הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא 
(מעודכן 05.2013) 

תאריך __17.10.2013_

שם תכשיר באנגלית ומספר הרישום Velcade 3.5mg, 131-60-31039_
שם בעל הרישום __J-C Health Care Ltd._____
טופס זה מיועד לפרוט ההחמרות בלבד !

ההחמרות מסומנות על רקע צהוב
	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Indication
	
	

	contraindications
	
	VELCADE is contraindicated in acute diffuse infiltrative pulmonary and pericardial disease.

When VELCADE is given in combination with other medicinal products, refer to their Physician insert for additional contraindications


	Posology, dosage  & administration
	The SC administration is approved by the Israeli MOH for the Multiple Myeloma (MM ) indication only.


	The SC administration is approved by the Israeli MOH for the Multiple Myeloma (MM ) indication only.


	Special Warnings and Special Precautions for Use
	The SC administration is approved by the Israeli MOH for the Multiple Myeloma (MM ) indication only.

5.3Cardiac Toxicity 
Acute development or exacerbation of congestive heart failure and new onset of decreased left

ventricular ejection fraction have occurred during VELCADE therapy, including reports in patients with no risk factors for decreased left ventricular ejection fraction. Fluid retention may be a predisposing factor for signs and symptoms of heart failure. Patients with risk factors for, or existing heart disease should be closely monitored.

5.4 Pulmonary Toxicity 

There have been reports of acute diffuse infiltrative pulmonary disease of unknown etiology 

such as pneumonitis, interstitial pneumonia, lung  and Acute Respiratory Distress

Syndrome (ARDS) in patients receiving VELCADE. Some of these events have been fatal. 
In a clinical trial, the first two patients given high-dose cytarabine (2g/m2 per day) by continuous

infusion with daunorubicin and VELCADE for relapsed acute myelogenous leukemia died of

ARDS early in the course of therapy.
	The SC administration is approved by the Israeli MOH for the Multiple Myeloma (MM ) indication only.
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5.3Cardiac Toxicity 
Acute development or exacerbation of congestive heart failure and new onset of decreased left

ventricular ejection fraction have occurred during VELCADE therapy, including reports in patients with no risk factors for decreased left ventricular ejection fraction. Fluid retention may be a predisposing factor for signs and symptoms of heart failure. Patients with risk factors for, or existing heart disease should be closely monitored.

5.4 Pulmonary Toxicity 

There have been reports of acute diffuse infiltrative pulmonary disease of unknown etiology 

such as pneumonitis, interstitial pneumonia, lung  and Acute Respiratory Distress

Syndrome (ARDS) in patients receiving VELCADE. Some of these events have been fatal. A pre-treatment chest radiograph is recommended to serve as a baseline for potential post-treatment pulmonary changes.
In a clinical trial, the first two patients given high-dose cytarabine (2g/m2 per day) by continuous

infusion with daunorubicin and VELCADE for relapsed acute myelogenous leukemia died of

ARDS early in the course of therapy., and the study was terminated. Therefore, this specific regimen with concomitant administration with high-dose cytarabine (2 g/m2 per day) by continuous infusion over 24 hours is not recommended.
5.12 Herpes zoster virus reactivation

Antiviral prophylaxis should be considered in patients being treated with VELCADE. In the Phase III

study in patients with previously untreated multiple myeloma, the overall incidence of herpes zoster

reactivation was more common in patients treated with VELCADE+Melphalan+Prednisone compared with Melphalan+Prednisone (14% versus 4% respectively).

5.13 Progressive multifocal leukoencephalopathy (PML)

Very rare cases with unknown causality of John Cunningham (JC) virus infection, resulting in PML

and death, have been reported in patients treated with VELCADE. Patients diagnosed with PML had

prior or concurrent immunosuppressive therapy. Most cases of PML were diagnosed within 12 months of their first dose of VELCADE. Patients should be monitored at regular intervals for any new or worsening neurological symptoms or signs that may be suggestive of PML as part of the differential diagnosis of CNS problems. If a diagnosis of PML is suspected, patients should be referred to a specialist in PML and appropriate diagnostic measures for PML should be initiated. Discontinue VELCADE if PML is diagnosed.

5.14 Seizures

Seizures have been uncommonly reported in patients without previous history of seizures or epilepsy.

Special care is required when treating patients with any risk factors for seizures.

5.15 Renal impairment

Renal complications are frequent in patients with multiple myeloma. Patients with renal impairment

should be monitored closely .

5.16 Concomitant medicinal products

Patients should be closely monitored when given bortezomib in combination with potent

CYP3A4-inhibitors. Caution should be exercised when bortezomib is combined with CYP3A4- or

CYP2C19 substrates .

Normal liver function should be confirmed and caution should be exercised in patients receiving oral

hypoglycemics .


5.17 Potentially immunocomplex-mediated reactions

Potentially immunocomplex-mediated reactions, such as serum-sickness-type reaction, polyarthritis

with rash and proliferative glomerulonephritis have been reported uncommonly. Bortezomib should be discontinued if serious reactions occur.


	Interaction with Other Medicaments and Other Forms of Interaction
	7.3 CYP3A4 inducers 
Co-administration of rifampin, a strong CYP3A4 inducer, is expected to decrease the exposure of bortezomib by at least 45%. Because the drug interaction study (n=6) was not designed to exert the maximum effect of rifampin on bortezomib PK, decreases greater than 45% may occur. 

Efficacy may be reduced when VELCADE is used in combination with strong CYP3A4 inducers; therefore, concomitant use of strong CYP3A4 inducers is not recommended in patients receiving VELCADE. 

St. John’s Wort (Hypericum perforatum) may decrease bortezomib exposure unpredictably and should be avoided.
7.4 Dexamethasone: Co-administration of dexamethasone, a weak CYP3A4 inducer, had no effect on the exposure of bortezomib in 7 patients.

7. 5 Melphalan-Prednisone: Co-administration of melphalan-prednisone increased the exposure of bortezomib  by 17% in 21 patients. However, this increase is unlikely to be clinically relevant.
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Co-administration of rifampin, a strong CYP3A4 inducer, is expected to decrease the exposure of bortezomib by at least 45%. Because the drug interaction study (n=6) was not designed to exert the maximum effect of rifampin on bortezomib PK, decreases greater than 45% may occur. 

Efficacy may be reduced when VELCADE is used in combination with strong CYP3A4 inducers; therefore, concomitant use of strong CYP3A4 inducers is not recommended in patients receiving VELCADE. (e.g., rifampicin, carbamazepine, phenytoin, phenobarbital).
St. John’s Wort (Hypericum perforatum) may decrease bortezomib exposure unpredictably and should be avoided.
7.4 Dexamethasone: Co-administration of dexamethasone, a weak CYP3A4 inducer, had no effect on the exposure of bortezomib in 7 patients.

7. 5 Melphalan-Prednisone: Co-administration of melphalan-prednisone increased the exposure of bortezomib  by 17% in 21 patients. However, this increase is unlikely to be clinically relevant.

During clinical trials, hypoglycemia and hyperglycemia were uncommonly and commonly reported in diabetic patients receiving oral hypoglycemics. Patients on oral antidiabetic agents receiving VELCADE treatment may require close monitoring of their blood glucose levels and adjustment of the dose of their antidiabetics..



	Fertility,   pregnancy and Lactation
	
	

	Adverse events
	10. OVERDOSAGE

There is no known specific antidote for VELCADE overdosage. In humans, fatal outcomes following the administration of    more than twice the recommended therapeutic dose have been reported, which were associated with the acute onset of symptomatic hypotension (5.2) and thrombocytopenia (5.7). In the event of an overdosage, the patient’s vital signs should be monitored and appropriate supportive care given
	10. OVERDOSAGE

There is no known specific antidote for VELCADE overdosage. In humans, fatal outcomes following the administration of    more than twice the recommended therapeutic dose have been reported, which were associated with the acute onset of symptomatic hypotension (5.2) and thrombocytopenia (5.7). In the event of an overdosage, the patient’s vital signs should be monitored and appropriate supportive care given to maintain blood pressure (such as fluids, pressors, and/or inotropic agents) and body temperature.



