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	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Special warnings and precautions for use
	
	Allergic Reactions

During postmarketing experience, rare cases of hypersensitivity reactions,

with very rare occurrence of fatal outcome, have been reported in association

with trabectedin administration either alone or in combination with PLD (see

sections 4.3 and 4.8).


	Undesirable effects
	 The most common adverse reactions of any severity grade were nausea, fatigue, vomiting, anorexia, neutropenia, and increases in AST/ALT,. Fatal adverse reactions have occurred in 1.9% of patients. They were often the result of a combination of events including pancytopenia, febrile neutropenia, some of them with sepsis, hepatic involvement , renal  failure and rhabdomyolysis.


	Most patients treated with YONDELIS can be expected to have adverse reactions of any grade (91%) with 10% reporting adverse reactions of grade 3 or 4 severity. The most common adverse reactions of any severity grade were nausea, fatigue, vomiting, anorexia, neutropenia, and increases in AST/ALT, anemia and thrombocytopenia. Fatal adverse reactions have occurred in 1.9% of patients. They were often the result of a combination of events including pancytopenia, febrile neutropenia, some of them with sepsis, hepatic involvement dysfunction, renal or multiorgan failure and rhabdomyolysis.



	Other adverse reactions
	Septic shock

Septic shock was uncommonly reported in clinical studies and postmarketing experience, in patients
	Hepatic failure

Rare cases of hepatic failure (including cases with fatal outcomes) have been reported in patients with serious underlying medical conditions treated with trabectedin. Some potential risk factors that may have contributed to increased trabectedin toxicity observed in these cases were dose management inconsistent with recommended guidelines, potential CYP3A4 interaction due to multiple competing CYP3A4 substrates or CYP3A4 inhibitors, or lack of dexamethasone prophylaxis.
Allergic reactions

During clinical trials, hypersensitivity was reported in 2% of patients receiving trabectedin, and most of these cases were Grade 1 or 2 in severity.

During postmarketing experience, rare cases of hypersensitivity reactions, with very rare occurrence of fatal outcome, have been reported in association with trabectedin administration (see sections 4.3 and 4.4).

Extravasation and Tissue necrosis

During post marketing surveillance, a few cases of trabectedin extravasation with subsequent tissue necrosis requiring debridement have been reported (see section 4.4).
Septic shock

Cases of Sseptic shock, some of which were fatal, have been was uncommonly reported in clinical studies and postmarketing experience, in patients. 



	Shelf life
	Unopened vials: 24  months. 


	Unopened vials: 24 36 months. 




העלון, שבו מסומנים השינויים המבוקשים על רקע צהוב הועבר בדואר אלקטרוני בתאריך......13..05.2013......
















