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EMA/675927/2014 

Summary of the risk management plan (RMP) for 
Paliperidone Janssen (paliperidone) 
 

This is a summary of the risk management plan (RMP) for Paliperidone Janssen, which details the 
measures to be taken in order to ensure that Paliperidone Janssen is used as safely as possible. For 
more information on RMP summaries, see here. 

This RMP summary should be read in conjunction with the EPAR summary and the product information 
for Paliperidone Janssen, which can be found on Paliperidone Janssen’s EPAR page. 

Overview of disease epidemiology 

Paliperidone Janssen is an antipsychotic medicine used for the maintenance treatment of 
schizophrenia. Schizophrenia is a mental condition with symptoms such as hearing voices, seeing or 
sensing things that are not there, mistaken beliefs, unusual suspiciousness, becoming withdrawn, 
incoherent speech, and behaviour and emotional flatness. People with the disorder often may also feel 
depressed, anxious, guilty, or tense. 

It is estimated that there are 24 million people with schizophrenia worldwide. Schizophrenia is a 
chronic disease and is one of the leading causes of disability in adults. People with schizophrenia tend 
to have additional health risk factors, including substance abuse, alcohol abuse, and smoking. 

Summary of treatment benefits 

Paliperidone Janssen contains the active substance paliperidone. It is used in adults whose disease has 
already been stabilised on treatment with paliperidone or risperidone. Some patients whose symptoms 
have not yet been stabilised may still be given Paliperidone Janssen if they have responded well to 
treatment by mouth with paliperidone or risperidone in the past, their symptoms are mild to moderate 
and a long-acting injectable treatment is needed. The medicine is available as a suspension for 
injection in pre-filled syringes. 

Because paliperidone for use by mouth has already been authorised in the EU as Invega, some of the 
data from Invega has been used to support the use of Paliperidone Janssen. 

Paliperidone Janssen has been investigated in six short-term studies (lasting 9 to 13 weeks) and two 
long-term studies (lasting about a year). Four of the short-term studies compared Paliperidone Janssen 
with placebo (a dummy treatment) in a total of 1,774 adults with schizophrenia, while two other 
studies compared Paliperidone Janssen with risperidone long-acting injection (taken with risperidone 
tablets) in 1,178 patients. In the four studies against placebo, Paliperidone Janssen reduced 
schizophrenia symptoms significantly more than placebo. Paliperidone Janssen showed benefit similar 
to risperidone long-acting injection in only one of the 2 trials.  

One long-term study in 410 adults compared Paliperidone Janssen with placebo and showed that it 
prevented the return of severe symptoms. In a second long-term study, in 749 adults, Paliperidone 
Janssen did not show as much benefit as risperidone long-acting injection (taken with risperidone 
tablets) in reducing schizophrenia symptoms. 

http://www.ema.europa.eu/docs/en_GB/document_library/Other/2014/05/WC500166101.pdf
http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/004066/human_med_001829.jsp
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Unknowns relating to treatment benefits 

There is limited information on the use of Paliperidone Janssen in patients on kidney dialysis (a 
treatment for people whose kidneys no longer work), in pregnant women, or in breastfeeding women. 

Summary of safety concerns 

Important identified risks 

Risk What is known Preventability 

High blood levels of a 
hormone called 
‘prolactin’ 
(hyperprolactinaemia 
and potentially 
prolactin-related 
events). 

Paliperidone Janssen, like other 
antipsychotic medicines that affect 
dopamine levels in the brain, can 
raise blood levels of the hormone 
prolactin. Symptoms of high prolactin 
in men may include breast growth, 
difficulty in getting or maintaining 
erections, or other sexual problems; 
in women, they may include breast 
discomfort, leakage of milk from the 
breasts, missed menstrual periods, or 
other problems with the menstrual 
cycle. 

Paliperidone Janssen should be used 
carefully in patients who already have 
high levels of prolactin in their blood 
and in patients with certain types of 
tumours that may be affected by 
increased prolactin levels (e.g. 
tumours in the pituitary gland in the 
brain). 

An alteration of the 
electrical activity of 
the heart (QT 
prolongation). 

A modest alteration of the electrical 
activity of the heart was reported in 
up to 1 in 100 patients who took 
Paliperidone Janssen in clinical trials. 
There is a very small chance that this 
may lead to more serious heart 
problems, such as abnormal heart 
rhythms (arrhythmias); very rarely, 
this could lead to sudden death. 

Paliperidone Janssen should be used 
carefully in patients with known 
cardiovascular (heart and blood 
vessels) disease or a family history of 
cardiovascular disease, and in 
patients who take Paliperidone 
Janssen with certain medicines that 
are known to affect heart rhythm.   

Low blood pressure 
upon standing 
(orthostatic 
hypotension). 

Low blood pressure upon standing is 
a common side effect of antipsychotic 
medicines. Symptoms of this 
condition may include feeling faint, 
dizzy, or passing out when one 
stands up suddenly.  

Elderly patients are at a higher risk 
for orthostatic hypotension. 

Paliperidone Janssen should be used 
carefully in patients who have low 
blood pressure or heart problems. 

Since Paliperidone Janssen can lower 
blood pressure, care should be taken 
when Paliperidone Janssen is 
prescribed with other medicines that 
lower blood pressure. 

Movement problems 
(extrapyramidal 
symptoms) / 
abnormal movements 
of the tongue, face, 
arms, or body 
(tardive dyskinesia). 

Extrapyramidal symptoms, a common 
side effect of antipsychotic medicines, 
may include restlessness; slow or 
sustained involuntary contraction of 
muscles; abnormal movements of the 
eyes, mouth, tongue, or jaw; 
repetitive, spastic or writhing 

In patients who require long-term 
treatment, the aim is to control 
symptoms with the smallest dose and 
the shortest duration of treatment 
possible. Paliperidone Janssen should 
be used carefully in patients who have 
experienced movement problems in 
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Risk What is known Preventability 

 movements; sensation of stiffness or 
tightness of the muscles; a slow, 
shuffling walk; and a loss of 
expression on the face. There is also 
a small risk (between 0.1 and 1%) of 
a more serious movement disorder 
called ‘tardive dyskinesia’ that 
includes uncontrollable twitching or 
jerking movements in the face, 
tongue, or other parts of the body.  

the past, including Parkinson’s 
disease or dementia with Lewy 
bodies.  

A condition which 
symptoms include 
confusion, reduced or 
loss of consciousness, 
high fever, and 
severe muscle 
stiffness (neuroleptic 
malignant syndrome 
[NMS]). 

NMS is a rare but serious side effect 
that could be fatal and has been 
reported with Paliperidone Janssen 
and similar medicines. Symptoms 
include high fever; rigid muscles; 
shaking; confusion; sweating more 
than usual; increased heart rate or 
blood pressure; and muscle pain or 
weakness. NMS occurs rarely (up to 1 
patient in 1,000). 

Doctors should monitor patients for 
symptoms, particularly early in the 
course of treatment. 

All antipsychotics should be 
discontinued if a patient develops 
signs or symptoms of NMS.  

Diabetes or 
worsening of pre-
existing diabetes and 
problems related to 
high blood sugar 
(diabetes mellitus and 
hyperglycaemia-
related adverse 
events). 

In clinical trials, high blood sugar 
occurred in between 1 and 10 
patients in 100, and diabetes 
occurred in up to 1 patient in 100.  

Doctors should monitor patients for 
early symptoms and for signs of high 
blood sugar. In patients with pre-
existing diabetes, and in patients at 
increased risk of cardiovascular 
disease, blood glucose should be 
monitored regularly.  

 

An increase in body 
weight (weight gain). 

Weight gain was reported in between 
1 and 10 patients in 100 who took 
Paliperidone Janssen in clinical trials.  

 

Doctors should monitor the patient’s 
body weight, especially in patients at 
increased risk of cardiovascular 
disease or diabetes. Lifestyle changes 
(such as change in diet and increase 
in exercise) should be considered if 
patients experience significant weight 
gain. 

Convulsions or fits 
(seizures). 

Convulsions were not commonly 
reported, and occurred in up to 1 
patient in 100 taking Paliperidone 
Janssen in clinical trials. 

Paliperidone Janssen should be used 
with care in patients who are being 
treated for seizures, have had 
seizures in the past, or have 
conditions that increase the risk of 
having seizures, including age of 65 
years or older. 

Feeling sleepy or less Somnolence was reported in between Patients should be careful when 
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Risk What is known Preventability 

alert (somnolence). 1 and 10 patients in 100 in clinical 
trials. This may affect the ability to 
drive a car, operate machines, or do 
other things that require alertness. 
These problems are more likely to 
happen if Paliperidone Janssen is 
taken in combination with other 
medicines (or alcohol) that affect 
brain function. 

driving or operating machines until it 
is known whether Paliperidone 
Janssen affects their alertness level. 
If possible, atypical antipsychotics 
such as Paliperidone Janssen should 
not be used in combination with other 
medicines known to cause sleepiness.  

A prolonged and/or 
painful erection 
(priapism). 

A few cases of priapism have been 
reported in men treated with 
Paliperidone Janssen and/or 
risperidone. 

 

Patients should be informed to seek 
urgent medical care in case that 
priapism has not been resolved within 
3-4 hours. Atypical antipsychotics 
should be used with caution in 
combination with other medicines that 
have similar side effects. 

Stroke or “mini” 
stroke 
(cerebrovascular 
accident). 

It is not known how often strokes 
occur in patients with schizophrenia 
who are not being treated with 
antipsychotics. Stroke has been 
reported with other atypical 
antipsychotic medicines and in a 
small number of patients taking 
Paliperidone Janssen. 

Doctors should monitor patients for 
early symptoms and control risk 
factors such as blood pressure, 
cholesterol, and diabetes. 

Blood clots in the 
veins, usually in the 
legs (venous 
thromboembolism). 

This condition may occur with several 
antipsychotic medicines. With 
Paliperidone Janssen, blood clots in 
the legs have been reported rarely, in 
up to 1 patient in 1,000 in clinical 
trials. 

Doctors should monitor patients for 
early symptoms and risk factors. 
Paliperidone Janssen should be used 
with care in patients with a family 
history of blood clots. 

A decrease in the 
type of white blood 
cells that help to 
protect against 
infection 
(leukopenia). 

Leukopenia, the reduction in the 
number of levels of white blood cells, 
has been reported in patients taking 
Paliperidone Janssen. 

 

Doctors should monitor patients for 
early symptoms and monitor white 
blood cells counts in patients with a 
history of similar decreases in white 
blood cells count. A doctor may 
decide to stop treatment if there is a 
serious decrease in white blood cells 
count and no other causes are 
apparent. 

Very low numbers of 
a certain type of 
white blood cells 
needed to fight 
infection 
(agranulocytosis). 

A few cases of agranulocytosis have 
been reported with Paliperidone 
Janssen and/or risperidone. 

 

Doctors should monitor patients for 
early symptoms and check blood cell 
counts in patients with a history of 
similar decreases in white blood cells. 



Page 5/9 
 

Risk What is known Preventability 

A decrease in the 
number of platelets, a 
type of blood cell that 
helps the blood to clot 
(thrombocytopenia). 

A decrease in platelets was reported 
in up to 1 patient in 100 taking 
Paliperidone Janssen. Often, 
decreased platelet levels do not cause 
problems but can increase the risk of 
bruising, nosebleeds, and/or bleeding 
gums. Patients with low platelets may 
also feel more weak and tired than 
usual. 

Doctors should monitor patients for 
early symptoms, such as bruising, 
and check platelet counts. In most 
cases when this condition is caused 
by a medicine, stopping the medicine 
leads to recovery. 

Breakdown of muscle 
fibres and pain in 
muscles 
(rhabdomyolysis). 

This condition was reported rarely (in 
up to 1 patient in 1,000 taking 
Paliperidone Janssen). 

Doctors should monitor patients for 
early symptoms. If a patient develops 
signs or symptoms indicative of NMS, 
including rhabdomyolysis, all 
antipsychotics should be discontinued. 

Higher blood levels of 
Paliperidone Janssen 
in patients with 
kidney problems 
(elevated plasma 
concentrations in 
patients with renal 
disease). 

This condition was reported rarely (in 
up to 1 patient in 1,000 taking 
Paliperidone Janssen). 

Doctors should monitor patients for 
early symptoms such as increased 
side effects to Paliperidone Janssen. 
The dose of Paliperidone Janssen may 
be lowered based upon the patient's 
kidney function. 

A reaction at the 
injection site, 
including itching, pain 
or swelling (injection 
site reaction). 

Paliperidone Janssen is injected in the 
muscle, and mild injection site pain is 
reported commonly. This was more 
common after injection into the upper 
arm. 

Doctors or nurses should alternate the 
site of injection (from upper arm to 
buttocks and vice versa), and ensure 
that the injection is given into the 
muscle. 

 

Important potential risks 

Risk What is known  

Increased risk of 
developing certain 
types of cancer, 
including tumours in 
the pituitary gland in 
the brain, tumours in 
the pancreas, or 
breast cancer 
(carcinogenicity 
[pituitary adenomas; 
endocrine pancreas 
tumours; breast 
cancer]) 

In animal studies, an increase in certain types of cancer (including tumours in 
the pituitary gland in the brain, tumours in the pancreas, or breast cancer) 
was observed in animals who were given risperidone, a medicine very similar 
to Paliperidone Janssen, and in animals who were given injections of 
paliperidone (the active substance in Paliperidone Janssen). These types of 
tumours are thought to be caused by or to be related to high levels of the 
hormone prolactin in the blood. 

Paliperidone Janssen treatment also increases prolactin levels in humans. 
However, information gathered with Paliperidone Janssen and other similar 
types of medicine has not shown any sign that people who take these 
medicines are at an increased risk of developing cancer compared with people 
who do not. It therefore seems unlikely that the findings in animals are 
relevant to humans receiving Paliperidone Janssen, but the risk cannot be 
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Risk What is known  

totally ruled out. Paliperidone Janssen should be used carefully in patients who 
already have high levels of prolactin, or patients with certain types of tumours 
that may be affected by increased prolactin levels (e.g., breast cancer). 

Increased risk of 
death in elderly 
patients with 
dementia (overall 
increased mortality in 
elderly patients with 
dementia). 

Paliperidone Janssen has not been studied in elderly patients with dementia. 
However, studies with other similar types of medicine have shown that elderly 
patients with dementia who are treated with these medicines may have an 
increased risk of death. 

Increased risk of 
stroke or mini-stroke 
in elderly patients 
with dementia 
(cerebrovascular 
adverse events in 
elderly patients with 
dementia). 

Paliperidone Janssen has not been studied in elderly patients with dementia. 
However, studies with other similar types of medicine have shown that elderly 
patients with dementia who are treated with these medicines may have an 
increased risk of stroke or mini-stroke.  

Paliperidone Janssen should be used carefully in patients who have risk factors 
for stroke. 

Problems with clear 
thinking or 
coordination 
(cognitive and motor 
impairment). 

Paliperidone Janssen can sometimes make people feel dizzy, sleepy, or less 
alert, and may make it difficult to concentrate or perform complicated tasks. 
These problems are more likely to happen if Paliperidone Janssen is taken with 
other medicines (or alcohol) that affect brain function.  

It is still unclear if Paliperidone Janssen has an effect on the ability to think 
clearly. Patients with schizophrenia often have problems with clear thinking, 
even without taking medicines. The effects of Paliperidone Janssen on 
cognition in adults have not been closely studied. 

Problems controlling 
body temperature 
(body temperature 
dysregulation). 

Some reports suggest that antipsychotic medicines like Paliperidone Janssen 
might interfere with the body’s ability to lower body temperature. This could 
cause problems for patients who experience high body temperature, e.g. 
patients who exercise hard, and patients who are exposed to high heat. These 
patients may have trouble cooling off or can be more likely to become 
dehydrated. 

It is unclear if antipsychotic medicines like Paliperidone Janssen have an effect 
on body temperature. Some studies suggest that problems with body 
temperature may be related to having schizophrenia, rather than taking these 
medicines. 

Paliperidone Janssen should be used with care in patients who have problems 
with controlling core body temperature or overheating. 

Suicide attempt or 
thoughts of 
committing suicide 
(suicidality). 

Suicide or thoughts of suicide are common in patients with schizophrenia or 
schizoaffective disorder.  

So far, trials with Paliperidone Janssen do not suggest that Paliperidone 
Janssen increases the risk of suicide or suicidal thoughts in patients with 
schizophrenia or schizoaffective disorder. 
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Risk What is known  

Feelings of depression 
in patients with 
schizoaffective 
disorder (depression 
in affective 
disorders). 

Some reports suggest that antipsychotic medicines may cause a switch from 
manic (‘high’) symptoms to depression in patients with schizoaffective 
disorder.  

Paliperidone Janssen has not been studied in patients with schizoaffective 
disorder. 

Increased effects of 
antipsychotics in 
patients who have a 
certain type of 
Parkinson’s disease 
with dementia 
(increased sensitivity 
to antipsychotics in 
patients with 
Parkinson’s disease 
and dementia with 
Lewy bodies). 

Patients with Parkinson’s disease and dementia with Lewy bodies (disorders of 
the brain that affect memory and ability to move) may be more likely to 
develop side effects of antipsychotic treatments like Paliperidone Janssen, 
such as confusion, movement problems (shaking, stiffness, jerky movements) 
and unsteadiness when standing, which may lead to falls. These patients may 
also be at an increased risk of neuroleptic malignant syndrome (see earlier).  

Paliperidone Janssen has not been studied in patients with Parkinson’s disease 
or dementia.  

Patients should talk to their doctor before taking Paliperidone Janssen if they 
have Parkinson’s disease or dementia. 

Decrease in bone 
strength/fragile bones 
(decreased bone 
mineral 
density/osteoporosis). 

There may be an increased risk of osteoporosis in patients with schizophrenia 
on atypical antipsychotic therapy, possibly because the high levels of prolactin 
over a long period of time can cause the bones to become weaker.  

It is still unclear if this increased risk is due to antipsychotic treatment or 
some other reason. This needs to be studied more before any conclusions can 
be made. 

 

Missing information 

Risk What is known  

Limited information 
on use in patients 
who are on kidney 
dialysis (a treatment 
for people whose 
kidneys no longer 
work) (use in 
haemodialysis 
patients). 

Paliperidone Janssen has been studied in patients who have mild or moderate 
kidney disease, but it has not been studied in patients who have severe kidney 
disease that requires kidney dialysis.  

Patients with severe kidney disease should not take Paliperidone Janssen. 
Paliperidone Janssen is removed from the bloodstream by the kidneys, so 
Paliperidone Janssen should be used with caution in patients who have 
problems with their kidneys.  

 

Limited information 
on use in pregnant 
women. 

Paliperidone Janssen has not been studied in pregnant women.  

Women who are pregnant should not take Paliperidone Janssen unless it has 
been discussed with their doctor.  

Limited information 
on use in 

Paliperidone Janssen has not been properly studied women who are 
breastfeeding. Women who are breastfeeding should not take Paliperidone 
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Risk What is known  

breastfeeding women. Janssen. 

Paliperidone Janssen can pass into breast milk and may affect the baby.  

Whether Paliperidone 
Janssen is being used 
correctly (appropriate 
medicine utilisation in 
patients receiving 
Paliperidone 
Janssen). 

It has not been adequately shown whether Paliperidone Janssen is being used 
according to the approved use in the treatment of schizophrenia. 

 

Summary of risk minimisation measures by safety concern 

All medicines have a summary of product characteristics (SmPC) which provides physicians, 
pharmacists and other healthcare professionals with details on how to use the medicine, and also 
describes the risks and recommendations for minimising them. Information for patients is available in 
lay language in the package leaflet. The measures listed in these documents are known as ‘routine risk 
minimisation measures’. 

The SmPC and the package leaflet are part of the medicine’s product information. The product 
information for Paliperidone Janssen can be found on Paliperidone Janssen’s EPAR page. 

This medicine has no additional risk minimisation measures. 

 

Planned post-authorisation development plan 

List of studies in post-authorisation development plan 

Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

Post authorisation 
safety study 
(PASS) of 
cardiovascular and 
cerebrovascular 
adverse events in 
elderly patients 
treated with 
paliperidone ER, 
paliperidone 
palmitate and 
other 
antipsychotics  

To study how often 
things like stroke, heart 
attacks and angina 
happen among elderly 
patients treated with 
paliperidone and other 
antipsychotic medicines.   

Cerebrovascular 
accident, overall 
increased mortality in 
elderly patients with 
dementia, 
cerebrovascular 
adverse events in 
elderly patients with 
dementia. 

Started End of 2015 

Drug utilisation 
study to assess 

To check that 
Paliperidone Janssen is 

Appropriate use of Started August/ 

http://www.ema.europa.eu/ema/index.jsp?curl=/pages/medicines/human/medicines/004066/human_med_001829.jsp


Page 9/9 
 

Study/activity 
(including study 
number)  

Objectives  Safety concerns 
/efficacy issue 
addressed  

Status  Planned date for 
submission of 
(interim and) 
final results  

appropriate 
paliperidone 
palmitate 
prescribing in the 
European Union  

 

being used correctly, 
i.e., in adult patients 
with schizophrenia, 
whose symptoms have 
already been controlled 
with paliperidone or 
risperidone, or who 
have mild or moderate 
symptoms and have 
responded before to 
other treatments. 

Paliperidone Janssen September 2014 

 

Studies which are a condition of the marketing authorisation 

Not applicable. 

Summary of changes to the risk management plan over time 

Major changes to the Risk Management Plan over time 

Not applicable. 

 

This summary was last updated in 11-2014. 
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