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(מעודכן 05.2013) 

 תאריך ________July 7, 2013 ___

שם תכשיר באנגלית ומספר הרישום _  CLINOLEIC 20%
 Emulsion for infusion Reg No: 122 09 30186 21                                        

שם בעל הרישום  Teva Medical (Marketing) Ltd., Haorgim St  8, Ashdod 77100
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	Contra-indications
	The use of ClinOleic is contra-indicated in the following situations:

· hypersensitivity to egg protein, soya protein or peanut protein or to any of the active substances or excipients
· severe dyslipidemia and non corrected metabolism disorders including lactic acidosis and uncompensated diabetes.

· severe sepsis

· severe liver disease, 

· blood coagulation disorders, thrombophlebitis,

· myocardial infarction


	The use of ClinOleic is contra-indicated in the following situations:

· hypersensitivity to egg protein, soya protein or peanut protein or to any of the active substances or excipients
· severe dyslipidemia and non corrected metabolism disorders including lactic acidosis and uncompensated diabetes.

· severe sepsis

· severe liver disease, 

· blood coagulation disorders, thrombophlebitis,

· myocardial infarction



	Posology, dosage  & administra-tion
	Route of administration
Intravenous infusion:

· when administered as part of a complete nutritive admixture (with glucose and amino acids)  through a central or peripheral vein depending on the osmolarity of the final admixture;

· in rare cases, through a peripheral vein when ClinOleic 20% is administered alone as a complementary support to oral or enteral nutrition.

Usage in nutritive admixtures (with glucose and amino acids)
“Breaking” or “oiling out” of the emulsion can be visibly identified by accumulation of yellowish droplets or particles in the admixture.


	The posology depends on energy expenditure, the patient’s clinical status, body weight, and ability to metabolize ClinOleic 20%, as well as additional energy given orally/enterally. Therefore, the dosage should be individualized and the bag size chosen accordingly.
Method Route of administration
Intravenous infusion:

· when administered as part of a complete nutritive admixture (with glucose and amino acids) the central or peripheral venous route should be chosen  through a central or peripheral vein depending on the osmolarity of the final admixture;

· in rare cases, when infused alone as a complementary support to oral or enteral nutrition through a peripheral vein when ClinOleic 20% can be administered via peripheral vein is administered alone as a complementary support to oral or enteral nutrition.

It is recommended that after opening the bag, the contents should be used immediately, and should not be stored for a subsequent infusion. 

The recommended duration of infusion for a parenteral nutrition bag is between 12 and 24 hours, depending on the clinical situation. 

Treatment with parenteral nutrition may be continued for as long as it is justified by the clinical situation of the patient.

However, when long term administration is required, the benefice/risk ratio should be evaluated regularly in particular in order to schedule the return to oral and/or enteral nutrition.

See instructions on administration, preparation and handling of the emulsion for infusion (Section 6.6)

Usage in nutritive admixtures (with glucose and amino acids)
“Breaking” or “oiling out” of the emulsion can be visibly identified by accumulation of yellowish droplets or particles in the admixture.



	Special Warnings and Special Precau-tions for Use
	Special clinical monitoring is required at the beginning of any intravenous infusion. Should any abnormalities occur, the infusion must be stopped.


	Special clinical monitoring is required at the beginning of any intravenous infusion. Should any abnormalities occur, the infusion must be stopped.
Infection and sepsis complications

Vascular access infection and sepsis are complications that may occur in patients receiving parenteral nutrition particularly in case of poor maintenance of catheters and contaminated solutions, immunosuppressant and other factors such as hyperglycemia, malnutrition and/or their underlying disease state may predispose patients to infectious complications. 

During severe sepsis the infusion of lipid emulsions may interfere with immune resistance and specific caution should be taken to consider benefit/risk for the patient until sepsis treatment has stabilized the patient.

Careful monitoring of signs, symptoms and laboratory test results for fever/chills, leukocytosis, and technical complications with the access device, and hyperglycemia can help recognize early infections. 

Patients who require parenteral nutrition are often predisposed to infectious complications due to malnutrition and/or their underlying disease state. 

The occurrence of septic complications can be decreased with heightened emphasis on aseptic technique in catheter placement, and maintenance, as well as aseptic technique in the preparation of the nutritional formula.

Hepatic Insufficiency

Use with caution in patients with hepatic insufficiency because of the risk of developing or worsening neurological disorders associated with hyperammonaemia. Regular clinical and laboratory tests are required, particularly blood glucose, electrolytes and triglycerides (not exceeding 3 mmol/L during infusion).

Hematologic and thrombophlebitis

Use with caution in patients with coagulation disorders and anaemia.  Blood count and coagulation parameters should be closely monitored

Thrombophlebitis may develop, particularly if peripheral veins are used. The catheter insertion site must be monitored daily for local signs of thrombophlebitis.

ClinOleic 20% is administered as part of a parenteral nutrition regimen. Refeeding severely undernourished patients with parenteral nutrition may result in the refeeding syndrome. The syndrome is characterized by the intracellular shift of potassium, phosphorus, and magnesium as the patient becomes anabolic. Thiamine deficiency and fluid retention may also develop. Careful monitoring and slowly increasing nutrient intakes, while avoiding overfeeding, can prevent these complications.

Do not make additions directly to the ClinOleic 20% bag.

If ClinOleic 20% is mixed with glucose and/or amino acid solutions, the compatibility should be checked before administration (see Sections 6.2 and 6.6). Formation of precipitates could result in vascular occlusion.



	Precau-tions 
	Elevated liver enzymes and cholestasis have been reported with lipid products.

As for any parenteral infusion, particular attention should be given on water balance, especially in patients with acute oliguria or anuria.


	To avoid air embolism due to possible residual gas contained in the primary bag, do not connect flexible bags in series.

Air embolism can result if residual gas in the bag is not fully evacuated prior to administration if the flexible bag is pressurized to increase flow rates.

As for any parenteral infusion, particular attention should be given on water balance, especially in patients with acute oliguria or anuria and in patients with pulmonary edema or heart failure.

Severe water and electrolyte equilibration disorders, severe fluid overload states, and severe metabolic disorders must be corrected before starting the infusion.

Elevated liver enzymes and cholestasis have been reported with lipid products.
As for any parenteral infusion, particular attention should be given on water balance, especially in patients with acute oliguria or anuria.



	Inter-action with Other Medica-ments and Other Forms of Inter-action
	Never add medication or electrolytes directly to the lipid emulsion.  If it is necessary to introduce additives, verify the compatibility and mix thoroughly before administration to the patient. The compatibility with solutions administered simultaneously via a common end section must be ensured.
	No interaction studies have been performed with ClinOleic 20%.

ClinOleic 20% contains vitamin K, naturally present in lipid emulsions. The amount of Vitamin K in recommended doses of ClinOleic 20%, are not expected to influence effects of coumarin derivatives.
The lipids contained in this emulsion may interfere with the results of certain laboratory tests if the blood sample is taken before the lipids are eliminated from the serum (these are generally eliminated after a period of 5 to 6 hours without receiving lipids). Refer to the laboratory testing system product information regarding potential assay interference associated with lipemic samples.

Never add medication or electrolytes directly to the lipid emulsion.  If it is necessary to introduce additives, verify the compatibility and mix thoroughly before administration to the patient. The compatibility with solutions administered simultaneously via a common end section must be ensured.


	Fertility,   pregnancy and Lactation
	
	

	Adverse events
	System Organ Class (SOC)

Frequency

MedDRA Preferred Term
Blood and lymphatic system disorders
Uncommon

Leukopaenia
Unknown

Thrombocytopaenia
Immune system disorders
Unknown

Hypersensitivity

Metabolism and nutrition disorders

Common

Hyperglycaemia

Gastrointestinal disorders

Common

Nausea, Vomiting
Uncommon

Abdominal distension, Abdominal pain, Epigastric discomfort
Hepatobiliary disorders

Uncommon

Cholestasis

Skin and subcutaneous disorders
Unknown

Urticaria, 
General disorders and administration site conditions

Unknown
Chills
Immune system disorders
Unknown

Hypersensitivity
Investigations

Common

Mean arterial pressure decreased

Uncommon

Bilirubin conjugated increased, Blood bilirubin increased, Hepatic enzyme increased, Blood triglycerides increased

1 Adverse reaction observed during post-marketing experience: The frequency of post-marketing adverse reactions cannot be estimated from the available data.

Reduced ability to remove the lipids may result in a "fat overload syndrome" which may be caused by overdose but may also occur at the start of an infusion according to instructions, and is associated with a sudden deterioration in the patient's clinical condition. It is characterized by hyperlipidaemia, fever, liver fatty infiltration, hepatomegaly, anaemia, leucopaenia, thrombocytopaenia, coagulation disorders and coma, requiring hospitalisation. All of these symptoms are usually reversible when the lipid emulsion infusion is stopped.

	System Organ Class (SOC)

Frequency

MedDRA Preferred Term
Blood and lymphatic system disorders
Uncommon

Leukopaenia
Unknown

Thrombocytopaenia
Immune system disorders
Unknown

Hypersensitivity

Metabolism and nutrition disorders

Common

Hyperglycaemia

Respiratory, thoracic and mediastinal disorders
Uncommon

Dyspnea
Gastrointestinal disorders

Common

Nausea, Vomiting
Uncommon

Abdominal distension, Abdominal pain, Epigastric discomfort
Unknown

Diarrhea

Hepatobiliary disorders

Uncommon

Cholestasis

Skin and subcutaneous disorders
Unknown

Urticaria, Pruritus
General disorders and administration site conditions

Unknown
Chills
Immune system disorders
Unknown

Hypersensitivity
Investigations

Common

Mean arterial pressure decreased

Uncommon

Bilirubin conjugated increased, Blood bilirubin increased, Hepatic enzyme increased, Blood triglycerides increased

Unknown

International normalized rationdecreased

1 Adverse reaction observed during post-marketing experience: The frequency of post-marketing adverse reactions cannot be estimated from the available data.
Fat overload syndrome:

Fat overload syndrome has been reported with similar products. Reduced ability to remove the lipids contained in ClinOleic 20% may result in a "fat overload syndrome", which may be caused by overdose, however, the signs and symptoms of this syndrome may also occur at the start of an infusion when the product is administered according to instructions. This syndrome is associated with a sudden deterioration in the patient's clinical condition as is characterised by hyperlipidemia, fever, liver fatty infiltration hepatomegaly, anemia, leukopenia, thrombocytopenia, coagulation disorders and coma, requiring hospitalization. These symptoms are usually reversible when the lipid emulsion infusion is stopped.
Reduced ability to remove the lipids may result in a "fat overload syndrome" which may be caused by overdose but may also occur at the start of an infusion according to instructions, and is associated with a sudden deterioration in the patient's clinical condition. It is characterized by hyperlipidaemia, fever, liver fatty infiltration, hepatomegaly, anaemia, leucopaenia, thrombocytopaenia, coagulation disorders and coma, requiring hospitalisation. All of these symptoms are usually reversible when the lipid emulsion infusion is stopped.



	Overdosage
	
	

	Incompa-tibilities 
	Never add medication or electrolytes directly to the lipid emulsion.  If it is necessary to introduce additives, verify the compatibility and mix thoroughly before administration to the patient.


	This medicinal product must not be mixed with other medicinal products except those mentioned in Section 6.6.
Never add medication or electrolytes directly to the lipid emulsion.  If it is necessary to introduce additives, verify the compatibility and mix thoroughly before administration to the patient.



	Special precautions for disposal and other handling advice
	To open

· Tear the protective overwrap

· Confirm the integrity of the bag

· Use only if the bag is not damaged 
b.
Positioning the infusion

· Suspend the bag

· Remove the plastic protector from the administration outlet

· Firmly insert the infusion spike into the administration outlet

c.
Additions

Lipids present only one component in parenteral nutrition. For a complete parenteral nutrition the concomitant substitution with amino acids, carbohydrates, electrolytes, vitamins, and trace elements is necessary. Before administration to the patient, the compatibility of the components and stability of the admixture must be checked. Admixing should be accompanied by gentle agitation during preparation under strict aseptic conditions.
If it is necessary to introduce additives, verify the compatibility and mix thoroughly before administration to the patient.

Additions must be performed under aseptic conditions. These additions are made into the injection site using a needle:

· Prepare the injection site

· Puncture the injection site and inject

· Mix the contents of the bag and the additives

d.
Administration


	a.
To open

· Tear the protective overwrap

· Discard the oxygen absorber/indicator
· Confirm the integrity of the bag

· Use only if the bag is not damaged and if the emulsion is a homogeneous liquid with a milky appearance

b.
Positioning the infusion

· Suspend the bag

· Remove the plastic protector from the administration outlet

· Firmly insert the infusion spike into the administration outlet

c.
Additions

      Do not make any additions directly to the bag.

Lipids present only one component in parenteral nutrition. For a complete parenteral nutrition the concomitant substitution with amino acids, carbohydrates, electrolytes, vitamins, and trace elements is necessary. Before administration to the patient, the compatibility of the components and stability of the admixture must be checked. Admixing should be accompanied by gentle agitation during preparation under strict aseptic conditions.
If it is necessary to introduce additives, verify the compatibility and mix thoroughly before administration to the patient.

Additions must be performed under aseptic conditions. These additions are made into the injection site using a needle:

· Prepare the injection site

· Puncture the injection site and inject

· Mix the contents of the bag and the additives

d.
Administration

After opening the bag, the contents must be used immediately. The opened bag must never be stored for a subsequent infusion. Do not reconnect any partially used-bag.

Do not connect bags in series in order to avoid the possibility of air embolism due to air contained in the primary bag.

Any unused product or waste material and all necessary devices must be discarded.



