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שם תכשיר באנגלית ומספר הרישום  Herceptin vials 440 mg [113-91-29676-00]
שם בעל הרישום רוש פרמצבטיקה (ישראל) בע"מ
טופס זה מיועד לפרוט ההחמרות בלבד !
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	טקסט חדש

	4.4 Special warnings and precautions for use

	Because the half-life of trastuzumab is approximately 28 – 38 days trastuzumab Trastuzumab may persist in the circulation for up to 27 weeks after stopping Herceptin treatment. Patients who receive anthracyclines after stopping Herceptin may possibly be at increased risk of cardiac dysfunction. If possible, physicians should avoid anthracycline-based therapy for up to 27 weeks after stopping Herceptin.
	Trastuzumab may persist in the circulation for up to 7 months after stopping Herceptin treatment based on population pharmacokinetic analysis of all available data (see section 5.2). Patients who receive anthracyclines after stopping Herceptin may possibly be at increased risk of cardiac dysfunction. If possible, physicians should avoid anthracycline-based therapy for up to 7 months after stopping Herceptin.

	4.6 Fertility, pregnancy and lactation
	If a pregnant woman is treated with Herceptin, close monitoring by a multidisciplinary team is desirable.

	If a pregnant woman is treated with Herceptin or if a patient becomes pregnant while receiving Herceptin or within 7 months following the last dose of Herceptin, close monitoring by a multidisciplinary team is desirable.

	4.8 Undesirable effects
	
	Reporting of suspected adverse reactions

Any suspected adverse events should be reported to the Ministry of Health according to the National Regulation by using an online form (http://forms.gov.il/globaldata/getsequence/getsequence.aspx?formType=AdversEffectMedic@moh.health.gov.il ) or by email (adr@MOH.HEALTH.GOV.IL ).

	5.2 Pharmacokinetic properties
	
	The pharmacokinetics of trastuzumab were evaluated in a population pharmacokinetic model analysis using pooled data from 1,582 subjects, including patients with HER2 positive MBC, EBC, AGC or other tumor types, and healthy volunteers, in 18 Phase I, II and III trials receiving Herceptin IV. A two-compartment model with parallel linear and non-linear elimination from the central compartment described the trastuzumab concentration-time profile. Due to non-linear elimination, total clearance increased with decreasing concentration. Therefore, no constant value for half-life of trastuzumab can be deduced.

	5.2 Pharmacokinetic properties
	
	Trastuzumab washout

Trastuzumab washout period was assessed following q1w or q3w intravenous administration using the population PK model. The results of these simulations indicate that at least 95% of patients will reach concentrations that are <1 μg/mL (approximately 3% of the population predicted Cmin,ss, or about 97% washout) by 7 months.


