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

 תאריך: 2.4.2014.
שם תכשיר באנגלית ומספר הרישום:
 [129-53-30791] Zomera 4mg/5ml concentrate for solution for infusion, 
שם בעל הרישום: Novartis Pharma Services AG.
טופס זה מיועד לפרוט ההחמרות בלבד !
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	6. Warnings and precautions
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	…

Hypocalcemia

Hypocalcemia has been reported in patients treated with Zomera. Cardiac arrhythmias and neurologic adverse events (seizures, tetany, and numbness) have been reported secondary to cases of severe hypocalcemia. In some instances, the hypocalcemia may be life-threatening.
…

	6. Warnings and precautions
	
	…
Caution is advised when Zometa is administered with other hypocalcaemia causing drugs, as they may have synergistic effect resulting in severe hypocalcaemia (see section 8 Interactions). Serum calcium should be measured and hypocalcaemia must be corrected before initiating Zometa therapy. Patients should be adequately supplemented with calcium and vitamin D.
…

	7. Adverse drug reactions


	….

Within three days after Zomera administration, an acute phase reaction has commonly been reported, with symptoms including pyrexia, fatigue, bone pain, chills, and influenza-like illness; these symptoms usually resolve within a few days (see subsection Description of selected adverse reaction). Cases of arthralgia and myalgia have commonly been reported.

….
	….

Within three days after Zomera administration, an acute phase reaction has commonly been reported, with symptoms including pyrexia, fatigue, bone pain, chills, influenza-like illness, arthritis with subsequent joint swelling; these symptoms usually resolve within a few days (see subsection Description of selected adverse reaction). Cases of arthralgia and myalgia have commonly been reported.
….
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Adverse drug reactions
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	7. Adverse drug reactions


	…

Adverse drug reactions from spontaneous reports and literature cases (frequency not known)

…

Eye disorders: uveitis, episcleritis, scleritis and orbital inflammation.
…

Respiratory, thoracic and mediastinal disorders: bronchospasm, interstitial lung disease (ILD).
…
	…

Adverse drug reactions from spontaneous reports and literature cases (frequency not known)

…

Eye disorders:, , scleritis and orbital inflammation.

…

Respiratory, thoracic and mediastinal disorders: bronchospasm, 
…

	7. Adverse drug reactions


	….

Acute phase reaction

This adverse drug reaction consists of a constellation of symptoms that includes pyrexia, fatigue, bone pain, chills, and influenza-like illness. The onset time is ≤ 3 days post-Zomera infusion, and the reaction is also referred to using the terms “flu-like” or “post-dose” symptoms; these symptoms usually resolve within a few days.
	….

Acute phase reaction

This adverse drug reaction consists of a constellation of symptoms that includes pyrexia, fatigue, bone pain, chills, influenza-like illness, arthritis with subsequent joint swelling. The onset time is ≤ 3 days post-Zomera infusion, and the reaction is also referred to using the terms “flu-like” or “post-dose” symptoms; these symptoms usually resolve within a few days.
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	…
	...

Atrial fibrillation
In one 3 year, randomized, double-blind controlled trial that evaluated the efficacy and safety of zoledronic acid 5 mg once yearly vs placebo in the treatment of postmenopausal osteoporosis (PMO), the overall incidence of atrial fibrillation was 2.5% (96 out of 3,862) and 1.9% (75 out of 3,852) in patients receiving zoledronic acid 5 mg and placebo, respectively. The rate of atrial fibrillation serious adverse events was 1.3% (51 out of 3,862) and 0.6% (22 out of 3,852) in patients receiving zoledronic acid 5 mg and placebo, respectively. The imbalance observed in this trial has not been observed in other trials with zoledronic acid, including those with Zometa (zoledronic acid) 4 mg every 3 to 4 weeks in oncology patients. The mechanism behind the increased incidence of atrial fibrillation in this single clinical trial is unknown.
...

	8. Interactions 


	…

Anticipated interactions to be considered

Caution is advised when bisphosphonates like Zomera are administered with aminoglycosides and loop diuretics, since both agents may have an additive effect, resulting in a lower serum calcium level for longer periods than required. 

Caution is indicated when Zomera is used with other potentially nephrotoxic drugs. 

Caution is advised when Zomera is administered with anti-angiogenic drugs as cases of ONJ have been observed in patients treated concomitantly with these drugs.

…


	…

Anticipated interactions to be considered

Caution is advised when bisphosphonates like Zomera are administered with aminoglycosides or calcitonin or loop diuretics, since these agents may have an additive effect, resulting in a lower serum calcium level for longer periods than required (see section 6 Warnings and precautions). 

Caution is indicated when Zomera is used with other potentially nephrotoxic drugs (see section 7 Adverse drug reactions). 

Observed interactions to be considered

Caution is advised when Zomera is administered with anti-angiogenic drugs as an increase in incidence of ONJ have been observed in patients treated concomitantly with these drugs.

…

	9. Pregnancy and breast-feeding
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Pregnancy and breast-feeding

Pregnancy

In animal reproduction studies zoledronic acid was administered subcutaneously to rats and rabbits. It was found to be teratogenic at doses (0.2 mg/kg bodyweight in rats. In rabbits, there was no teratogenicity or foeto-toxicity but maternotoxicity was found. Zomera should not be used during pregnancy (see section 5 Contraindications).

Breast-feeding

It is not known whether zoledronic acid is excreted into human milk. Zomera should not be used by breast-feeding women (see section 5 Contraindications).

…
	9. Women of child-bearing potential, pregnancy,breast-feeding and fertility
Women of child-bearing potential

Women of child-bearing potential should be advised to avoid becoming pregnant and advised of the potential hazard to the fetus while receiving Zometa. There may be a risk of fetal harm (e.g. skeletal and other abnormalities) if a woman becomes pregnant (see section 5, contraindication) while receiving bisphosphonate therapy. The impact of variables such as time between cessation of bisphosphonate therapy to conception, the particular bisphosphonate used, and the route of administration on this risk has not been established. 

Pregnancy

Studies in rats have shown reproductive toxicological effects (see section 13 Non-clinical safety data). The potential risk in humans is unknown. Zomera should not be used during pregnancy (see section 5 Contraindications).

Breast-feeding

It is not known whether zoledronic acid is excreted into human milk. Zomera should not be used by breast-feeding women (see section 5 Contraindications).
Fertility
The fertility was decreased in rats dosed subcutaneously with 0.1 mg/kg/day of zoledronic acid. There are no data available in humans.
…


נספח 1
Table 7-1
Adverse drug reactions
	Blood and lymphatic system disorders

	
	Common:
	Anemia.

	
	Uncommon:
	Thrombocytopenia, leucopenia.

	
	Rare:
	Pancytopenia.

	Immune system disorders

Uncommon:

Hypersensitivity reaction.

Rare:

Angioedema.



	Nervous system disorders

	
	Common:
	Headache, paresthesia.

	
	Uncommon:
	Dizziness, taste disturbance, hypoesthesia, hyperesthesia, tremor.

	Psychiatric disorders

	
	Common:
	Sleep disorder.

	
	Uncommon:
	Anxiety.

	
	Rare:
	Confusion.

	Eye disorders

	
	Common:
	Conjunctivitis.

	
	Uncommon:

Very rare: 
	Blurred vision.

Uveitis, episcleritis

	Gastrointestinal disorders

	
	Common:
	Nausea, vomiting, anorexia, constipation.

	
	Uncommon:
	Diarrhea, abdominal pain, dyspepsia, stomatitis, dry mouth.

	Respiratory, thoracic and mediastinal disorders:

	
	Uncommon:
	Dyspnea, cough.

	Skin and subcutaneous tissue disorders

	
	Common:
	Hyperhidrosis.

	
	Uncommon:
	Pruritus, rash (including erythematous and macular rash)

	Musculoskeletal and connective tissue disorders

	
	Common:
	Bone pain*, myalgia*, arthralgia*, generalized pain, joint stiffness.

	
	Uncommon:
	Osteonecrosis of the jaw, muscle cramps*.

	Cardiac disorders

	
	Rare:
	Bradycardia.

	Vascular disorders

	
	Common:
	Hypertension.

	
	Uncommon:
	Hypotension.

	Renal and urinary disorders

	
	Common:
	Renal impairment.

	
	Uncommon:
	Acute renal failure, hematuria, proteinuria.

	General disorders and administration site conditions

	
	Common:
	Acute phase reaction, pyrexia, influenza-like illness (including: fatigue, chills, malaise and flushing), peripheral edema, asthenia.

	
	Uncommon:
	Injection site reactions (including: pain, irritation, swelling, induration, redness), chest pain, weight increase.

	Investigations

	
	Very common:
	Hypophosphatemia.

	
	Common:
	Blood creatinine and blood urea increased, hypocalcemia.

	
	Uncommon:
	Hypomagnesemia, hypokalemia.

	
	Rare:
	Hyperkalemia, hypernatremia.


נספח 2
Table 7-1
Adverse drug reactions
	Blood and lymphatic system disorders

	
	Common:
	Anaemia.

	
	Uncommon:
	Thrombocytopenia, leukopenia.

	
	Rare:
	Pancytopenia.

	Immune system disorders

Uncommon:

Hypersensitivity reaction.

Rare:

Angioedema.



	Nervous system disorders

	
	Common:
	Headache, paraesthesia.

	
	Uncommon:
	Dizziness, Dysgeusia, hypoaesthesia, hyperaesthesia, tremor.

	
	Very rare:
	Convulsion, Hypoesthesia and tetany (secondary to hypocalcaemia)

	Psychiatric disorders

	
	Common:
	Sleep disorder.

	
	Uncommon:
	Anxiety.

	
	Rare:
	Confusional state.

	Eye disorders

	
	Common:
	Conjunctivitis.

	
	Uncommon:

Rare:
Very rare:
	Blurred vision.
Uveitis
, episcleritis

	Gastrointestinal disorders

	
	Common:
	Nausea, vomiting, decreased appetite, constipation.

	
	Uncommon:
	Diarrhoea, abdominal pain, dyspepsia, stomatitis, dry mouth.

	Respiratory, thoracic and mediastinal disorders:

	
	Uncommon:
Rare:
	Dyspnoea, cough.
Interstitial lung disease (ILD).

	Skin and subcutaneous tissue disorders

	
	Common:
	Hyperhidrosis.

	
	Uncommon:
	Pruritus, rash (including erythematous and macular rash)

	Musculoskeletal and connective tissue disorders

	
	Common:
	Bone pain, myalgia, arthralgia, generalized body pain, joint stiffness.

	
	Uncommon:
	Osteonecrosis of jaw (ONJ), muscle spasms*.

	Cardiac disorders

	
	Rare:
	Bradycardia, Cardiac arrhythmia (secondary to hypocalcaemia).

	Vascular disorders

	
	Common:
	Hypertension.

	
	Uncommon:
	Hypotension.

	Renal and urinary disorders

	
	Common:
	Renal impairment.

	
	Uncommon:
	Acute renal failure, haematuria, proteinuria.

	General disorders and administration site conditions

	
	Common:
	Acute phase reaction, pyrexia, influenza-like illness (including: fatigue, chills, malaise and flushing), peripheral oedema, asthenia.

	
	Uncommon:
	Injection site reactions (including: pain, irritation, swelling, induration, redness), chest pain, weight increased.

	
	Rare:
	Arthritis and joint swelling as a symptom of Acute phase reaction.

	Investigations

	
	Very common:
	Hypophosphataemia.

	
	Common:
	Blood creatinine and blood urea increased, hypocalcaemia.

	
	Uncommon:
	Hypomagnesaemia, hypokalaemia.

	
	Rare:
	Hyperkalaemia, hypernatraemia.


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................ 
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