הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא
תאריך:  4..2014
שם תכשיר באנגלית ומספר הרישום: (121 60 30105 00) Voluven 6%
שם בעל הרישום: CURE MEDICAL & TECHNICAL SUPPLY
טופס זה מיועד לפרוט ההחמרות בלבד !

	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	4.3

Contraindica-tions


	Contraindications

( Fluid overload (hyperhydration)   ( Starch allergy     ( Renal failure with oliguria or anuria   ( Patients receiving dialysis treatment   ( Intracranial bleeding   ( Hypervolaemia   ( Severe hypernatremia or severe hyperchloremia   ( Known hypersensitivity to hydroxyethyl starches
	 Contraindications

Because of the risk of kidney injury and mortality, HES solutions must no longer be used in patients with sepsis, burn injuries or critically ill patients.-prac 2013 

HES solutions are now contraindicated in patients with renal impairment or renal replacement therapy. The use of HES must be discontinued at the first sign of renal injury. An increased need for renal replacement therapy has been reported up to 90 days after HES administration. Patients’ kidney function should be monitored after HES administration.-prac 2013
HES solutions are contraindicated in severe coagulopathy. HES solutions should be discontinued at the first sign of coagulopathy. Blood coagulation parameters should be monitored carefully in case of repeated administration 
- patients with severe liver disease 

- patients with known hypersensitivity to hydroxyethyl starch 

- clinical conditions where volume overload is a potential problem, especially in cases of pulmonary oedema and congestive cardiac failure 

- patients with pre-existing coagulation or bleeding disorders 

- patients with renal failure with oliguria or anuria not related to hypovolaemia 

- patients receiving dialysis treatment 

- patients with severe hypernatraemia or severe hyperchloraemia 

- patients with intracranial bleeding

· Known hypersensitivity to hydroxyethyl starches

 

	4.4Special

warnings and special precautions for use


	Fluid overload caused by overdose should be avoided in general. Particularly for patients with cardiac insufficiency or severe kidney dysfunctions the increased risk of hyperhydration must be taken into consideration; posology must be adapted.

In cases of severe dehydration a crystalloid solution should first be given.

Particular care must be taken in patients with severe liver disease or severe bleeding disorders, e.g. severe cases of von Willebrand´s disease.

It is important to supply sufficient fluid and to regularly monitor kidney function and fluid balance.

Serum electrolytes should be monitored.

There is limited experience on use of Voluven in children. In non-cardiac surgery of children below 2 years of age, the tolerability of Voluven administered perioperatively was comparable to 5% albumin. Voluven may be given to premature infants only after careful risk/benefit evaluation.
Exercise caution in the administration of large volumes (greater then 1500 ml to 2000 ml per day). Large volumes have been associated with coagulation and bleeding disorders.  Clinical evaluation and periodic laboratory determinations are necessary to monitor changes in fluid balance, electrolyte concentrations, and acid-base balance during prolonged parenteral therapy, or whenever the condition of the patient warrants such evaluation.

It is not known whether hetastarch (130/0.4) is excreted in breast milk. Exercise caution when administering to nursing women.

	In critically ill patients, crystalloids should be used primarily, and HES products should only be used, if crystalloids are not sufficient to stabilise the patient, and if the anticipated benefit justifies the risk.
Anaphylactic/anaphylactoid reactions (hypersensitivity, mild influenza-like symptoms, bradycardia, tachycardia, bronchospasm, non-cardiac pulmonary oedema) have been reported with solutions containing hydroxyethyl starch. If a hypersensitivity reaction occurs, administration of the drug should be discontinued immediately and the appropriate treatment and supportive measures should be undertaken until symptoms have resolved (see section 4.8). 

Avoid use in patients with pre-existing renal dysfunction. 

Discontinue use of Voluven 6% at the first sign of clinically relevant renal injury. 

Continue to monitor renal function in hospitalised patients for at least 90 days as use of renal replacement therapy has been recorded up to 90 days after administration of HES products. 

Monitor the coagulation status in patients undergoing open heart surgery in association with cardiopulmonary bypass as excess bleeding has been reported with other HES solutions in this population. Discontinue the use of Voluven  at the first sign of clinically relevant coagulopathy.
Avoid fluid overload; adjust dosage in patients with cardiac or renal dysfunction.

Fluid status and rate of infusion should be assessed regularly during treatment, especially in patients with cardiac insufficiency or severe kidney dysfunction.
In cases of severe dehydration a crystalloid solution should be given first. Generally, sufficient fluid should be administered in order to avoid dehydration.

Particular care must be taken in patients with electrolyte abnormalities.
Clinical evaluation and periodic laboratory determinations are necessary to monitor fluid balance, serum electrolyte concentrations, kidney function, acid-base balance, and coagulation parameters during prolonged parenteral therapy or whenever the patient’s condition warrants such evaluation. Monitor liver function in patients receiving HES products, including Voluven .
HES solutions should be used at the lowest effective dose for the shortest period of time. Treatment should be guided by continuous haemodynamic monitoring so that the infusion is stopped as soon as appropriate haemodynamic goals have been achieved. 



	4.5 Interaction with other products
	Interaction with other medicaments and other forms of interaction: No interactions with other drugs are known to date.


	Interaction with other medicinal products and other forms of interaction


No interactions with other drugs or nutritional products are known to date. 

Elevated serum amylase levels may be observed temporarily following administration of the product and can interfere with the diagnosis of pancreatitis.

At high dosages the dilutional effects may result in decreased levels of coagulation factors and other plasma proteins and a decrease in haematocrit.



	4.6 Preganacy and Lactation
	Pregnancy and lactation: For Voluven no clinical data on exposed pregnancies are currently available. Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy, embryo/foetal development, parturition or postnatal development (see section “Preclinical Safety Data”). No evidence of teratogenicity was seen.

Voluven should be used during pregnancy only if the potential benefit justifies the potential risk to the foetus.


	Pregnancy and lactation:For Voluven Fresenius no clinical data on exposed pregnancies are available. 

There are limited clinical study data available from the use of a single dose of Voluven Fresenius in pregnant women undergoing caesarean section with spinal anesthesia. No negative influence of Voluven Fresenius on patient safety could be detected; a negative influence on the neonate could also not be detected (see section 5.1).
Animal studies do not indicate direct or indirect harmful effects with respect to pregnancy, embryo/foetal development, parturition or postnatal development (see section 5.3). No evidence of teratogenicity was seen.

Voluven Fresenius should be used during pregnancy only if the potential benefit justifies the potential risk to the foetus.
Information on the use of Voluven 6% during labour or delivery is unknown with the exception of caesarean section (see above). Use if clearly needed.

It is not known whether this drug is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised when Voluven is administered to a nursing woman.


	4.8

Undesirable Effects
	Undesirable effects: Medicinal products containing hydroxyethyl starch may lead to anaphylactoid reactions (hypersensitivity, mild influenza-like symptoms, bradycardia, tachycardia, bronchospasm, non-cardiac pulmonary oedema) in very rare cases. In the event of an intolerance reaction occurring the infusion should be discontinued immediately and the appropriate emergency medical treatment initiated.

The concentration of serum amylase can rise during administration of hydroxyethyl starch and can interfere with the diagnosis of pancreatitis.

Pruritus (itching) after prolonged administration of high dosages is a known undesirable effect of hydroxyethyl starches.

At high dosages the dilution effects may result in a corresponding dilution of blood components such as coagulation factors and other plasma proteins and in a decrease of hematocrit.

With the administration of hydroxyethyl starches disturbances of blood coagulation can occur depending on the dosage. 

Additional undesirable effects: headache and vomiting.

Overdose: As with all volume substitutes, overdose can lead to overloading of the circulatory system (e.g. pulmonary oedema). In this case the infusion should be stopped immediately and if necessary, a diuretic should be administered.


	The undesirable effects are defined as follows: Very common (≥1/10), common (≥1/100 to <1/10), uncommon (≥1/1,000 to <1/100), rare (≥1/10,000 to <1/1,000), very rare (<1/10,000), frequency not known (cannot be estimated from the available data) 

Blood and lymphatic system disorders: 

Rare (in high doses): With the administration of hydroxyethyl starch disturbances of blood coagulation beyond dilution effects can occur depending on the dosage.

Immune system disorders: 

Rare: Medicinal products containing hydroxyethyl starch may lead to anaphylactic/anaphylactoid reactions (hypersensitivity, mild influenza-like symptoms, bradycardia, tachycardia, bronchospasm, non-cardiac pulmonary oedema). If a hypersensitivity reaction occurs, administration of the drug should be discontinued immediately and the appropriate treatment and supportive measures should be undertaken until symptoms have resolved. 

Skin and subcutaneous tissue disorders: 

Common (dose dependent): Prolonged administration of high dosages of hydroxyethyl starch may cause pruritus (itching) which is a known undesirable effect of hydroxyethyl starches.

Investigations: 

Common (dose dependent): The concentration of serum amylase can rise during administration of hydroxyethyl starch and can interfere with the diagnosis of pancreatitis. The elevated amylase is due to the formation of an enzyme-substrate complex of amylase and hydroxyethyl starch subject to slow elimination and must not be considered diagnostic of pancreatitis. 

Common (dose dependent): At high dosages the dilution effects may result in a corresponding dilution of blood components such as coagulation factors and other plasma proteins and in a decrease of haematocrit.


	5.1

Pharmacodynamic Effects
	Voluven Fresenius is an artificial colloid for volume replacement whose effect on intravascular volume expansion and haemodilution depends on the molar substitution by hydroxyethyl groups (0.4), the mean molecular weight (130.000 Da), the concentration (6%) as well as the dosage and infusion rate.

Infusion of 500 ml Voluven Fresenius in 30 minutes in volunteers results in a plateau-like non-expansive volume increase of approximately 100 % of the infused volume which lasts for approximately 4 to 6 hours.

Isovolaemic exchange of blood with Voluven Fresenius maintains blood volume for at least 6 hours.


	ATC code: B05A A07

Pharmacotherapeutic group: Plasma substitutes and plasma protein fractions.

The active ingredient hydroxyethyl starch 130/0.4 is a derivative of waxy maize starch mainly consisting of a glucose polymer (amylopectin) predominately composed of α-1,4-connected glucose units with several α-1,6-branches. Voluven  is an artificial colloid for volume replacement. Its pharmacological properties depend on the molar substitution by hydroxyethyl groups (0.4), the mean molecular weight (130,000 Da), the concentration (6%), the substitution ratio (C2/C6 ratio) of approximately 9:1 as well as the dosage and infusion rate. To describe the molecular weight and molar substitution characteristics of the hydroxyethyl starch in Voluven, the compound is designated as hydroxyethyl starch 130/0.4. The low molar substitution, medium molecular weight, and narrow molecular weight distribution of HES 130/0.4 contained in Voluven 6% contribute to its beneficial effects on pharmacokinetics and intravascular volume effect.

Infusion of 500 ml Voluven in 30 minutes in volunteers results in a plateau-like non-expansive volume increase of approximately 100 % of the infused volume which lasts for approximately 4 to 6 hours.

Isovolaemic exchange of blood with Voluven maintains blood volume for at least 6 hours Paediatric use

In one trial, newborns and infants < 2 years of age undergoing elective surgery were randomised to receive Voluven (N=41) or 5% albumin (N=41). The mean dose of Voluven administered was 16 ± 9 ml/kg.

In an additional trial, children from 2 – 12 years of age undergoing cardiac surgery were randomised to receive Voluven  (N=31) or 5% albumin (N=30). The mean dose administered was 36 ± 11 ml/kg.

Use of Voluven 6% in adolescents > 12 years is supported by evidence from adequate and well-controlled studies of Voluven 6% in adults.

Dosage in children should be adapted to individual patient colloid needs, taking into account underlying disease, haemodynamics, and hydration status (see section 4.2).

Treatment of pregnant women undergoing caesarean section

There are limited clinical study data available from the use of a single dose of Voluven Fresenius in pregnant women undergoing caesarean section with spinal anesthesia. The occurrence of hypotension was significantly lower for Voluven Fresenius compared to crystalloid control (36.6% vs. 55.3%). Overall, efficacy evaluation showed significant benefits for Voluven Fresenius in the prevention of hypotension and in the occurrence of severe hypotension compared to crystalloid control.



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.


