
 
 

Clozapine - an Aide Memoire for General Practitioners 
 

Clozapine is an antipsychotic used to treat treatment-resistant schizophrenia when other 
antipsychotics have not worked. It is always initiated by psychiatrists and on-going 
prescribing usually remains in secondary care.  
 
It is vitally important that clozapine is added to the practice’s prescribing data base so 
prescribers can see the patient is on it when prescribing and it appears on the patient’s 
Summary Care Record. 
 
Since clozapine can cause neutropenia and agranulocytosis regular blood tests are 
required. Note that it can also cause severe constipation and life-threatening intestinal 
obstruction. 
 

Brand 
 
There are three brands of clozapine currently available  

1. Denzapine® (Brand used by Sussex Partnership NHS Trust) 
2. Clozaril® 
3. Zaponex® 

 

Monitoring 
 
Each brand of clozapine is associated with a mandatory monitoring service to detect any 
drop in white blood cells. 
 
The monitoring schedule is: 

 Weekly for the first 18 weeks of treatment 

 Fortnightly between weeks 18 and 52 

 Four weekly after 1 year of treatment and ongoing 
 

The traffic light system is used to direct when action is required if the white blood cell levels 
fall. 

1. Green – Blood test is within usual parameters and so clozapine can be taken. 
2. Amber - White cell count 3.0-3.5 x 109/L OR absolute neutrophil count 1.5-2.0 x 

109/L. Continue taking clozapine and monitor white cell count twice a week until it 
recovers. 

3. Red - White cell count less than 3 x 109/L OR absolute neutrophil count less than 1.5 
x 109/L.  
Stop taking clozapine, monitor white cell count daily and look for signs of infection. 

 

Patients who develop signs of infection, such as sore throat and raised temperature, should 
be advised to contact their doctor or a member of the mental health team. 
 

Treatment Breaks 
 
If treatment is stopped for more than 48 hours then it is important to re-titrate gradually from 
12.5mg once or twice on the first day and increase the dose gradually while providing on 
going physical monitoring until the dose is re-stabilized.  Advice should be sought from the 
patient’s mental health team if this happens.  For this reason, any decision to stop the 
clozapine should not be made lightly. 
 



Smoking 
 
In smokers, the metabolism of clozapine is significantly increased and so plasma clozapine 
levels are reduced. On cessation of smoking, plasma clozapine levels can rise dramatically 
(up to 70%) and only achieve steady state approximately 7-10 days after smoking cessation.  
Clozapine patients must be advised not to change their smoking habit, (either stopping or 
starting), without medical consultation.   
 
See link below for further information and a leaflet to give to patients considering stopping 
smoking or reducing their level of smoking: 
 
https://www.sussexpartnership.nhs.uk/node/1527/attachment  
 
https://www.sussexpartnership.nhs.uk/node/1659/attachment  
 
Side-effects     
 
The main side-effects associated with clozapine are: 
 

 Neutropenia / agranulocytosis 

 Constipation due to the very significant slowing of intestinal peristalsis. This can lead to 
life-threatening gastrointestinal obstruction. Any patient on clozapine should routinely be 
asked about their bowel movements and any sign of constipation acted upon.  More 
patients on clozapine die of bowel-related problems than any other cause.  Many 
patients will require regular laxatives to prevent constipation.   

 Cardiovascular events, such as cardiomyopathy and myocarditis are rare. However, 
symptoms such as chest pain and shortness of breath should be viewed with caution. 

 Hypersalivation.  Hyoscine 300mcg (Kwells) sucked at night can be effective. 

 Pyrexia which is generally benign, but consider checking white cell count. 

 Seizures. The risk is dose dependent and an anticonvulsant such as sodium valproate is 
often added prophylactically if doses of clozapine exceed 600mg per day. (Note: 
valproate must be avoided in women of child bearing potential). 

 Hypotension and hypertension. 

 Weight gain is common and often profound (5kg+) so dietary and lifestyle advice is 
essential and should be reinforced regularly. 

 Diabetes and impaired glucose tolerance. Blood glucose should be monitored at least 
annually.  

 Drowsiness and sedation. The larger proportion of the twice daily dose is best taken at 
night. 

 Urinary incontinence. May respond to an adjusted dose schedule. 
 
Interactions with Clozapine 
 
The following are the most common drug interactions. 
 

Drug Interactions Comments 

Bone marrow 
suppressants such as 
carbamazepine and 
long acting depot 
antipsychotics 
 
 

Increase the risk and/or 
severity of bone marrow 
suppression 

Drugs known to have a substantial 
potential to depress bone marrow 
function should not be used 
concurrently with clozapine 
Depot antipsychotics should also 
not be used concurrently because 
they cannot easily be removed in 
cases of neutropenia. 

https://www.sussexpartnership.nhs.uk/node/1527/attachment
https://www.sussexpartnership.nhs.uk/node/1659/attachment


CNS depressants such 
as opiates, 
antihistamines, 
benzodiazepines and 
alcohol 

Concomitant use may 
enhance the sedative effect 
of clozapine  

Patients should be monitored and 
consideration given to changing 
the other sedating medicines. 
Advise patients to avoid alcohol. 
Benzodiazepines  in combination 
with clozapine can rarely cause 
circulatory collapse so monitor 
carefully especially during dose 
titration. 

Antipsychotic drugs Antipsychotics may 
increase the risk of sudden 
cardiac death by causing 
QTc interval prolongation 

Pimozide and thioridazine should 
be stopped before clozapine is 
started. All multiple antipsychotic 
regimes should be kept under 
regular review. 
 

Antihypertensive 
agents 

Increased risk of 
hypotension 

Use with caution in combination 
with clozapine. 

SSRI antidepressants 
such 
as fluvoxamine, 
fluoxetine and 
paroxetine 

Can affect the metabolism 
of clozapine via inhibition of 
CYP2D6 and thereby 
increase plasma clozapine 
levels 

Fluoxetine and paroxetine may be 
co-prescribed. However, 
fluvoxamine also inhibits CYP1A2 
and is best avoided as levels can 
be significantly increased.  

Antibiotics such as 
erythromycin and 
ciprofloxacin 

Can elevate clozapine 
levels 

Avoid combination if possible.  If 
essential contact the mental health 
team as the clozapine dose may 
need to be reduced temporarily. 

Phenytoin and 
rifampicin 

Can decrease plasma 
clozapine levels by enzyme 
induction 

Contact the mental health team to 
ensure they measure serum 
clozapine level to maintain 
therapeutic clozapine levels. 

Lithium May increase the likelihood 
of neuroleptic malignant 
syndrome developing 

Clozapine + lithium combinations 
are sometimes used. 
 

 

 
For further advice on the use of clozapine, please contact your local mental health pharmacy 
team. Please refer concerns regarding treatment adherence, blood tests or non-engagement 
with physical health monitoring to the local Community Mental Health Team. 
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