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	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	
	
	

	Posology and method of administration
	-------------

For the treatment of soft tissue sarcoma, the recommended starting dose is 1.5 mg/m2 body surface area, administered as an intravenous infusion over 24 hours with a three-week interval between cycles. 

Administration through a central venous line is strongly recommended (see section 6.6). 

-------------

The same criteria as above (except if CPK > 2.5 x ULN) must be met prior to initiation of next cycles. Otherwise treatment must be delayed for up to 3 weeks until the criteria are met. If these toxicities persist beyond 3 weeks, treatment discontinuation should be considered.


	-------------

For the treatment of soft tissue sarcoma, the recommended starting dose is 1.5 mg/m2 body surface area, administered as an intravenous infusion over 24 hours with a three-week interval between cycles. 

Administration through a central venous line is strongly recommended (see section 6.6). 

-------------

The same criteria as above (except if CPK > 2.5 x ULN) must be met prior to initiation of next cycles. Otherwise treatment must be delayed for up to 3 weeks until the criteria are met. If these toxicities persist beyond 3 weeks, treatment discontinuation should be considered.



	Dose adjustment during treatment
	----------------
In the event that further dose reductions are necessary, treatment discontinuation should be considered. Colony stimulating factors can be administered for hematologic toxicity in subsequent cycles according to local standard practice.

For instructions on reconstitution and dilution of the medicinal product before administration, see section 6.6.

Special patient populations 
Paediatric patients 
The safety and efficacy of trabectedin in paediatric patients have not yet been established. Therefore, this medicinal product must not be used in children and adolescents until further data become available. 

Preclinical studies in Cynomologus monkeys less than 3 kg have shown an increased risk of local infusion-related tissue damage even when administered through a central venous line (see section 5.3).

Elderly patients 
Of the 1132 patients from single agent clinical trials from an integrated safety analysis in several tumor types, 19% were over 65 years. No relevant differences in the safety profile or effectiveness were seen in this patient population.
In this study, a multivariate analysis of progression free survival, age over 65 years did not effect the outcome. Results from population pharmacokinetic analyses indicate that the plasma clearance and distribution volume of trabectedin are not influenced by age. Therefore, dose adjustments based uniquely on age criteria are not routinely recommended.

Patients with impaired hepatic function 
Patients with hepatic impairment may be at increased risk for toxicity.  Recommendations for a starting dose in these patients cannot be made because the use of trabectedin in patients with impaired hepatic function has not been adequately studied. However, special caution is advised and dose adjustments may be necessary in these patients since systemic exposure may be increased and the risk of hepatotoxicity might be increased. Patients with elevated bilirubin at the time of initiation of cycle must not be treated with Yondelis (see section 4.4). 

Patients with impaired renal function 
Studies including patients with renal insufficiency (creatinine clearance < 30 ml/min ) have not been conducted and therefore Yondelis must not be used in this patient population (see section 4.4). The pharmacokinetics of trabectedin are not expected to be impacted by mild or moderate renal impairment. (Section 5.2)

	_________

In the event that further dose reductions are necessary, treatment discontinuation should be considered. Colony stimulating factors can be administered for hematologic toxicity in subsequent cycles according to local standard practice.

For instructions on reconstitution and dilution of the medicinal product before administration, see section 6.6.

Special patient populations 
Paediatric patients (18 years of age and younger)
The safety and efficacy of trabectedin in paediatric patients have not yet been established. Therefore, this medicinal product must not be used in children and adolescents until further data become available. 

Preclinical studies in Cynomologus monkeys less than 3 kg have shown an increased risk of local infusion-related tissue damage even when administered through a central venous line (see section 5.3).
Elderly patients (65 years of age and older) 
Of the 1132 patients from single agent clinical trials from an integrated safety analysis in several tumor types, 19% were over 65 years. Based on an integrated safety analysis of single agent clinical trials in several tumor types, Nno relevant differences in the safety profile or effectiveness were seen in this patient the elderly population.
In this study, a multivariate analysis of progression free survival, age over 65 years did not effect affect the outcome. Results from population pharmacokinetic analyses indicate that the plasma clearance and distribution volume of trabectedin are not influenced by age. Therefore, dose adjustments based uniquely on age criteria are not routinely recommended.

Patients with impaired hepatic function Hepatic impairment
Patients with hepatic impairment may be at increased risk for toxicity.  Recommendations for a starting dose in these patients cannot be made because the use of trabectedin in patients with impaired hepatic function has not been adequately studied. However, special caution is advised and dose adjustments may be necessary in these patients since systemic exposure may be increased and the risk of hepatotoxicity might be increased. Patients with elevated bilirubin at the time of initiation of cycle must not be treated with Yondelis (see section 4.4 Warnings and Precautions). 

Patients with impaired renal function Renal impairment
Studies including patients with renal insufficiency (creatinine clearance < 30 ml/min ) have not been conducted and therefore Yondelis must not be used in this patient population (see section 4.4 Warnings and Precautions). The pharmacokinetics of trabectedin are not expected to be impacted by mild or moderate renal impairment. (Section 5.2 see Pharmacokinetic Properties)

Administration
Intravenous infusion.
Administration through a central venous line is strongly recommended (see Warnings and Precautions and Instructions for Use and Handling and Disposal).

For instructions on reconstitution and dilution of the medicinal product before administration, see Instructions for Use and Handling and Disposal.
Intravenous infusion over 24 hours with a three-week interval between cycles



	Special warnings and precautions for use
	Hepatic impairment 

Patients must meet specific criteria on hepatic function parameters to start treatment with Yondelis. Since systemic exposure to trabectedin may be increased due to hepatic impairment and therefore the risk of hepatotoxicity might be increased, patients with clinically relevant liver diseases, such as active chronic hepatitis, should be closely monitored and the dose adjusted if needed. Patients with elevated bilirubin at the time of initiation of cycle must not be treated with trabectedin (see section 4.2). 

Renal impairment 
Creatinine clearance must be monitored prior to and during treatment. Trabectedin as a single agent must not be used in patients with creatinine clearance < 30 ml/min (see section 4.2). 

Neutropenia, and thrombocytopenia
Grades 3 or 4 neutropenia and thrombocytopenia associated with Yondelis therapy have been very commonly reported. Neutrophil nadirs occurred at a median of 15 days and recovered within a week.  A full blood cell count including differential and platelet count must be performed at baseline, weekly for the first two cycles and then once between cycles (see section 4.2). 
Yondelis should not be administered to patients with baseline neutrophil counts of less than 1,500 cells/mm3 and platelets count of less than 100,000 cells/mm3. If severe neutropenia (ANC < 500 cells/mm3) lasting more than 5 days or associated with fever or infection occurs, dose reduction is recommended (see section 4.2). 

Nausea and vomiting 
Grade 3 or 4 vomiting and nausea were reported commonly. All patients must be premedicated with corticosteroids such as dexamethasone. Additional anti‑emetics may be administered as needed (see section 4.2).

Rhabdomyolysis and severe CPK elevations (> 5 x ULN) 
Trabectedin must not be used in patients with CPK > 2.5 x ULN (see section 4.2). Rhabdomyolysis has been uncommonly reported and severe CPK elevations were observed in 4% of patients, usually in association with myelotoxicity, severe liver function test abnormalities and/or renal failure. Therefore, CPK should be closely monitored whenever a patient may be experiencing any of these toxicities or muscle weakness or muscle pain. If rhabdomyolysis occurs, supportive measures such as parenteral hydration, urine alkalinisation and dialysis should be promptly established, as indicated. Treatment with Yondelis should be discontinued until the patient fully recovers. 

Caution should be taken if medicinal products associated with rhabdomyolysis (e.g. statins), are administered concomitantly with trabectedin, since the risk of rhabdomyolysis may be increased.

Liver Function Test (LFT) abnormalities 
Reversible acute increases in aspartate aminotransferase (AST) and alanine aminotransferase (ALT) have been reported in most patients treated with Yondelis. Grade 3 or 4 transaminase elevations occurred very commonly; grade 4 elevations occurred commonly. The median time to the occurrence of ALT or AST increase to grade 3 or 4 levels was 8 days. Elevated levels decreased to below grade 3 or 4 in about 8 days. Transaminase elevations were non-cumulative and decreased in magnitude and incidence with each subsequent cycle.

Yondelis must not be used in patients with elevated bilirubin at the time of initiation of cycle. Patients with increases in AST, ALT and alkaline phosphatase between cycles may necessitate dose reduction (see section 4.2). 

Others 
Caution should be taken if medicinal products associated with hepatotoxicity are administered concomitantly with trabectedin, since the risk of hepatotoxicity may be increased. 

The concomitant use of trabectedin with alcohol must be avoided .
Concomitant use of trabectedin with phenytoin may reduce phenytoin absorption leading to an exacerbation of convulsions. Combination of trabectedin with phenytoin or live attenuated vaccines is not recommended and with yellow fever vaccine is specifically contraindicated (see section 4.3).
Men  who are fertile and women of childbearing potential must use effective contraception during treatment and 3 months thereafter for women and immediately inform the treating physician if a pregnancy occurs, and 5 months after treatment for men (see section 4.6). 
	Hepatic impairment 

Patients must meet specific criteria on hepatic function parameters to start treatment with Yondelis. Since systemic exposure to trabectedin may be increased due to hepatic impairment and therefore the risk of hepatotoxicity might be increased, patients with clinically relevant liver diseases, such as active chronic hepatitis, should be closely monitored and the dose adjusted if needed. Patients with elevated bilirubin at the time of initiation of a new treatment cycle must not be treated with trabectedin (see section 4.2 Dosage and administration). 

Renal impairment 
Creatinine clearance must be monitored prior to and during treatment. Trabectedin as a single agent must not be used in patients with creatinine clearance < 30 ml/min (see section 4.2 Dosage and Administration). 

Neutropenia, and thrombocytopenia and leucopenia
Grades 3 or 4 neutropenia and thrombocytopenia associated with Yondelis therapy have been very commonly reported. Neutrophil nadirs occurred at a median of 15 days and recovered within a week.  A full blood cell count including differential and platelet count must be performed at baseline, weekly for the first two cycles and then once between cycles (see section 4.2 Dosage and Administration). Patients who develop fever should promptly seek medical attention. If this occurs, active supportive therapy should be started immediately.
Yondelis should not be administered to patients with baseline neutrophil counts of less than 1,500 cells/mm3 and platelets count of less than 100,000 cells/mm3. If severe neutropenia (ANC < 500 cells/mm3) lasting more than 5 days or associated with fever or infection occurs, dose reduction is recommended (see Dosage and Administration section 4.2). 

Nausea and vomiting 
Grade 3 or 4 vomiting and nausea were reported commonly. All patients must be premedicated with corticosteroids such as dexamethasone. Additional anti‑emetics may be administered as needed (see Dosage and Administration and Interactions section 4.2).

Rhabdomyolysis and severe CPK elevations (> 5 x ULN) 
Trabectedin must not be used in patients with CPK > 2.5 x ULN (see section 4.2 Dosage and Administration). Rhabdomyolysis has been uncommonly reported and severe CPK elevations were observed in 4% of patients, usually in association with myelotoxicity, severe liver function test abnormalities and/or renal failure. Therefore, CPK should be closely monitored whenever a patient may be experiencing any of these toxicities or muscle weakness or muscle pain. If rhabdomyolysis occurs, supportive measures such as parenteral hydration, urine alkalinisation and dialysis should be promptly established, as indicated. Treatment with Yondelis should be discontinued until the patient fully recovers. 

Caution should be taken if medicinal products associated with rhabdomyolysis (e.g. statins), are administered concomitantly with trabectedin, since the risk of rhabdomyolysis may be increased.

Liver Function Test (LFT) abnormalities 
Reversible acute increases in aspartate aminotransferase (AST) and alanine aminotransferase (ALT) have been reported in most patients treated with Yondelis. Grade 3 or 4 transaminase elevations occurred very commonly; grade 4 transaminase elevations occurred commonly. The median time to the occurrence of ALT or AST increase to grade 3 or 4 levels was 8 days. Elevated levels decreased to below grade 3 or 4 in about 8 days. Transaminase elevations were non-cumulative and decreased in magnitude and incidence with each subsequent cycle.

Yondelis must not be used in patients with elevated bilirubin at the time of initiation of cycle. Patients with increases in AST, ALT and alkaline phosphatase between cycles may necessitate dose reduction (see section 4.2 Dosage and Administration). 

Others 
Co administration of Yondelis with potent inhibitors of the enzyme CYP3A4 should be avoided (see Interactions). If this is not possible, close monitoring of toxicities are required and dose reduction of trabectedin should be considered.
Caution should be taken if medicinal products associated with hepatotoxicity are administered concomitantly with trabectedin, since the risk of hepatotoxicity may be increased. 

The concomitant use of trabectedin with alcohol must be avoided .
Concomitant use of trabectedin with phenytoin may reduce phenytoin absorption leading to an exacerbation of convulsions. Combination of trabectedin with phenytoin or live attenuated vaccines is not recommended and with yellow fever vaccine is specifically contraindicated (see section 4.3).
Men  who are fertile and women of childbearing potential must use effective contraception during treatment and 3 months thereafter for women and immediately inform the treating physician if a pregnancy occurs, and 5 months after treatment for men (see section 4.6).  Women of childbearing potential must use effective contraception during treatment and 3 months thereafter. Men who are fertile must use effective contraception during treatment and 5 months after treatment (see Pregnancy, Breast-feeding and Fertility).

Immediately inform the treating physician if a pregnancy occurs.

	Interactions with other medicinal products and other forms of interactions
	Effects of other substances on trabectedin 
Since trabectedin is metabolised mainly by CYP3A4, the concentrations of trabectedin in plasma are likely to be increased in patients who are co-administered drugs that potently inhibit the activity of this isoenzyme (e.g. oral ketoconazole, fluconazole, ritonavir, clarithromycin or aprepitant).If such combinations are needed, close monitoring of toxicities is required.

Results from the population pharmacokinetic analyses (n = 831 subjects) indicated that the plasma clearance of trabectedin was 19% higher in patients who received any concomitant dexamethasone administration relative to those who did not.  The co‑administration with potent inducers of CPY3A4  (e.g., rifampicin, phenorbarbital, Saint John’s Wort) may also further increase the metabolic clearance of trabectedin .

Alcohol consumption must be avoided during treatment with trabectedin due to the hepatotoxicity of the medicinal product (see section 4.4). 


	Effects of other substances on trabectedin 
Since trabectedin is metabolised mainly by CYP3A4, the concentrations of trabectedin in plasma are likely to be increased in patients who are co-administered drugs that potently inhibit the activity of this isoenzyme (e.g. oral ketoconazole, fluconazole, ritonavir, clarithromycin or aprepitant).If such combinations are needed, close monitoring of toxicities is required.
Results from the population pharmacokinetic analyses (n = 831 subjects) indicated that the plasma clearance of trabectedin was 19% higher in patients who received any concomitant dexamethasone administration relative to those who did not.  The co‑administration with potent inducers of CPY3A4  (e.g., rifampicin, phenorbarbital, Saint John’s Wort) may also further increase the metabolic clearance of trabectedin .

Since trabectedin is metabolized mainly by CYP3A4, the metabolic clearance of trabectedin is likely to be decreased in patients who are co-administered drugs that potently inhibit the activity of this isoenzyme. Similarly, the co‑administration of trabectedin with potent inducers of CYP3A4 may increase the metabolic clearance of trabectedin. 

Two drug-drug interaction Phase 1 studies have confirmed trends toward increased and decreased trabectedin exposures when administered with ketoconazole and rifampin, respectively.
In a drug-drug interaction study (n=8) with ketoconazole, a potent CYP3A4 inhibitor, systemic exposure of trabectedin was increased by approximately 21% (Cmax) and 66% (AUClast), when trabectedin was given concomitantly with ketoconazole (total daily dose of 400 mg). Close monitoring of toxicities is required in patients receiving trabectedin in combination with potent CYP3A4 inhibitors (e.g. oral ketoconazole, fluconazole, ritonavir, clarithromycin or aprepitant) and such combinations should be avoided if possible. If such combinations are needed, appropriate dose adjustments should be applied in the event of toxicities (see Dosage and Administration).

In a drug-drug interaction study (n=8) with rifampin, a potent CYP3A4 inducer, systemic exposure of trabectedin was decreased by approximately 22% (Cmax) and 31% (AUClast), when trabectedin was given concomitantly with rifampin (total daily dose of 600 mg). Therefore, the concomitant use of trabectedin with strong CYP3A4 inducers (e.g., rifampin, phenorbarbital, Saint John’s Wort) should be avoided if possible.
Alcohol consumption must be avoided during treatment with trabectedin due to the hepatotoxicity of the medicinal product (see section 4.4). 

	Pregnancy and lactation
	Pregnancy 
No sufficient clinical data on exposed pregnancies are available. However, based on its known mechanism of action, trabectedin may cause serious birth defects when administered during pregnancy. Trabectedin should not be used during pregnancy unless clearly necessary. If it is used during pregnancy, the patient must be informed of the potential risk to the fetus (see section 5.3) and be monitored carefully. If trabectedin is used at the end of pregnancy, potential adverse reactions should be monitored carefully in the newborns. 

Fertility

Men  who are fertile  and women of childbearing potential must use effective contraception during treatment and 3 months thereafter for women and immediately inform the treating physician if a pregnancy occurs (see section 5.3) and 5 months after treatment for men (see section 4.4).

Trabectedin can have genotoxic effects. Advice on conservation of sperm should be sought prior to treatment because of the possibility of irreversible infertility due to therapy with Yondelis.

If pregnancy occurs during treatment genetic counseling  should be considered. Genetic counseling is also recommended for patients wishing to have children after therapy. 
	Pregnancy 
No sufficient clinical data on exposed pregnancies are available. However, based on its known mechanism of action, trabectedin may cause serious birth defects when administered during pregnancy. Trabectedin should not be used during pregnancy unless clearly necessary. If it is used during pregnancy, the patient must be informed of the potential risk to the fetus (see section 5.3 Non-Clinical Information) and be monitored carefully. If trabectedin is used at the end of pregnancy, potential adverse reactions should be monitored carefully in the newborns. 

Women of childbearing potential must use effective contraception during treatment and 3 months thereafter. Men who are fertile must use effective contraception during treatment and 5 months after treatment (see Warnings and Precautions and Non-Clinical Information).

Immediately inform the treating physician if a pregnancy occurs.

If pregnancy occurs during treatment genetic counselling should be considered.
Fertility

Men  who are fertile  and women of childbearing potential must use effective contraception during treatment and 3 months thereafter for women and immediately inform the treating physician if a pregnancy occurs (see section 5.3) and 5 months after treatment for men (see section 4.4).
Trabectedin can have genotoxic effects. Advice on conservation of oocytes or  sperm should be sought prior to treatment because of the possibility of irreversible infertility due to therapy with Yondelis.

If pregnancy occurs during treatment genetic counseling  should be considered. Genetic counseling is also recommended for patients wishing to have children after therapy.

	Undesirable effects
	The following safety profile of YONDELIS is based on the evaluation in phase II clinical trials of 570 patients assigned to the recommended treatment regime in several cancer types including soft tissue sarcoma, breast cancer, osteosarcoma, ovarian cancer, GIST, melanoma and renal carcinoma. 

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, 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 with sepsis, hepatic dysfunction, renal or multiorgan failure and rhabdomyolysis.
_____
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Most frequent adverse reactions 

Blood and Lymphatic system disorders 

Neutropenia: Neutropenia occurred in 79% of patients. Grade 3 and 4 neutropenia occurred in 27% and 24% of patients respectively. Neutropenia followed a predictable pattern of rapid onset and reversibility, and was rarely associated with fever or infection. 

Thrombocytopenia: Grade 3 and 4 thrombocytopenia occurred in 18% and 3% of patients respectively.  Bleeding events associated to thrombocytopenia occurred in < 1% of patients.

Anaemia: Anaemia occurred in 97% of patients although 52% of patients were anemic at baseline   Grade 3 and 4 anemia occurred in 13 % and 4% of  patients respectively.

Hepatobiliary disorders 
AST/ALT increases
Transient grade 3 increases of aspartate aminotransferase (AST) and alanine aminotransferase (ALT) were observed in 38% and 44% of the patients and grade 4 elevations in  3% and 7% of the patients, respectively. The median time to reach the peak values was 5 days for both AST and ALT.  Most of the values had decreased to grade 1 or resolved by day 14‑15 and less than 2% of cycles had recovery times longer than 25 days. ALT and AST increases did not follow a cumulative pattern but showed a tendency towards less severe elevations over time.

Hyperbilirubinemia: Grades 1 to 2 bilirubin increases were observed in 23% of the patients. Grade 3 hyperbilirubinemia occurred in 1% of patients. Bilirubin peaks approximately a week after onset and resolves approximately two weeks after onset.

Clinical manifestations of severe hepatic injury were uncommon with lower than 1% incidence of individual signs and symptoms including jaundice, hepatomegaly or liver pain. Mortality in the presence of hepatic injury occurred in less than 1% of patients.

Other adverse reactions 
Nausea, vomiting, diarrhoea and constipation: Nausea and vomiting were reported in 63% and 39% of patients respectively. Grade 3‑4 nausea and vomiting were reported in 6% and 7% of patients, respectively. Grade 3‑4 diarrhoea and constipation were reported in less than 1% of patients. 

Stomatitis: Grade 3‑4 mucositis was reported in less than 1% of the patients.
Fatigue/Asthenia: Grade 3‑4 fatigue/asthenia occurred in 9% and less than 1% of patients respectively.

Anorexia: Grade 3‑4 anorexia occurred in 1% of the patients.

CPK elevations and rhabdomyolysis: CPK elevations of any grade were observed in 26% of patients. Grade 3 or 4 increases of CPK were observed in 4% of patients. CPK increases in association with rhabdomyolysis were reported in less than 1% of patients. 
	Throughout this section, adverse reactions are presented. Adverse reactions are adverse events that were considered to be reasonably associated with the use of trabectedin based on the comprehensive assessment of the available adverse event information. A causal relationship with trabectedin cannot be reliably established in individual cases. Further, because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect the rates observed in clinical practice.
The following safety profile of YONDELIS is based on the evaluation in phase II clinical trials of 570 604 patients assigned to the recommended treatment regime in several cancer types including soft tissue sarcoma, breast cancer, osteosarcoma, ovarian cancer, GIST, melanoma and renal carcinoma. 

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, increases in AST/ALT, anemia and thrombocytopenia. Fatal adverse reactions have occurred in 1.9% 2.2% of patients. They were often the result of a combination of events including pancytopenia, febrile neutropenia, some with sepsis, hepatic dysfunction, renal or multiorgan failure and rhabdomyolysis.
_____
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Most frequent adverse reactions 

Blood and Lymphatic system disorders 

Neutropenia: Neutropenia occurred in 79 80% of patients. Grade 3 and 4 neutropenia occurred in 27 26% and 24% of patients respectively. Neutropenia followed a predictable pattern of rapid onset and reversibility, and was rarely associated with fever or infection. 

Thrombocytopenia: Grade 3 and 4 thrombocytopenia occurred in 18 11% and 3% of patients respectively.  Bleeding events associated to thrombocytopenia occurred in < 1% of patients.

Anaemia: Anaemia occurred in 97 95% of patients although 52 53% of patients were anemic at baseline before treatment onset.  Grade 3 and 4 anemia occurred in 13 9% and 4 3% of  patients respectively.

Hepatobiliary disorders 
AST/ALT increases
Transient grade 3 and grade 4 increases of aspartate aminotransferase (AST) and alanine aminotransferase (ALT) were observed in 38 37% and 44% (grade 3) of the patients and grade 4 elevations in  and 3% and 7% (grade 4) of the patients, respectively. The median time to reach the peak values was 5 days for both AST and ALT.  Most of the values had decreased to grade 1 or resolved by day 14‑15 and less than 2% of cycles had recovery times longer than 25 days. ALT and AST increases did not follow a cumulative pattern but showed a tendency towards less severe elevations over time.

Hyperbilirubinemia: Grades 1 to 2 bilirubin increases were observed in 23% of the patients. Grade 3 hyperbilirubinemia occurred in 1% of patients. Bilirubin peaks approximately a week after onset and resolves approximately two weeks after onset.

Severe liver injury:
 Clinical manifestations Manifestations of severe hepatic liver injury were uncommon with an incidence of less than 1%. lower than 1% incidence of individual signs and symptoms including included jaundice, hepatomegaly or and liver pain. Mortality in the presence of hepatic injury occurred in less than 1% of patients.

Other adverse reactions 
Nausea, vomiting, diarrhoea and constipation: Nausea and vomiting were reported in 63 64% and 39 38% of patients respectively. Grade 3‑4 nausea and vomiting were reported in 6 8% and 7 9% of patients, respectively. Grade 3‑4 diarrhoea and constipation were reported in less than 1% of patients. 

Stomatitis: Grade 3‑4 mucositis was reported in less than 1 2% of the patients.
Fatigue/Asthenia: Grade 3‑4 fatigue/asthenia occurred in 9 11% and less than 1% of patients respectively.

Anorexia: Grade 3‑4 anorexia occurred in 1 2% of the patients.

CPK elevations and rhabdomyolysis: CPK elevations of any grade were observed in 26 27% of patients. Grade 3 or 4 increases of CPK were observed in 4% of patients. CPK increases in association with rhabdomyolysis were reported in less than 1% of patients. 


	Overdose
	There is limited data on the effects of trabectedin overdose. The major anticipated toxicities are gastrointestinal, bone marrow suppression and hepatic toxicity.

There is no specific antidote for trabectedin currently available. In the event of an overdose, patients should be closely monitored and symptomatic supportive care measures instituted as required. 
	Symptoms and signs
There is limited data on the effects of trabectedin overdose. The major anticipated toxicities are gastrointestinal, bone marrow suppression and hepatic toxicity.

Treatment 
There is no specific antidote for trabectedin currently available. In the event of an overdose, patients should be closely monitored and symptomatic supportive care measures instituted as required.

	Shelf life
	Unopened vials: 36 months. 

After reconstitution, chemical and physical stability has been demonstrated for 30 hours up to 25ºC. 
From a microbiological point of view, the reconstituted solution should be diluted and used immediately. If not diluted and used immediately, in-use storage times and conditions prior to use of the reconstituted product are the responsibility of the user and would normally not be longer than 24 hours at 2ºC to 8ºC, unless reconstitution has taken place in controlled and validated aseptic conditions. 

After dilution, chemical and physical stability has been demonstrated for 30 hours up to 25ºC. The total hold time between initial reconstitution and end of treatment should not be longer than 30 hours.
	See expiry date on the outer pack.

Unopened vials: 36 months. 

After reconstitution, chemical and physical stability has been demonstrated for 30 hours up to 25ºC. After dilution, chemical and physical stability has been demonstrated for 30 hours up to 25ºC. The total hold time between initial reconstitution and end of treatment should not be longer than 30 hours. 

From a microbiological point of view, the reconstituted solution should be diluted and used immediately. If not diluted and used immediately, in-use storage times and conditions prior to use of the reconstituted product are the responsibility of the user and would normally not be longer than 24 hours at 2ºC to 8ºC, unless reconstitution has taken place in controlled and validated aseptic conditions. 

After dilution, chemical and physical stability has been demonstrated for 30 hours up to 25ºC. The total hold time between initial reconstitution and end of treatment should not be longer than 30 hours.

	Nature and content of container
	Yondelis is supplied in a Type I colourless glass vial with a bromobutyl rubber stopper covered with an aluminium flip-off seal. 

Each vial contains 1 mg of trabectedin. 

Each outer carton contains one vial. 


	Yondelis is supplied in a Type I colourless glass vial with a bromobutyl rubber stopper covered with an aluminium flip-off seal. 

Each vial contains 1 mg of trabectedin. 

Each outer carton contains one vial. 



	Special precautions for disposal and other handling Instructions for use and handling and disposal
	Preparation for intravenous infusion 

Yondelis reconstitution and dilution of the reconstituted solution must be conducted under  aseptic conditions in a manner consistent with recommended safe procedures for handling cytotoxic compounds.

Each vial containing 1 mg of trabectedin is reconstituted with 20 ml of sterile water for injections.The solution obtained has a concentration of 0.05 mg/ml and is for single‑use only.
Instructions for reconstitution 

A syringe is used to inject 20 ml of sterile water for injections into the vial. Shake the vial until complete dissolution. The reconstituted solution results in a clear, colourless to brownish yellow solution, essentially free of visible particles. 

_____

Instructions for handling and disposal 

Yondelis is a cytotoxic anticancer medicinal product and, as with other potentially toxic compounds, caution should be exercised during handling. Procedures for proper handling and disposal of cytotoxic medicinal products must be followed. Yondelis should be handled and disposed of in a manner consistent with other anticancer drugs. 

Accidental contact with the skin, eyes or mucous membranes must be treated immediately with copious amounts of water. 

Any unused product or waste material should be disposed of in accordance with local requirements for cytotoxic medicinal products. 

No incompatibilities have been observed between Yondelis and type I glass bottles, polyvinylchloride (PVC) and polyethylene (PE) bags and tubing, polyisoprene reservoirs and titanium implantable vascular access systems. 
	Preparation for intravenous infusion 

Yondelis reconstitution and dilution of the reconstituted solution must be conducted under  aseptic conditions in a manner consistent with recommended safe procedures for handling cytotoxic compounds.

Instructions for reconstitution 

Each vial containing 1 mg of trabectedin is reconstituted with 20 ml of sterile water for injections.The solution obtained has a concentration of 0.05 mg/ml and is for single‑use only.
Instructions for reconstitution 

A syringe is used to inject 20 ml of sterile water for injections into the vial. Shake the vial until complete dissolution. The reconstituted solution results in a clear, colourless to brownish yellow solution, essentially free of visible particles. 

_____

Instructions for handling and disposal 

Yondelis is a cytotoxic anticancer medicinal product and, as with other potentially toxic compounds, caution should be exercised during handling. Procedures for proper handling and disposal of cytotoxic medicinal products must be followed. Yondelis should be handled and disposed of in a manner consistent with other anticancer drugs. Personnel should be trained in the correct techniques to reconstitute and dilute the medicinal product and should wear protective clothing including mask, goggles and gloves during the reconstitution and dilution. Pregnant staff must be excluded from working with this medicinal product.  

Accidental contact with the skin, eyes or mucous membranes must be treated immediately with copious amounts of water. 

Any unused product or waste material should be disposed of in accordance with local requirements for cytotoxic medicinal products. 

No incompatibilities have been observed between Yondelis and type I glass bottles vials, polyvinylchloride (PVC) and polyethylene (PE) bags and tubing, PE and polypropylene mixture bags, polyisoprene reservoirs and titanium or plastic resin implantable vascular access systems.


מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.  
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע שונה. יש לסמן רק תוכן מהותי ולא שינויים במיקום הטקסט.







