
VI.2 Elements for a Public Summary 

VI.2.1 Overview of disease epidemiology 

In Europe, kidney failure affects many people.  Kidney failure means that your kidneys 
do not work and you cannot get rid of different types of waste that collect in your blood.  
You also cannot get rid of what you drink because your kidneys do not make urine.  
PHYSIONEAL is a liquid medicine in the form of a solution used to treat kidney failure.  
Medicines like PHYSIONEAL are used in a treatment called peritoneal dialysis, or PD 
for short.  PD involves putting liquid in your belly and removing it multiple times every 
day.  It removes water and different types of waste from your blood. 

VI.2.2 Summary of treatment benefits 

Getting a kidney transplant is the best treatment for kidney failure, but kidney transplants 
are not always possible and may not happen right away.  Instead of a kidney transplant, 
or while a person waits for a kidney transplant, a person can be placed on PD to help 
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them live.  Without treatment to remove water and different types of waste from the 
blood, people with kidney failure can die.  The goals of therapy in PD are to maintain the 
condition of the belly’s protective and filtering layer for as long as possible and also to 
maintain adequate exchange of waste and fluids, which helps to keep patients on PD long 
term. 

Peritoneal dialysis solutions with glucose (sugar) in them have been commonly used for 
the last 30 years.  PHYSIONEAL is a type of PD solution that has glucose (sugar) in it.  
PHYSIONEAL also contains an element called bicarbonate at the same level as normally 
found in the body, pH (the amount of acid/base in the body) at the same level as normally 
found in the body, and it has less amounts of parts of sugars (called glucose degradation 
products) than other glucose-based PD solutions.  PHYSIONEAL may also be used with 
other PD medicines for PD treatment. 

PHYSIONEAL helps to keep the amount of acid in the body at a normal level.  Clinical 
studies with PHYSIONEAL showed that some patients with pain when a PD solution is 
administered experienced less pain with PHYSIONEAL; however, there are no data 
available which indicate that complications are reduced overall.  Based on the evidence 
of clinical studies in approximately 377 patients, PHYSIONEAL has been shown to be 
safe and efficacious. 

VI.2.3 Unknowns relating to treatment benefits 

No studies of PHYSIONEAL have been performed in children.  The benefits of 
PHYSIONEAL have to be balanced versus the risks of side effects in patients younger 
than 18 years of age.  PHYSIONEAL 40 in the Clear-Flex container is not recommended 
in children requiring a fill volume of less than 1600 mL due to the risk of not detecting a 
possible mis-infusion (administration of the small chamber only).  In addition, no 
information was available for patients during pregnancy or when breast-feeding, 
therefore caution should also be utilized when used in such circumstances.  

In clinical studies conducted using PHYSIONEAL, there were no important differences 
in baseline characteristics across studies.  The mean values for age, height, weight, etc. 
were approximately the same in each study.  There were no upper age limits in any 
studies and elderly patients were included.  
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VI.2.4 Summary of safety concerns 

Important identified risks 

Risk What is known Preventability 

Not activating the 
PHYSIONEAL bag properly, 
causing the patient to receive 
solution from only the small 
chamber of the PHYSIONEAL 
bag 
(Mis-infusion) 

PHYSIONEAL Clear-Flex bags 
are dual chambered; mis-
infusions have occurred when the 
long seal between chambers is 
not properly activated, which 
leads to failure to mix the 2 
solution chambers and 
subsequent administration of the 
small chamber only.   

The Clear-Flex containers were 
re-designed and a training 
program was implemented.   

Higher than normal bicarbonate 
levels in the blood 
(Metabolic alkalosis) 

Patients who already have 
bicarbonate levels of 30 mmol/L 
or higher usually have higher 
levels of bicarbonate levels while 
using PHYSIONEAL. 

The label for PHYSIONEAL was 
updated to include warning 
statements about the risk of 
metabolic alkalosis in patients 
with bicarbonate levels above 30 
mmol/L.  The label for 
PHYSIONEAL instructs your 
doctor to think about the risk of 
metabolic alkalosis against the 
benefits of PHYSIONEAL in 
patients with higher levels of 
bicarbonate in their blood.   

Higher than normal blood sugar 
(Hyperglycemia) 
 

Diabetic patients and patients 
with pre-existing hyperglycemia 
are at higher risk for development 
of hyperglycemia or worsened 
hyperglycemia due to the glucose 
content of PHYSIONEAL. 

The PHYSIONEAL label has 
safety wording regarding the risk 
of high than normal blood sugar.   
In patients with diabetes, blood 
sugar levels should be monitored 
and any blood sugar medication 
the patient may be taking, 
including insulin, should be 
adjusted. 

Aseptic peritonitis Patients can get aseptic peritonitis 
with any kind of peritoneal 
dialysis treatment. Patients with 
certain abdominal conditions may 
be at increased risk for aseptic 
peritonitis. 

Peritoneal dialysis should be done 
with caution in patients with 
certain abdominal conditions. 
The PHYSIONEAL label has 
safety wording regarding the risk 
of peritonitis. 

Higher than normal levels of 
lactic acid in the blood 
(Lactic acidosis, especially in 
patients with elevated lactate 
levels or with conditions known 
to increase the risk of lactic 
acidosis) 

PHYSIONEAL can cause your 
blood to have higher levels of 
acid in it than it should. 

PHYSIONEAL should be used 
with caution in patients who 
already have higher than normal 
levels of lactic acid in the blood 
or who have conditions that 
increase the risk of lactic 
acidosis. 
The PHYSIONEAL label has 
safety wording regarding the risk 
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Risk What is known Preventability 
of peritonitis. 

The belly's protective and 
filtering layer becomes thick and 
hard and as a result does not 
allow for the flow of the PD 
solution.  EPS causes 
inflammation in your abdomen 
(belly) and thickening of the 
intestines that may be associated 
with abdominal pain, abdominal 
distension, or vomiting. 
(Encapsulating peritoneal 
sclerosis (EPS)) 

How EPS happens is not known. 
Patients can get EPS with any 
kind of peritoneal dialysis 
treatment. 

It is difficult to detect EPS at an 
early stage.  Patients who are 
suspected of having EPS should 
switch to hemodialysis therapy. 
The PHYSIONEAL label has 
safety wording regarding the risk 
of EPS. 

Giving PHYSIONEAL with the 
wrong glucose concentration 
(Medication error: Administration 
of incorrect glucose 
concentration) 

There are potential risks 
associated with giving 
PHYSIONEAL with the wrong 
glucose concentration, such as 
not enough or too much fluid in 
the body, not enough or too much 
glucose in the body, and loss of 
protein (called 
hypoalbuminemia). 

An identification system has been 
adopted to distinguish the 
different glucose concentrations 
for PHYSIONEAL: 
• The colored band on the 

carton label 
• The number of notches on 

the carton label 
• The colored pull ring cap on 

the bag 
• The number of notches on 

the pull ring cap 
1.36% glucose is identified with 
the yellow color and 1 notch; 
2.27% glucose is identified with 
the green color and two notches; 
and 3.86% glucose is identified 
with the orange color and three 
notches.  

Lower than normal levels of 
potassium in the blood 
(Hypokalemia) 

PHYSIONEAL can cause your 
blood to have lower levels of 
potassium in it than it should. 

Blood potassium levels should be 
monitored periodically. 
Potassium may be added to the 
PHYSIONEAL solution to 
prevent severe hypokalemia, only 
under the direction of a physician.  
The PHYSIONEAL label has 
safety wording regarding the risk 
of hypokalemia. 

Important potential risks 

Risk What is known (Including reason why it is considered a potential 
risk) 

The parathyroid glands make too PHYSIONEAL 40 is made with less calcium than PHYSIONEAL 35.  
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Risk What is known (Including reason why it is considered a potential 
risk) 

much of a hormone called 
parathyroid hormone because the 
calcium levels in the blood are 
too low 
(Worsened secondary 
hyperparathyroidism) 

In patients who have secondary hyperparathyroidism, a condition 
characterized by low calcium levels in the blood, using 
PHYSIONEAL 40 may keep the calcium levels in the blood low, 
which may make the secondary hyperparathyroidism worse.   

Important missing information 

Risk What is known 

Lack of studies in children 
younger than 18 years of age 

No studies of PHYSIONEAL have been performed in children. 
The benefits of PHYSIONEAL have to be balanced versus the risks of 
side effects in patients younger than 18 years of age.  PHYSIONEAL 
40 in the Clear-Flex container is not recommended in children 
requiring a fill volume of less than 1600 ml due to the risk of not 
detecting a possible mis-infusion (administration of the small chamber 
only). 

 

VI.2.5 Summary of additional risk minimisation measures by safety concern 

There are no additional risk minimization measures for PHYSIONEAL.  

VI.2.6 Planned post-authorisation development plan 

There are no planned post-authorization studies or activities for PHYSIONEAL. 

Studies which are a condition of the marketing authorisation 

None of the above studies is a condition of the marketing authorisation. 

VI.2.7 Summary of changes to the Risk Management Plan over time 

Table 1.  Major changes to the Risk Management Plan over time 

Version Date Safety Concerns Comment 

1 22Jun2007 Mis-Infusion None 

2 12Nov2007 1. Metabolic Alkalosis 
2. Mis-infusion 

Metabolic alkalosis was added as a 
safety concern. 

3 08Jul2009 Identified Risks: 
1. Metabolic Alkalosis 
2. Mis-infusion 

No new safety concerns have been 
identified since the last EU-RMP was 
submitted. 

4 22Feb2013 Hyperglycemia Added as an identified risk. 
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Version Date Safety Concerns Comment 

Lactic acidosis, especially in 
patients with elevated lactate 
levels or with conditions known 
to increase the risk of lactic 
acidosis 

Added as a potential risk. 

Medication error: 
Administration of incorrect 
glucose concentration 

Added as a potential risk. 

Worsened secondary 
hyperparathyroidism 

Added as a potential risk. 

Encapsulating peritoneal 
sclerosis (EPS) 

Added as a potential risk. 

11Jun2013 Aseptic peritonitis Added as an identified risk at the 
request of the Danish Authorities. 

Lactic acidosis, especially in 
patients with elevated lactate 
levels or with conditions known 
to increase the risk of lactic 
acidosis 

Amended from an important potential 
risk to an important identified risk at 
the request of the Danish Authorities. 

Encapsulating peritoneal 
sclerosis (EPS) 

Amended from an important potential 
risk to an important identified risk at 
the request of the Danish Authorities. 

Medication error: 
Administration of incorrect 
glucose concentration 

Amended from an important potential 
risk to an important identified risk at 
the request of the Danish Authorities. 

Hypokalemia Added as an identified risk. 
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