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טופס זה מיועד לפרוט ההחמרות בלבד !

	פרטים על השינוי/ים המבוקש/ים

	פרק בעלון

	טקסט נוכחי
	טקסט חדש

	Special warnings and special precautions for use
	Current text:

In the case of severe neutropenia (<500 cells/mm3 for 7 days or more) during a course of docetaxel therapy, a reduction in dose for subsequent courses of therapy or the use of appropriate symptomatic measures are recommended (see section “Posology and method of administration”). 

In patients treated with docetaxel in combination with cisplatin and 5-fluorouracil (TCF), febrile neutropenia and neutropenic infection occurred at lower rates when patients received prophylactic G-CSF. Patients treated with TCF should receive prophylactic G-CSF to mitigate the risk of complicated neutropenia (febrile neutropenia, prolonged neutropenia or neutropenic infection). Patients receiving TCF should be closely monitored (see section “Posology and method of administration” and “Undesirable effects“).

Congestive heart failure: Patients should be monitored for symptoms of congestive heart failure during therapy and during the follow-up period.
	Change to the following text:

In the case of severe neutropenia (<500 cells/mm3 for 7 days or more) during a course of docetaxel therapy, a reduction in dose for subsequent courses of therapy or the use of appropriate symptomatic measures are recommended (see section “Posology and method of administration”). 

In patients treated with docetaxel in combination with cisplatin and 5-fluorouracil (TCF), and docetaxel in combination with doxorubicin and cyclophosphamide (TAC), febrile neutropenia and neutropenic infection occurred at lower rates when patients received prophylactic G-CSF. Patients treated with TCF and TAC (for breast cancer) should receive prophylactic G-CSF to mitigate the risk of complicated neutropenia (febrile neutropenia, prolonged neutropenia or neutropenic infection). Patients receiving TCF and TAC should be closely monitored (see section “Posology and method of administration” and “Undesirable effects“).

Congestive heart failure: Patients should be monitored for symptoms of congestive heart failure during therapy and during the follow-up period. In patients treated with the TAC regimen for node positive breast cancer, the risk of congestive heart failure has been shown to be higher during the first year of treatment.

	Interaction with other medicinal products and other forms of interaction
	Current text:

Docetaxel should be administered with caution in patients concomitantly receiving potent CYP3A4 inhibitors (e.g., protease inhibitors like ritonavir, azole antifungals like ketoconazole or itraconazole). A drug interaction study performed in patients receiving ketoconazole and docetaxel showed that the clearance of docetaxel was reduced by half by ketoconazole, probably because the metabolism of docetaxel involves CYP3A4 as a major (single) metabolic pathway. Reduced tolerance of docetaxel may occur, even at lower doses.
	Change to the following text:

Docetaxel should be administered with caution in patients concomitantly receiving potent CYP3A4 inhibitors (e.g., protease inhibitors like ritonavir, azole antifungals like ketoconazole or itraconazole and some macrolides like clarithromycin or telithromycin). A drug interaction study performed in patients receiving ketoconazole and docetaxel showed that the clearance of docetaxel was reduced by half by ketoconazole, probably because the metabolism of docetaxel involves CYP3A4 as a major (single) metabolic pathway. Reduced tolerance of docetaxel may occur, even at lower doses.

	Pregnancy and lactation
	Current text:

Pregnancy: There is no information on the use of docetaxel in pregnant women. In vivo studies have shown docetaxel to be both embryotoxic and foetotoxic in rabbits and rats (see section “Preclinical safety data”). As with other cytotoxic drugs, docetaxel may cause foetal harm when administered to pregnant women. Therefore, docetaxel should not be used during pregnancy unless the clinical condition of the woman requires treatment with docetaxel. 

Women of childbearing potential /contraception: Women of childbearing age receiving docetaxel should be advised to avoid becoming pregnant, and to inform the treating physician immediately should this occur. An effective method of contraception should be used during and up to 3 months after treatment.

Docetaxel can have genotoxic effects. Therefore, men being treated with docetaxel are advised not to father a child during and up to 6 months after treatment and to seek advice on conservation of sperm prior to treatment because of the possibility of irreversible infertility due to therapy with docetaxel.

Fertility: Adverse effects on the testis observed in rodent toxicity studies suggest that docetaxel may impair male fertility.
	Change to the following text:

Pregnancy: There is no information on the use of docetaxel in pregnant women. In vivo studies have shown docetaxel to be both embryotoxic and foetotoxic in rabbits and rats, and to reduced fertility in rats (see section “Preclinical safety data”). As with other cytotoxic drugs, docetaxel may cause foetal harm when administered to pregnant women. Therefore, docetaxel should not be used during pregnancy unless the clinical condition of the woman requires treatment with docetaxel. 

Women of childbearing potential /contraception: Women of childbearing age receiving docetaxel should be advised to avoid becoming pregnant, and to inform the treating physician immediately should this occur. An effective method of contraception should be used during and up to 3 months after treatment.

Docetaxel can have genotoxic effects. Therefore, men being treated with docetaxel are advised not to father a child during and up to 6 months after treatment and to seek advice on conservation of sperm prior to treatment because of the possibility of irreversible infertility due to therapy with docetaxel.
[This crossed-out paragraph is moved below to “Fertility”]

Fertility: Adverse effects on the testis observed in rodent toxicity studies suggest that docetaxel may impair male fertility.

Docetaxel can have genotoxic effects. Therefore, men being treated with docetaxel are advised not to father a child during and up to 6 months after treatment and to seek advice on conservation of sperm prior to treatment because of the possibility of irreversible infertility due to therapy with docetaxel.

	Undesirable effects
	Current text:

Respiratory, thoracic and mediastinal disorders: Acute respiratory distress syndrome, interstitial pneumonia and pulmonary fibrosis have rarely been reported. Rare cases of radiation pneumonitis have been reported in patients receiving concomitant radiotherapy.

Skin and subcutaneous tissue disorders: Very rare cases of cutaneous lupus erythematous and bullous eruptions such as erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis, have been reported with docetaxel. In some cases concomitant factors may have contributed to the development of these effects. Sclerodermal-like change usually preceded by peripheral lymphedema have been reported with docetaxel.

Neoplasms benign and malignant (including cysts and polyps): Very rare Cases of acute myeloid leukaemia and myelodysplastic syndrome have been reported in association with docetaxel when used in combination with other chemotherapy agents and/or radiotherapy. 

General disorders and administration site conditions: Radiation recall phenomena have rarely been reported. Fluid retention has not been accompanied by acute episodes of oliguria or hypotension. Dehydration and pulmonary oedema have rarely been reported.

	Change to the following text:

Respiratory, thoracic and mediastinal disorders: Acute respiratory distress syndrome, interstitial pneumonia and pulmonary fibrosis (sometimes fatal) and pulmonary oedema have rarely been reported. Rare cases of radiation pneumonitis have been reported in patients receiving concomitant radiotherapy.
Skin and subcutaneous tissue disorders: Very rare cases of cutaneous lupus erythematous and bullous eruptions such as erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis, have been reported with docetaxel. In some cases concomitant factors may have contributed to the development of these effects. Sclerodermal-like change usually preceded by peripheral lymphedema have been reported with docetaxel. Cases of persisting alopecia have been reported.

Neoplasms benign and malignant (including cysts and polyps): Very rare Cases of acute myeloid leukaemia and myelodysplastic syndrome have been reported in association with docetaxel when used in combination with other chemotherapy agents and/or radiotherapy. 

General disorders and administration site conditions: Radiation recall phenomena have rarely been reported. Fluid retention has not been accompanied by acute episodes of oliguria or hypotension. Dehydration and pulmonary oedema have rarely been reported.
Renal and urinary disorders: Renal insufficiency and renal failure have been reported (in about 20% of these cases there were no risk factors for acute renal failure such as concomitant nephrotoxic medicinal products and gastrointestinal disorders).

Metabolism and nutrition disorders: Dehydration has rarely been reported.

Injury, poisoning and procedural complications: Radiation recall, phenomena and radiation pneumonitis have been reported rarely in patients receiving concomitant radiotherapy.


	
	
	


