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שם בעל הרישום Eli Lilly Israel Ltd. 
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Posology, dosage  & administration
	4.2 Posology and method of administration

Patients with renal or hepatic impairment

Gemcitabine should be used with caution in patients with hepatic or renal insufficiency as there is insufficient information from clinical studies to allow for clear dose recommendations for these patient populations (see sections 4.4 and 5.2). 


	4.2 Posology and method of administration

Patients with renal or hepatic impairment

Gemcitabine should be used with caution in patients with hepatic or renal impairment as there is insufficient information from clinical studies to allow for clear dose recommendations for these patient populations (see sections 4.4 and 5.2). 



	Special Warnings and Special Precautions for Use
	4.4 Special warnings and precautions for use

Hepatic insufficiency
...Administration of gemcitabine in patients with concurrent liver metastases or a pre-existing medical history of hepatitis, alcoholism or liver cirrhosis may lead to exacerbation of the underlying hepatic insufficiency. 

תוספת
Renal

Clinical findings consistent with the haemolytic uraemic syndrome (HUS) were rarely reported in patients receiving gemcitabine (see section 4.8). Gemcitabine should be discontinued at the first signs of any evidence of microangiopathic haemolytic anaemia, such as rapidly falling haemoglobin with concomitant thrombocytopenia, elevation of serum bilirubin, serum creatinine, blood urea nitrogen, or LDH. Renal failure may not be reversible with discontinuation of therapy and dialysis may be required. 


	4.4 Special warnings and precautions for use

Hepatic and renal impairment
…Administration of gemcitabine in patients with concurrent liver metastases or a pre-existing medical history of hepatitis, alcoholism or liver cirrhosis may lead to exacerbation of the underlying hepatic impairment.

Capillary leak syndrome

Capillary leak syndrome has been reported in patients receiving gemcitabine as single agent or in combination with other chemotherapeutic agents. The condition is usually treatable if recognised early and managed appropriately, but fatal cases have been reported. The condition involves systemic capillary hyperpermeability during which fluid and proteins from the intravascular space leak into the interstitium. The clinical features include generalised oedema, weight gain, hypoalbuminaemia, severe hypotension, acute renal impairment and pulmonary oedema.  Gemcitabine should be discontinued and supportive measures implemented if capillary leak syndrome develops during therapy. Capillary leak syndrome can occur in later cycles and has been associated in the literature with adult respiratory distress syndrome.
Renal
Haemolytic uraemic syndrome
Clinical findings consistent with the haemolytic uraemic syndrome (HUS) were rarely reported in patients receiving gemcitabine (see section 4.8). HUS is a potentially life-threatening disorder. Gemcitabine should be discontinued at the first signs of any evidence of microangiopathic haemolytic anaemia, such as rapidly falling haemoglobin with concomitant thrombocytopenia, elevation of serum bilirubin, serum creatinine, blood urea nitrogen, or LDH. Renal failure may not be reversible with discontinuation of therapy and dialysis may be required. 



	Adverse events
	תוספת
	Added AE that were at the ‘post marketing’ section and had an unknown frequency to the ‘undesirable effects’ table with known frequency (see table below)


	Nervous system disorders
	Common 

· Headache

· Insomnia

· Somnolence
Uncommon

· Cerebrovascular accident

	Cardiac disorders
	Uncommon

· Arrhythmias, predominantly supraventricular in nature

·   Heart failure

Rare 

· Myocardial infarct 

	Vascular disorders
	Rare 
· Clinical signs of peripheral vasculitis
 and gangrene

· Hypotension
Very rare

· Capillary leak syndrome (see section
 4.4)

	Respiratory, thoracic and mediastinal disorders
	Very Common 

· Dyspnoea – usually mild and passes rapidly without treatment

Common 

· Cough 

· Rhinitis

Uncommon

· Interstitial pneumonitis (see section 4.4) 

· Bronchospasm – usually mild and transient but may require parenteral treatment.
Rare

·    Pulmonary oedema

· Adult respiratory distress syndrome 
(see section 4.4.)

	Gastro-intestinal disorders
	Very Common

· Vomiting

· Nausea

Common

· Diarrhoea 

· Stomatitis and ulceration of the mouth

· Constipation 
Very rare

· Ischaemic colitis

	Hepato-biliary disorders
	Very Common

· Elevation of liver transaminases (AST and ALT) and alkaline phosphatase

Common

· Increased bilirubin
Uncommon

·    Serious hepatotoxicity, including
 liver failure and death
Rare

· Increased gamma-glutamyl transferase (GGT)

	Skin and subcutaneous tissue disorders
	Very Common

· Allergic skin rash frequently associated with pruritus
· Alopecia

Common 

· Itching

· Sweating

Rare
· Severe skin reactions, including desquamation and bullous skin eruptions

· Ulceration

· Vesicle and sore formation

· Scaling

Very Rare  
· Toxic epidermal necrolysis

· Stevens-Johnson Syndrome  

	Musculoskeletal and connective tissue disorders
	Common 

· Back pain

· Myalgia

	Renal and urinary disorders
	Very Common

· Haematuria 

· Mild proteinuria
Uncommon

· Renal failure (see section 4.4)

· Haemolytic uraemic syndrome
           (see section 4.4)


	General disorders and administration site conditions
	Very Common

· Influenza-like symptoms - the most common symptoms are fever, headache, chills, myalgia, asthenia and anorexia. Cough, rhinitis, malaise, perspiration and sleeping difficulties have also been reported. 

· Oedema/peripheral oedema - including facial oedema.  Oedema is usually reversible after stopping treatment.

Common

· Fever

· Asthenia

· Chills

Rare 

· Injection site reactions - mainly mild in nature.

	Injury, poisoning, and procedural complications
	Rare 
· Radiation toxicity (see section 4.5).
· Radiation recall


מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב. 
טקסט אשר נמחק מסומן עם קו חוצה בצבע אדום.
טקסט שהתווסף מסומן בצבע כחול.
הועבר בדואר אלקטרוני בתאריך 29/08/2013
