
Info

Cl
Th
Cloz
treat
treat
threa
signs
thera
patie
Liais
co-si

Rec

Cloza

large 

It may

 E

 C

 D

 H

 M

Wha

Cloza

 Int

 Co
me

The

Cloza

In add

suspe

The re

levels

as the

It can

toxicit

 

ormatio

lozap
hera
apine (Clo
ment resis
ment its us

atening adv
s and symp
apeutic dru
ent admitte
on Psychia
igned by L

cognising 

apine toxicity 

increases in

y be recognis

xcessive sed

Confusion 

Delirium 

Hypersalivatio

Myoclonus 

at causes

apine toxicity 

tentional or u

oncurrent pre
edications 

rapeutic 

apine levels a

dition, they s

ected.  

ecommende

s; up to a ma

e range is ba

 take up to a

ty, clozapine

on for H

pine
peut
zaril®) is a

stant schizo
se is restric
verse effec
ptoms of c
ug monitori
d to hospit
atry within 
iaison Psy

the signs

can occur w

 clozapine le

sed by the fo

dation 

on 

s clozapin

can be seco

unintentional 

escription of 

Drug Mo

are routinely 

hould be me

d therapeutic

ximum of 10

ased on a 12

a week for clo

 can be held

Health C

e Tox
tic D
an atypical
ophrenia (T
cted due to
cts. This in
clozapine to
ing. There 
tal and on 
24 hours. 

ychiatry. 

s of cloza

when clozapin

evels.  

ollowing sign

ne toxicity

ondary to a n

overdose 

interacting 

nitoring (

recommend

easured on a

c range is 35

000 µg/L. Lev

-hour trough

ozapine leve

d whilst the P

 

Care Pr

xicity
Drug 

 antipsych
TRS). Alth
o the poten
nformation 
oxicity and
should be
clozapine,
Clozapine

apine toxi

ne levels are

s: Toxic

 S

 Q

 C

 R

 S

y? 

number of fac

 Ch

 Ch

 Co

(TDM) 

ed at least 6

admission to 

50-600 µg/L, 

vels should b

h.  

els to be repo

Psychiatric Li

rofessio

y and
Mon

otic medic
ough often
ntial for sev
sheet prov
 outlines w
psychiatri
 with refer

e orders ne

icity 

e high and wh

city can caus

Seizures 

QTc prolonga

Cardiac arrhy

Respiratory d

Sudden Card

ctors: 

hanges in tob

hanges in do

oncurrent inf

6 monthly dur

hospital and

however so

be measured

orted. If there

aison service

onals 

d 
nitor
cation indic
n a highly e
vere and p
vides an ov
when to co
c involvem

rral to the C
eed to be re

hen there ar

se: 

ation 

ythmia 

depression 

diac Death 

bacco smok

oses 

fection or infl

ring mainten

d when non-c

me patients 

d 12-hours af

e is a suspici

e is consulte

ring
cated for 
effective 
potentially l
verview of 
nsider 

ment in any
Consultatio
eviewed an

e sudden an

ing 

lammation 

nance therapy

compliance is

require high

fter the last d

on of clozap

ed. 

life 

y 
on 
nd 

nd 

y.  

s 

er 

dose, 

ine 



 

Drug

Cloza

CYP2

There

of (se

Additi

empti

Con

Evide

result

If an i

and if

Note: 

requir

Cha

Smok

Chang

have 

tends

When

signs 

Pre-e

Conta

Dos

Dose 

recom

Re-t

The d

after c

 Dose

initiate

It mus

than 4

 

g interact

apine is prima

2D6.  

e are a numb

ee Box 1).  

ion of strong 

ve dose redu

ncurrent in

ence suggest

ting in a sign

nfection is p

f indicated pe

due to poten

red based on

anges in t

king tobacco 

ges in tobac

a large effec

 to be more 

n there is a s

of toxicity is 

mptive reduc

act Psychiatr

se change

changes can

mmended 5-7

titrating 

dose may nee

ceasing inter

e changes sh

ed or re-titrat

st not be reco

48 hours. 

tions  

arily cleared 

ber of clinical

CYP1A2 inh

uction of cloz

nfection a

ts that infecti

ificantly elev

resent (e.g. p

erform clozap

ntial delay in

n presentatio

tobacco s

is a strong in

co smoking,

ct on clozapin

apparent wh

ignificant cha

important, w

ction isn’t rou

ry Liaison for

es 

n result in dis

7 days after a

ed to be re-ti

racting medic

hould be no m

ted by Consu

ommenced a

hepatically b

lly significant

hibitors shou

zapine. 

and inflam

ion and inflam

vated serum 

pneumonia, 

pine TDM. P

 reporting of

on. 

smoking

nducer of CY

i.e. due to in

ne concentra

hen smoking 

ange in smo

with clozapin

utine.  

r advice in sm

sproportiona

a dose chan

itrated to pre

cation). 

more than 10

ultation Liais

at the previou

 

by CYP1A2, 

t drug interac

ld be avoide

mmation

mmation can

clozapine co

UTIs, absce

Psychiatry inv

f clozapine le

YP1A2 and o

ntentional ce

ations. This e

is reduced to

king, patient 

e levels take

moking cessa

ate changes i

ge is made.

evious levels 

00mg every 5

son Psychiatr

us prescribe

and to a less

ctions that pr

d and if requ

n inhibit cytoc

oncentration. 

ss), assess f

volvement in 

evels pre-em

of clozapine m

ssation or du

effect can ap

o less than 1

awareness a

en at day 1, 7

ation. 

in clozapine 

post resolut

5-7 days. Clo

ry.  

d dose if the

ser extent by

rescribers sh

uired, may ne

chrome P450

  

for signs of c

dose chang

mptive dose re

metabolism. 

uring hospita

ppear within t

10 cigarettes

and close m

7, then week

levels. Cloza

tion (i.e. post

ozapine can 

ere has been 

y CYP3A4 an

hould be awa

ecessitate pr

0 enzymes 

clozapine tox

es is crucial.

eduction may

 

alisation can 

the 3-5 days 

 per day.  

onitoring for 

ly until stable

apine TDM is

t infection or 

only be re-

a break of m

nd 

are 

re-

xicity 

.  

y be 

and 

e. 

s 

more 



 
Box 

 

This l

 

Pote

Cloz

(enz

 

Pote

Resp

Pote

Antic

Effec

urina

Pote

(both

post

 

 

For 

SA Ph
Teleph
www.s

Public-I1

© Departm

1: Drug in

ist is not exh

ential to Incre

zapine Levels

zyme inhibito

ential to Depr

piration 

ential for 

cholinergic S

cts (e.g. cons

ary retention

ential for Hyp

h postural an

tural) 

more info

harmacy Med
hone: 8222 5
sahealth.sa.g

1-A1 

ent for Health and Agein

teractions

haustive, and

ease 

s 

rs) 

ress 

Side 

stipation, 

, delirium) 

potension 

nd non- 

ormation

icines Inform
546 

gov.au 

g, Government of South 

s 

d pharmacist 

 Selectiv

fluvoxam
sertralin

 Caffeine

 Some a
effect), m

 Oral con

 Ritonav

 Benzod

start of t

 Antichol
amitripty

 Antichol

olanzap

 EPSE m

 Anti-hyp

 TCAs 

mation 

Australia. All rights rese

or psychiatr

ve serotonin r

mine (very la
ne (large dos

e (3-4 cups/ d

ntibiotics suc
macrolides (e

ntraceptives

ir 

iazepines (es

therapy) 

linergic tricyc
yline, dothiep

linergic antip

pine 

medication e.

pertensives 

rved. 

y advice on 

reuptake inh

rge effect), f
es) 

day, especia

ch as quinolo
erythromycin

specially larg

clic antidepre
pin 

psychotics e.g

g. benztropin

managemen

ibitor (SSRIs

fluoxetine, pa

ally in non- sm

ones i.e. cipr
n) 

ge parentera

essants (TCA

g. chlorprom

ne 

nt is required

s) e.g. 

aroxetine, 

mokers) 

rofloxacin (la

al doses or at

As) e.g. 

mazine, 

.  

arge 

t 


