injectable suspension

FOR GLUTEAL INTRAMUSCULAR INJECTION ONLY

Each injection must be adminitered only by
3 healthcare professional.

Shake before using.

CONTENTS: single-dose prefied syringe and
1 needle (a 20G,15-inch thin wall safety needle). )
Recommended Dosage: See Prescribing Information.
Rxonly

200 t025°C

oF to 77°F); excursions

& Store at room temperature:
€ ‘nd 860F) are permitted:

150C and 30°C (59°F

T1/2= ca. 150 dager.

SHIP AND STORE [ |,
THIS SIDE Up |F Ay
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Takk for oppmerksomhete!
-Spgrsmal?
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