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

תאריך 08.2014
שם תכשיר באנגלית ומספר הרישום Prolia 60mg (146-25-33253)
שם בעל הרישום GlaxoSmithKline (ISRAEL) Ltd : 
טופס זה מיועד לפרוט ההחמרות בלבד !
בעלון לרופא
	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Special warnings and precautions for use

	Precautions for use

Hypocalcemia

Hypocalcaemia must be corrected by adequate intake of calcium and vitamin D before initiating therapy. Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving dialysis are at greater risk of developing hypocalcaemia. Clinical monitoring of calcium levels is recommended for patients predisposed to hypocalcaemia.

In the post-marketing setting, severe symptomatic hypocalcaemia has been reported (see section 4.8).
	Precautions for use
Hypocalcaemia
It is important to identify patients at risk for hypocalcaemia. Hypocalcaemia must be corrected by adequate intake of calcium and vitamin D before initiating therapy. Clinical monitoring of calcium levels is recommended before each dose and, in patients predisposed to hypocalcaemia within two weeks after the initial dose. If any patient presents with suspected symptoms of hypocalcaemia during treatment (see section 4.8 for symptoms) calcium levels should be measured. Patients should be encouraged to report symptoms indicative of hypocalcaemia.
In the post-marketing setting, severe symptomatic hypocalcaemia has been reported (see section 4.8), with most cases occurring in the first weeks of initiating therapy, but it can occur later.

	
	Osteonecrosis of the Jaw

…

There have been reports of ONJ in clinical studies in patients with advanced cancer treated with denosumab at the studied dose of 120 mg administered monthly. Known risk factors for ONJ include a diagnosis of cancer with bone lesions, concomitant therapies (e.g., chemotherapy, antiangiogenic biologics, corticosteroids, radiotherapy to head and neck), poor oral hygiene, dental extractions, and co-morbid disorders (e.g., pre-existing dental disease, anaemia, coagulopathy, infection) and previous treatment with bisphosphonates.

A dental examination with appropriate preventive dentistry should be considered prior to treatment with Prolia in patients with concomitant risk factors. While on treatment, these patients should avoid invasive dental procedures if possible. 

Good oral hygiene practices should be maintained during treatment with Prolia. For patients who develop ONJ while on Prolia therapy, dental surgery may exacerbate the condition. If ONJ occurs during treatment with Prolia, use clinical judgment and guide the management plan of each patient based on individual benefit/risk evaluation.


	Osteonecrosis of the Jaw (ONJ)

…

ONJ has been reported commonly in clinical studies in patients with advanced cancer treated with denosumab at the studied dose of 120 mg administered monthly. 

Known risk factors for ONJ include previous treatment with bisphosphonates, older age, poor oral hygiene, invasive dental procedures (e.g. tooth extractions, dental implants, oral surgery), and co‑morbid disorders (e.g. pre‑existing dental disease, anaemia, coagulopathy, infection), smoking, a diagnosis of cancer with bone lesions, concomitant therapies (e.g., chemotherapy, antiangiogenic biologics, corticosteroids, radiotherapy to head and neck
It is important to evaluate patients for risk factors for ONJ before starting treatment. A dental examination with appropriate preventive dentistry is recommended prior to treatment with Prolia in patients with concomitant risk factors. 

All patients should be encouraged to maintain good oral hygiene, receive routine dental check‑ups, and immediately report any oral symptoms such as dental mobility, pain or swelling during treatment with Prolia.
While on treatment, patients should avoid invasive dental procedures if possible.
For patients who develop ONJ while on Prolia therapy, dental surgery may exacerbate the condition. The management plan of the individual patients who develop ONJ should be set up in close collaboration between the treating physician and a dentist or oral surgeon with expertise in ONJ.  Temporary interruption of treatment should be considered until the condition resolves and contributing risk factors are mitigated where possible.

	
	-
	Renal impairment

Patients with severe renal impairment (creatinine clearance < 30 ml/min) or receiving dialysis are at greater risk of developing hypocalcaemia. The risks of developing hypocalcaemia and accompanying parathyroid hormone elevations increase with increasing degree of renal impairment. Adequate intake of calcium, vitamin D and regular monitoring of calcium is especially important in these patients, see above.

	Undesirable effects

Musculoskeletal and connective tissue disorders

	Pain in extremity
	common
	Pain in extremity
	common

	
	-
	-
	Musculoskeletal pain
	Very common

	
	Osteonecrosis of the jaw
	Rare 


	Osteonecrosis of the jaw
	Rare 



	
	Atypical femoral fractures
	Rare 


	Atypical femoral fractures
	Rare

	Undesirable effects
Description of selected adverse reactions


	Hypocalcaemia

In two phase III placebo-controlled clinical trials in postmenopausal women with osteoporosis, approximately 0.05% (2 out of 4,050) of patients had declines of serum calcium levels (less than 1.88 mmol/l) following Prolia administration. Declines of serum calcium levels (less than 1.88 mmol/l) were not reported in the two phase III placebo-controlled clinical trials in patients receiving hormone ablation.

In the post-marketing setting, rare cases of severe symptomatic hypocalcaemia have been reported in patients at increased risk of hypocalcaemia receiving Prolia.


	Hypocalcaemia

…

In the post-marketing setting, rare cases of severe symptomatic hypocalcaemia have been predominantly reported in patients at increased risk of hypocalcaemia receiving Prolia, with most cases occurring in the first weeks of initiating therapy. Examples of the clinical manifestations of severe symptomatic hypocalcaemia have included QT interval prolongation, tetany, seizures and altered mental status (see section 4.4). Symptoms of hypocalcaemia in denosumab clinical studies included paresthesias or muscle stiffness, twitching, spasms and muscle cramps.


	
	-
	Musculoskeletal pain

Musculoskeletal pain, including severe cases, has been reported in patients receiving Prolia in the post-marketing setting. In clinical trials, musculoskeletal pain was very common in both denosumab and placebo groups. Musculoskeletal pain leading to discontinuation of study treatment was uncommon.



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.
שינויים שאינם בגדר החמרות סומנו (בעלון) בצבע ירוק. 



