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nforsa bestaat uit:

FPK - KIB - LIZ
FAZ
Reclassering






therapieresistente EPA: complex en
yehandelen, maar niet onbehandelbaar of

Ket en (drie LIZ-achtige voorzieningen in
oname); na de LIZ geen alternatief tenzij
2handeling

"Ontwrichting’ binnen hoog beheersniveau
eel, bouwkundig, personeel, organisatorisch)

Onderdeel van Arkin
C+



State of the art behandeling (richtlijnen)
f€n en uitvoerenwaar dat elders niet is gelukt

cbehoefte d m.v. richtlijnconforme behandeling
e_,Lagen
stabiliteit en terugkeer naar reguliere GGZ

Onderdeel van Arkin

C+



erdere lngibpnames (5 centra in Nederland)
et geleid tot stabiliteit en afname ontwrichting

¢
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met clozapine, ECT, droperidol, amisulpride

Onderdeel van Arkin
C+
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Meaties CLZ

2, agressie en vijandigheid

geen respons op andere antipsychotica
ens, suicidaliteit, depressie

Jnische katatone beelden
tgangstarmacotherapie’ bij additie ECT
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Agenda arts
neter worden

manie in remissie brengen
an op clozapine

idspiegel opbouwen

oedspiegel op niveau houden
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“Adetl i atiént

hiek

Den inzien dat hij/zij niet ziek is
mogelijk clozapine binnenkrijgen.
ediplomeerd verzet”

- Weg ul
-
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APSenaal arts

”- Clozapine drank 25 mg/ml

* tabletten malen

oine suspensie 50 mg/ml
apine injectie 25 mg/ml
WP1A2 remming: fluvoxamine
,'Yerig: depot, droperidol, ECT
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en, agressie, weggooien, uitspugen
ET
Anheémen, meenemen, op kamer weggooien

In wang bewaren, later uitspugen
Braakreflex opwekken
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inetiek

injectie 0,17 50% urine
mcg/ml 38% faeces
(150 mg)

tablet ? gem. 2,1 u 95% gem. 12 u  50% urine

(suspensie) (6 -26 u) 30% faeces

Onderdeel van Arkin

Bron: Novartis, 2002 (injectie), F-Kompas & SmPC (tablet)



&0 Clozapine 12.5 mgi_uwanninnﬂahluf Study - Subject Mean

== Clozapine suspension {Douglae, Hew Zealand)
E —+— Clozapine tahlel (Howvariks, ISA)

Cone (nghmi)

Infors
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tttttt : (1) EP 1646 393 B1
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(45) Date of publication and mention (51) Int Cl.:
e et et P e P
04.09.2013 Bulletin 2013/36 AGTK 47102 1)

{86) Intarnational application number:

21) Application number: 04748853.1
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(22) Date of filing: 22.07.2004
(87) International publication number:
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(54) A STABLE CLOZAPINE SUSPENSION FORMULATION PatenttekSt EU, 2006 / RamUth (] 996)

STABILE CLOZAPIN-SUSPENSIONSFORMULIERUNG
ECORMIIATION DE Sl ISDEMSIOMN STARIENE T O7FADINE
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yminductie

- Dosisa alijk

(aanmaak kost enkele dagen)
specifiek (vaak)
traatonafhankelijk

aversibel

Bootsma 2004 (Tijdschrift voor Neurologie en Neurochirurgie)
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Vhinhibitie

lelen gaan competitie aan voor
de enzym

bmgekeerde van enzyminductie

adt (vrij) snel op

dDsisafhankelijk, substraatonafhankelijk
eestal reversibel, duur effect dan 2-3 dagen

- 2 genee

Bootsma 2004, Lareb 2011



Classical competitive inhibition Non-classical competitive inhibition
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binds to the active

- site first it blocks it
and no substrate
can hind.

— |

Uncompetitive inhibition

Binding of the inhibitor to

a site other than the active
site changes the shape of

the active site and the
substrate can no longer
bind

Main Types of Enzyme Inhibition

. Subst Subst
> & o

Subst Subst

Binding of the N iti

. inhibitor does not —. B
prevent binding of i |

the substrate, but —

inactivates the Subst | Inhib |

enzyme so that no

Subst

products are o 7

formed.
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Wminhibitie

eve inhibitie meestal dosis-
elijk
Ankelijk van't 2 substraat & remmer

Bootsma 2004, Lareb 2011



Clozapine
IM

Clozapine
TABLET

Fluvoxamine

Onderdeel van Arkin

0,17
mcg/ml
(150 mg)

Non-
lineaire
kinetiek,
m/v
verschil

6-8 u

gem. 2,1 u
(0,4 - 4,2 u)
of 1-3 u

3-8 uur

ca. 21l u

gem. 12 u
(6 -26 u)

gem. 13-15 u (enkelv. dosis)
gem. 17-22 (meervoudige dosis)
na 10-14 dagen ‘steady state’

Novartis, 2002, F-Kompas & SmPC, Hartter 1998




_rectus femoris
vastus intermedius
vastus medialis

vastus lateralis,

Afbeelding: intramusculaire injectieplaats bovenbeen

Injectiegebieden intramusculair injecteren

Maximaal toe te
dienen hoeveelheid=3

Bijzonderheden

Zljkant van de bovenarm (musculus

1-2ml

Veel gebruikt voor

maximus) dorsogluteaal (rugzijde)

deltoideus) (griep)vaccinaties
de boven/buitenkant (het middelste deel) van het bovenbeen:
= brede zijspier (m. vastus lateralis) 1-5ml
» rechte dijbeenspier (m. rectus femoris) | =5 ml (kinderen = 3
ml)
Bilspier:
= boven/buitenzijde van de bil (gluteus =3ml Minder risicovol dan
maximus)ventrogluteaal (buikzijde) boven/buitenzijde bil
« boven/buitenzijde van de bil (gluteus =4 ml Conftrole of de

injectienaald in bloedvat
Zit (aspireren)

Tabel: intramusculaire injectiegebieden in volgorde van opnamesnelheid van medicijn

Bron: Vilans




Acromial process

Deltoid muscle

Scapula

Deep brachial
artery

Radial nerve

Humerus

Posterior superior
iliac spine

Gluteus medius
Gluteus maximus

Greater trochanter
of femur

Sciatic nerve

Vastus lateralis and rectus femoris

= —

o

o o

=) =3
Greater trochanter X7,
of femur
Rectus femoris
Vastus lateralis

Vastus medialis
Ventrogluteal

Tliac crest

Anterior superior
iliac spine

Gluteus medius

Greater trochanter
of femur

TABLE2 N

Intramuscular injection sites
Injection site Recommended Patient positioning
volume
Deltoid 1-2mL Standing or sitting, with arm

placed on the waist to relax the
muscle.

Ventrogluteal 2.5-3mL Lying on the side in the prone
position facing away. Bend the
knee or gently point the toe
outward to relax the muscle.

Rectus femoris Up to 5mL Sitting or lying, with the toes

and vastus gently pointed away to relax the

lateralis muscle.

The dorsogluteal site is not recommended for intramuscular injections

Bron: Ogston-Tuck (Nursing Standard, 2014)



IS bloedspiegel nastreven
mcg/ml)

geven: drank, gemalen
mige dagen slikken of prikken

Andere dagen alleen slikken of prikken
b C+
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voxamine trucs

P Gemaler dieden

o 3 beker water drinken
diegel monitoring
name half uur continu toezicht

8en uitzondering (zoals wc bezoek)

onderdeel van Arkir
nderdeel van Arl .



simetidine
0zapine bloedspiegel x 1,9

yoxamine 5-12 x!)
J mg per os toegevoegd

Watras & Taylor 2013, Chetty & Murray 2007, Heeringa 1999



Table 1. Clozapine and norclozapine levels during various stages of therapy.
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dozaping cdozapine clozapine clozapine clozapineg Cozapine clozapine clogpaine clozapine clozapine clozspina
s00mg B00mg BOlmg S90dmg S0dmg S00mg S00mg S500mg G00mg S0 g SO0mg
tablets tablats liquid tablets ligquid liquid + [Fegticd+ liguid + liquid licquad+ liquid+
flucxetine flucxetne fluvoxamine Climetidine Cimetddine
10me 20rme S0rme B rre S00me



Voorbeeld van opbouwschema bij klinische patiént
1= week 2% week
Dag 1 2 x 12,5 mg Dag 8 150 mg
Dag 2 (50 mg Dag 9 150 mg
Dag 3 75 mg Dag 10 150 mg
Dag 4 100 mg Dag 11 200 mg
Dag 5 100 mg Dag 12 200 mg
< |Dag & 100 mg Dag 13 200 mg
Dag 7 100 mg Dag 14 200 mg
Opbouwschema bij ambulante patiént
1= week 2 week
Dag 1 2 x 12,5 mg Dag 8 75 mg
Dag 2 25 mg Dag 9 100 mg
Dag 3 25 mg Dag 10 100 mg
Dag 4 |50 mg Dag 11 100 mg
Dag 5 |50 mg Dag 12 100 mg
Dag 6 50 mg Dag 13 100 mg
Dag 7 Dag 14 100 mg C+ werkgroep, 2013




appen 100 mg per dag
aarden doorgaans 0,45 mg/|

aar ook 0,8-1,0 mg/|

G-controles periodiek, Trop T, CK, evt. echo-cor

(@F
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Aelle dosistitratie

e publicaties
> 2015 (TR Schizofrenie)
.a. 2014 (Schizofrenie & Bip. stoornis)
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- Acta Psychiatrica Scandinavica

Acta Psychiatr Scand 2004: 130 25-29 @ X013 John Wiley & Sons A/S. Publizshed by Joln Wiley & Sons Lid

ﬁ% Jir}rf ﬂt':ﬁeivf; ::gﬁ — ACTA PSYCHIATRICA SCANDINAVICA

Eflectiveness and safety of rapid clozapine
titration i schizophrenia

P. Ifteni‘. J. Hielsenz. V. Burl:ea".
C. U. Correll®>*%, J. M. Kane®%*,
P. Manu3**®

Iftem1 P, Nielsen J, Burtea V, Correll CU, Kane JM, Manu P.

Effectiveness and safety of rapid clozapine titration in schizophrenia.
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Table 2. Clozaping dosape and duration of hospital zation

Mo prior
Prior exposune EXPOSIUNg to
Total to clozapine clozapine
Characteristic IN=111} IN=T3| N = 38} P

Dose on first day 1791 £ 754 151 £ 57 15589 4+ 1019 0.008
of treatment,

mg + S0

faximum dose, JNa+ 182 T4+ 1761 4085 £ 18575 014
mg + 50

Duration of B3+ 136 34123 9 4+ 144 00N
hospitalization,

days + SD

PANSS at discharge, 603 + 61 65+ 54 oaE £+ 74 0n53A
score + SO

Day of Maximum 51440 47 4+ 31 71 + 413 0.0m
dose,

days + SD
Doseatdischarge 3516 + 1405 36 + 1345 3584 + 1499 (.08

(mgy/day)

PANSS, positive and negative symptom scale.



Psychiatr QQ (2016) 87:315-322
DOT 10.1007/511126-015-9394-y CrossMark

Rapid Clozapine Titration in Patients with Treatment
Refractory Schizophrenia

Cana Aksoy Poyraz' » Armagan Ozdemir” » Nazife Gamze Usta Saglam' +
Senol Turan' * Bur¢ Cagri Poyraz' * Nesrin Tomruk® -
Alaattin Duran'

Poyraz

* Retrosp centra, 2 groepen

-50 mg eerste gift, dan 50-100 mg/dag
aal 150 mg/dag

D 2:12,5-50 mg, dag 1, 25-50 mg extra

Br hypotensie in snelle opbouwgroep
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Table 2 Clozapine titration time, dose and effect

Characteristic Total (N = 51) Rapid Standard p value Statistics
clozapine clozapine titration
titration (N = 26)
(N = 25)
Days in hospital until ~ 11.313 & 11111 812 £ 10.071 14384 & 11.38 0.011 z = 2538
clozapine
mnitiation £ 5D
Titration days + 5D 6.333 + 2.233 544 + 2916 7.192 + 0.491 0.004 z = -2.895
First day dose, 65.196 + 73.114 101 £ 91.423 30,769 £ 12.364 <0.001
mg + SD
Dose at the end of 191.176 + 94.183 260 + 77.728 125 + 51.478 <0.001 z = -5.371
titration phase,
mg + SD
Interval between 25.058 + 10.282 224 4+ 872 27.038 £ 10596  0.129 z = —1.51
clozapine initiation
and
discharge £+ SD
~ Total length of 35.568 £+ 14.065 29.68 £ 10.613 41.23 + 14817 0,002 t= -3.189
hospital stay,
days &+ SD
Dose at discharge 334.313 + 78.415 322 + 63.047 346,153 £ 90468 0383 z = —0.872
(mg/day)

Onderdeel van Arkin
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Casus |

VOORGESCHIEDENIS

Omwille van de privacy niet vermeld in
webversie van de presentatie.

sheet 2



Beloop: aanhga l agressief verzet tegen behandeling
clozapine IM gestrand wegens infiltraten

en effect haloperidol en olanzapine (depots)
ECT 2x per week i.c.m. clozapine IM

fide tot goede begeleidbaarheid en medicatieinname
gval na staken medicatie bij ECT frequentie 1x/week

sheet 3
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Onderdeel van Arkin
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casus 2

Man van in de 40
Meerdere CIB/KIB opnames
Vernieling, bedreiging, schoppen, slaan
Geraffineerd smokkelen met medicatie
Langdurige kamerinsluiting
Clozapinespiegels blijven laag
Smokkelt waarschijnlijk ook met fluvoxamine
Opgeknapt op ECT en antismokkelregime

sheet 1
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Clozapinespiegels
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- Man, diagnose Schizofrenie
risisdienstcontacten, meerdere opnames
- Vernieling, schoppen, slaan

- Impliciete en expliciete medicatie-ontrouw
Clozapinespiegels bleven eerder en blijven laag
- Smokkelt waarschijnlijk ook met fluvoxamine
- Spuugt soms openlijk uit

- Alternerende prik- en slikschema’s

- Half uur continu toezicht na inname
sheet 1
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Table 5. Classification of In Vivo Inhibitors of CYP Enzymes(1) (7/28/2011)
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/DrugInteractionsLabeling/ucm080499. htm-=.

Strong Inhibitors(2) Moderate inhibitors(3) Weak inhibitors(4)
cye > 5-fold increase in > 2 but < 5-fold > 1.25 but < 2-fold
Enzymes AUC increase in AUC increase in AUC
or > 80% decrease or 50-80% decrease in or 20-50% decrease in
in CL CL CL
CYP1A2 Ciprofloxacin, enoxacin, Methoxsalen, mexiletine, Acyclovir, allopurinol,
fluvoxamine oral contraceptives, caffeine, cimetidine,

phenylpropanolamine, Daidzein,(5), disulfiram,

thiabendazole, zileuton Echinacea,(5) famotidine,

norfloxacin, propafenone,
propranolol, terbinafine,
ticlopidine, verapamil

Bron: FDA, 2011
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- Fluvoxamine

Inforsa

Lorrin M. Koran, M.D.

FI.I.'I".-'I:'I-HE'I mine .I'!f'll:'l-l'lﬂ'.-i Tid tl.'!ll! E‘H.lTI.i.!'IIZ_'I-I:tl'.I'!."J. IZ,'IIi.I'I'.II: :thm -I.!EF
the aralkyl ketones, a unique chemical series unrelated o
tricyelic antidepressants or other S5R Is. Fluvoxamine male-
_ ate is chemically identified as 5-methoxy-4'-{rrifluorome-
thyl} valerophenone-(E}-O-( Z-aminoethyl ) oxime maleare
(1:1 ). les empidical formula is O 5H; O NSFC HGO,, and
ity molecular weighe (s 4344, Unlike the other 55R1s, flo-
-~ voxamine does not have an asymmetne catbon and hence
 does not have a chiral center or exist in sterepisomers. ltis a
whirish, odorless erystalline powder that is only sparingly
soluble in warer. It [OEsC S s lscal irricant properties that
preclude its parenteral use (“Fluvoxamine™ 2002). Figure
16—1 shows the molecular scructure of fluvoxamine.

Uit leerboek Schatzberg



Pharmacokinetics of fluvoxamine after intravenous and oral administration

,‘ / J. van Harten, F. Kok, A. Lonnebo™ and A. Grahnén®

Departmeni of Clinical Pharmacology, Solvay Duphar B.V., Weesp, The Netherlands and
“Pharmaco Medical Consultanes, Uppsala, Sweden

Kev words: Fluvoxamine: Pharmacokinetics

The pharmacokinetics of the selective serotonin reuptake inhibitor (SSRI} fluvoxamine was studied i a three-way,
randomised cross-over study in 17 healthy male volunteers. The intravenous doses were 10 mg and 30 mg (infusions in 60 min),
and the oral dose 50 mg (capsule). Blood samples and urine were collected until 72 h after dosing.

The pharmacokinetic results {means and 90% confidence intervals) are shown in Table 1.

Table 1.

10 mg i.v. 0 mg v, 0 meg v,
AUCINf (ng-h/ml} T1 {6678 235 (210-263) 199 (155-255)
Vs {1/kg) 24 (12-26) 23 (20-25) -
TYz () 12{11-13) 13¢11-14) LY (12-14)
Ahbsolute bioavailability (%) — - 51 (44-62)
% of dose in unne as Muvoxaming 20 11.4-2.5) 2.2(1.6-2.9) 1.2 (0.B=1.6)

Fluvoxamine was generally well tolerated. Nausea was reported after 30 mg i.v. (three subjects, one of whom vomited) and
50 mg p.o. (three subjects). After i.v. dosing, the subjects with nausea had relatively high plasma levels, indicating that nausea
may be a centrally mediated adverse event of S5R1s.
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