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	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Warnings
	
	Given the possibility of extravasation, it is advisable
  to closely monitor the infusion site for possible    
  infiltration during drug administration.                     
PACLIAVENIR SOLUTION FOR                               
    INJECTION should be administered as a      diluted infusion.  Patients receiving PACLIAVENIR SOLUTION FOR INJECTION should be pretreated with corticosteroids, antihistamines, and H2 antagonists (such as dexamethasone, diphenhydramine and cimetidine or ranitidine) to minimize hypersensitivity reactions (see dosage and administration).  Anaphylaxis, and severe hypersensitivity reactions characterized by dyspnea and hypotension requiring treatment, angioedema, and generalized urticaria have occurred in patients receiving paclitaxel. These reactions are probably histamine-mediated.  Literature reports indicate that rare fatal reactions have occurred in patients despite pre-treatment.  In case of a severe hypersensitivity reaction, PACLIAVENIR SOLUTION FOR INJECTIONinfusion should be discontinued immediately and the patient should not be rechallenged with the drug (see adverse reactions).
Patients should be observed closely during the initial cycles of treatment. Appropriate supportive therapies should be readily available in case of a severe hypersensitivity reaction.

PACLIAVENIR SOLUTION FOR INJECTION should not be administered to patients with baseline neutrophil counts of less than 1,500 cells/mm3.  Bone marrow suppression (primarily neutropenia) is dose and schedule dependent and is the dose-limiting toxicity within a regimen.  Neutrophil nadirs occurred at a median of 11 days.  Frequent monitoring of blood counts should be instituted during PACLIAVENIR SOLUTION FOR INJECTION treatment.  Patients should not be retreated with subsequent cycles of PACLIAVENIR SOLUTION FOR INJECTION until neutrophils recover to a level >1,500 cells/mm( and platelets recover to a level >100,000 cells/mm3 (see dosage and administration).
Paclitaxel should be given before a platinum compound when it is .given in combination with a platinum compound.

Severe cardiac conduction abnormalities have rarely been reported during paclitaxel therapy.  If patients develop significant conduction abnormalities during administration, appropriate therapy should be administered and continuous electrocardiographic monitoring should be performed during subsequent therapy with PACLIAVENIR SOLUTION FOR INJECTION (see adverse reactions).
Moderate to severe mucositis is uncommon with the recommended dose and schedule of paclitaxel. However, if treatment is to be continued in the event of moderate or severe reactions, the dose of paclitaxel should be reduced for subsequent courses of paclitaxel therapy. In KS patients, severe mucositis is rare. If severe reactions occur, the paclitaxel dose should be reduced by 25%.
                    

	Fertility, Pregnancy and Lactation
	
	Fertility

Male patients should seek advice regarding cryoconservation of sperm prior to treatment with paclitaxel because of the possibility of infertility.

	Precautions
	
	Gastrointestinal

Pseudomembranous colitis has been rarely reported including cases in patients who have not been concomitantly treated with antibiotics. This reaction should be considered in the differential diagnosis of cases of severe or persistent diarrhoea occurring during or shortly after treatment with paclitaxel.


	Adverse reactions
	
	In some cases, the onset of the injection site reaction either occurred during a prolonged infusion or was delayed by a week to 10 days. 

Infections and infestations:
Very common: infection (mainly urinary tract and upper respiratory tract infections including herpes simplex, oral candidiasis, pharyngitis, rhinitis), with reported cases of fatal outcome

Common: flu syndrome

Uncommon: severe infection, septic shock

Rare*: sepsis, pneumonia, peritonitis

Blood and the lymphatic system disorders:

Very common: myelosuppression, severe neutropenia, anaemia, thrombocytopenia, severe leucopenia, bleeding

Common: neutropenic fever

Uncommon: severe anaemia

Rare*: febrile neutropenia

Very rare*: acute myeloid leukaemia, myelodysplastic syndrome

Immune system disorders:

Very common: minor hypersensitivity reactions (mainly flushing and rash)

Uncommon: (delayed) hypersensitivity, significant hypersensitivity reactions requiring therapy (e.g., hypotension, angioneurotic oedema, respiratory distress, generalised urticaria, chills, back pain, chest pain, tachycardia, abdominal pain, pain in extremities, diaphoresis and hypertension)

Rare*: anaphylactic reactions

Very rare*: anaphylactic shock (including fatal hypersensitivity)

Metabolism and nutrition disorders:

Very common: anorexia

Uncommon: dehydration, weight gain, weight loss

Not known*: tumor lysis syndrome
Psychiatric disorders:

Very rare*: confusional state

Nervous system disorders:

Very common: neurotoxicity (mainly: peripheral neuropathy), paraesthesia, somnolence

Common: depression, severe neuropathy (mainly peripheral), dizziness, nervousness, insomnia, abnormal thinking, hypokinesia, abnormal gait, hypoaesthesia, taste perversion. headache

Rare*: motor neuropathy (with resultant minor distal weakness)

Very rare*: autonomic neuropathy (resulting in paralytic ileus and orthostatic hypotension), grand mal seizures, convulsions, acute encephalopathy, dizziness, ataxia, headache. 

Eye disorders:

Uncommon: dry eyes, amblyopia, visual field defect

Very rare*: optic nerve and/or visual disturbances (scintillating scotomata), particularly in patients who have received higher doses than recommended

Not known*: macular oedema, photopsia, vitreous floaters
Ear and labyrinth disorders:

Common: tinnitus
Very rare*: ototoxicity, sensorineuronal hearing loss, tinnitus, vertigo 

Cardiac disorders:

Common: bradycardia, tachycardia, palpitation, syncope

Uncommon: congestive heart failure, myocardial infarction, AV block and syncope,, cardiomyopathy, asymptomatic ventricular tachycardia, tachycardia with bigeminy, AV block and syncope, myocardial infarction
Rare: cardiac failure
Vary rare*: atrial fibrillation, supraventicular tachycardia.
Vascular disorders:

Very common: hypotension

Common: vasodilatation (flushing)

Uncommon: thrombosis, hypertension, thrombosis, thrombophlebitis

Very rare*: shock

Not known: phlebitis
Respiratory, thoracic and mediastinal disorders:

Common: dyspnoea, epistaxis

Rare*: pleural effusion, interstitial pneumonia, lung fibrosis, respiratory failure, pulmonary embolism, respiratory failure  lung fibrosis,interstitial pneumonia, dyspnoea, pleural effusion.

Very rare*: cough, pulmonary hypertension
Gastrointestinal disorders:

Very common: nausea, diarrhoea, vomiting, nausea, diarrhoea, mucosal inflammation, constipation, stomatitis, abdominal pain

Common: dry mouth, mouth ulceration, melaena, dyspepsia

Rare*: bowel obstruction, bowel perforation, ischemic colitis, acute pancreatitis
Very rare*: bowel obstruction, bowel perforation, ischemic colitis, mesenteric thrombosis, pseudomembranous colitis, neutropenic colitis,  necrotising enterocolitis, , ascites, oesophagitis, constipation acute pancreatitis
Hepato-biliary disorders:

Very rare*: hepatic necrosis, hepatic encephalopathy (both with reported cases of fatal outcome)

Skin and subcutaneous tissue disorders:

Very common: alopecia

Common: transient and mild nail and skin change, dry skin, exfoliative dermatitis, pruritus, rash acne. and mild nail changes.

Uncommon: changes in nail pigmentation or discoloration of nail bed

Rare*: pruritus, rash, erythema

Very rare*: Stevens-Johnson syndrome, exfoliative dermatitis, epidermal necrolysis, erythema multiforme, urticaria, onycholysis (patients on therapy should wear sun protection on hands and feet), folliculitis, 

Not known: scleroderma

Musculoskeletal, connective tissue and bone disorders:

Very common: arthralgia, myalgia

Common: bone pain, leg cramps, myasthenia, back pain

Not known: systemic lupus erythematosis
Renal and urinary disorders 

Common: dysuria 

General disorders and administration site conditions:

Very common: asthenia, pain, oedema including peripheral and face

Common: mild injection site reaction (including localised oedema, pain, erythema, induration, tenderness, skin discoloration or swelling, pain, on occasion extravasation, can result in cellulitis and skin fibrosis and skin necrosis ulceration) , malaise, chest pain, chills, pyrexia
Rare*: pyrexia, dehydration, asthenia, oedema, malaise
Investigations:

Common: severe elevation in transaminases AST (SGOT), severe elevation in alkaline phosphatase

Uncommon: severe elevation in bilirubin

Rare*: increase in blood creatinine
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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.
הועבר בדואר אלקטרוני בתאריך..............28.5.14.. 

