הודעהעלהחמרה  ( מידעבטיחות)  

תאריך:
20.02.2012
שם תכשיר באנגלית:Neulastim Pre-Filled Syringe 6mg/0.6ml

מספר רישום: 133.82.31303
שם בעל הרישום:רוש פרמצבטיקה (ישראל) בע"מ
ההחמרות בעלון מסומנות על רקע צהוב.
בעלוןלרופא
	פרטיםעלהשינוי/יםהמבוקש/ים


	פרקבעלון
	טקסטנוכחי

	טקסטחדש


	Special warnings and precautions for use

	N/A
The safety and efficacy of Neulastim have not been investigated in patients with acute leukemia and should not be used in such patients receiving myelosuppressive chemotherapy. 


	Limited clinical data suggest a comparable effect on time to recovery of severe neutropenia for pegfilgrastim to filgrastim in patients with de novo acute myeloid leukaemia (see section 5.1).  However, the long-term effects of Neulstim have not been established in acute myeloid leukaemia; therefore, it should be used with caution in this patient population.

Granulocyte-colony stimulating factor can promote growth of myeloid cells in vitro and similar effects may be seen on some non-myeloid cells in vitro
The safety and efficacy of Neulastim have not been investigated in patients with myelodysplastic syndrome, chronic myelogenous leukaemia, and in patients with secondary Acute Myeloid Leukaemia (AML); therefore, itshould not be used in such patients. Particular care should be taken to distinguish the diagnosis of blast transformation of chronic myeloid leukaemia from acute myeloid leukaemia.
The safety and efficacy of Neulastim administration in de novoAML patients aged ( 55 years with cytogeneticst(15;17) have not been established.

	Special warnings and precautions for use

	
	Uncommon (≥1/1000 to < 1/100) pulmonary adverse effects, in particular interstitial pneumonia, have been reported after G-CSF administration. Patients with a recent history of pulmonary infiltrates or pneumonia may be at higher risk (see section 4.8).


	
	There have been isolated cases of splenic rupture following administration of granulocyte-colony stimulating factors. A diagnosis of splenic rupture should be considered in patients reporting left upper abdominal pain or shoulder tip pain. 


	Uncommon (≥ 1/1000 to < 1/100) but generally asymptomatic cases of splenomegaly and uncommon (≥ 1/1000 to < 1/100) cases of splenic rupture, including some fatal cases, have been reported following administration of pegfilgrastim (see section 4.8). Therefore, spleen size should be carefully monitored (e.g. clinical examination, ultrasound).A diagnosis of splenic rupture should be considered in patients reporting left upper abdominal pain or shoulder tip pain.
Special care should be taken when administering single or combination chemotherapeutic agents which are known to cause severe thrombocytopenia.


	
	Publications have reported that high leucocyte counts are disadvantageous prognostic factors in patients with sickle-cell anaemia. Therefore, physicians should exercise caution when administering Neulastim in patients with sickle cell disease, should monitor appropriate clinical parameters and laboratory status and be attentive to the possible association of Neulastim with splenic enlargement and vaso[image: image1.png]


occlusive crisis.
	Sickle cell crises have been associated with the use of pegfilgrastim in patients with sicklecell disease.Therefore, physicians should exercise caution when administering Neulastim in patients with sickle cell disease, should monitor appropriate clinical parameters and laboratory status and be attentive to the possible association of Neulastim with splenic enlargement and vaso‑occlusive crisis.

	
	NA
	Consistent with the clinical effects of Neulastim and the potential for leukocytosis, a WBC count should be performed at regular intervals during therapy. If leukocyte counts exceed 50 x 109/l after the expected nadir, Neulastim should be discontinued immediately.
If a serious allergic reaction occurs, appropriate therapy should be administered, with close patient follow-up over several days.  Neulastim should be permanently discontinued in patients who experience a serious allergic reaction (see section 4.8).
Increased haematopoietic activity of the bone marrow in response to growth factor therapy has been associated with transient positive bone imaging findings. This should be considered when interpreting bone-imaging results.
Neulastim contains sorbitol.  Patients with rare hereditary problems of fructose intolerance should not take this medicine.

	Undesirable effects
	The most frequently reported study-drug related undesirable effect was bone pain Bone pain was generally of mild-to-moderate severity, transient and could be controlled in most patients with standard analgesics. 


	The most frequently reported adverse reactions were bone pain (very common [≥ 1/10]) and musculoskeletal pain (very common [≥ 1/10]).  Bone pain was generally of mild to moderate severity, transient and could be controlled in most patients with standard analgesics. 

	
	Allergic-type reactions, including anaphylaxis, skin rash, urticaria, angioedema, dyspnoea and hypotension, occurring on initial or subsequent treatment have been reported both with Neulastim and with the parent compound of Neulastim, filgrastim. In some cases, symptoms have recurred with rechallenge, suggesting a causal relationship. 


	Hypersensitivity-type reactions, including skin rash, urticaria, angioedema, dyspnoea, erythaema, flushing, and hypotension occurred on initial or subsequent treatment with Neulastim (uncommon [≥ 1/1000 to < 1/100]).  Serious allergic reactions, including anaphylaxis can occur in patients receiving Neulastim (uncommon [≥ 1/1000 to < 1/100]) (see section 4.4).
Splenomegaly, generally asymptomatic, is uncommon (≥ 1/1000 to < 1/100) (see section 4.4).  

Splenic rupture including some fatal cases is uncommonly (≥ 1/1000 to < 1/100) reported following administration of pegfilgrastim (see section 4.4).
Uncommon (≥ 1/1000 to < 1/100) pulmonary adverse effects including interstitial pneumonia, pulmonary oedema, pulmonary infiltrates and pulmonary fibrosis have been reported. Uncommonly (≥ 1/1000 to < 1/100), cases have resulted in respiratory failure or Adult Respiratory Distress Syndrome (ARDS), which may be fatal (see section 4.4).
Isolated cases of sickle cell crises have been reported in patients with sickle cell disease (uncommon [≥ 1/1000 to < 1/100] in sickle cell patients) (see section 4.4).



	Undesirable effects
	Body system
Undesirable effects
 
 
Very common
Musculo skeletal
Skeletal pain
 
Common
Application site
Injection site pain
Body as a whole
Chest pain (non-cardiac), pain
CNS/PNS
Headache
Musculo-skeletal
Arthralgia, myalgia, and back, limb, musculo-skeletal, and neck pain
Reversible, mild to moderate elevations in uric acid, alkaline phosphatase and lactate dehydrogenase, with no associated clinical effects, occurred in 7%, 10% and 20% respectively of patients receiving Neulastim following cytotoxic chemotherapy. Nausea was observed in healthy volunteers (11%) and < 1% of patients receiving chemotherapy.

	Uncommon (≥ 1/1000 to < 1/100)cases of Sweet’s syndrome have been reported, although in some cases underlying haematological malignancies may play a role.  
Uncommon (≥ 1/1000 to < 1/100)events of cutaneous vasculitis have been reported in patients treated with Neulastim. The mechanism of vasculitis in patients receiving Neulastim is unknown.
Injection site reactions, including injection site pain and injection site erythaema (common (≥ 1/100 to < 1/10)) have occurred on initial or subsequent treatment with Neulastim.
Uncommon (≥ 1/1000 to < 1/100) cases of leukocytosis (White Blood Count [WBC] > 100 x 109/l) have been reported (see section 4.4).
Reversible, mild to moderate elevations in uric acid and alkaline phosphatase, with no associated clinical effects, were uncommon (≥ 1/1000 to < 1/100); reversible, mild to moderate elevations in lactate dehydrogenase, with no associated clinical effects, wereuncommon (≥ 1/1000 to < 1/100) in patients receiving Neulastim following cytotoxic chemotherapy. 
Nausea and headaches were very commonly observed in patients receiving chemotherapy.
Uncommon (≥ 1/1000 to < 1/100)elevations in liver function tests (LFTs) for ALT (alanine aminotransferase) or AST (aspartate aminotransferase), have been observed in patients after receiving pegfilgrastim following cytotoxic chemotherapy. These elevations are transient and return to baseline.
Common (≥ 1/100 to < 1/10) cases of thrombocytopenia have been reported.
Paediatric Patients

A higher frequency of serious adverse events in younger children aged 0-5 years (92%) has been observed compared to older children aged 6-11 and 12-21 years respectively (80% and 67%) and adults. The most common adverse study medicinal product reaction was bone pain (see section 5.1 and 5.2).


עלוןלצרכן

	פרטיםעלהשינוי/יםהמבוקש/ים

	פרקבעלון
	טקסטנוכחי
	טקסטחדש

	2. לפני השימוש בתרופה
Xאין להשתמש בתכשיר אם:

	אל תשתמש בתרופה זו אם הינך סובל מהמחלות הבאות:
Chronic Myeloid Leukaemia (CML)
Myelodysplastic Syndromes (MDS)

	אל תשתמש בתרופה זו אם הינך סובל מהמחלות הבאות:
Secondary Acute Myeloid Leukaemia (AML)
Chronic Myeloid Leukaemia (CML)
Myelodysplastic Syndromes (MDS)

	! אזהרות מיוחדות הנוגעות בשימוש בתרופה


	N/A

	אםהינך סובל מלוקמיה מיאלואידית חריפה Acute Myeloid leukaemia))
אם נאמר לך שהינך רגיש לסוגים מסויימים של סוכרים, התייעץ עם הרופא לפני השימוש בניולסטים. ניולסטים מכיל סורביטול (סוג של סוכר).
יש לדווח לרופא אם במהלך הטיפול בניולסטים פיתחת סימנים כגון, שיעול, חום, קשיי נשימה, כאב בצד השמאלי העליון של הבטן או כאב בקצה הכתף.

	תופעות לוואי
	בנוסףלפעילותהרצויהשלהתרופה, בזמןהשימושבהעלולותלהופיעהשפעותלוואי. ההשפעההשכיחהביותרבטיפולעםניולסטיםהיאכאביעצמות, ניתןלהשתמשבמשככיכאביםלהקלהבכאביםאלו. תופעותלוואינוספותשנצפוהןעלייהבאנזימיכבד.
תופעותאלוחולפותבדרךכללתוךזמןקצרלאחרתקופתההסתגלותלתכשיר. 

תופעותלוואימיוחדות:

תסמיניםריאתייםכגון: שיעולחוםוקשיינשימה, הקשוריםעםהידרדרותבתפקודריאתי: הפסקטיפולוגשמידלרופא! 
כאביםחזקיםבבטןהעליונהאובקצההכתף  (נדיר) : גשלרופא
בכלמקרהשבוהינךמרגיש/התופעותלוואישלאצוינובעלוןזה, אואםחלשינויבהרגשתךהכלליתעליךלהתייעץעםהרופאמייד.

	תופעות לוואי שכיחות מאוד (מתרחשות ביותר מ- 10% מהמטופלים): 
כאב בעצמות וכאבים כללים במפרקים ובשרירים. הרופא ימליץ לך על טיפול להקלה בכאבים אלו. בחילות וכאבי ראש.
תופעת לוואי שכיחה (מתרחשת בפחות מ- 10% מהמטופלים):
כאב ואדמומיות באזור ההזרקה. 
תופעות לוואי לא שכיחות (מתרחשות בשכיחות של פחות מ- 1% אבל יותר מ- 0.1% מהמטופלים): 
· תגובות אלרגיות הכוללות אדמומיות והסמקה, פריחה בעור, ואזורים בולטים ומגרדים בעור. 

	
	
	· תגובות אלרגיות רציניות הכוללות אנפילקסיס (חולשה, ירידה בלחץ דם, קשיי נשימה,  נפיחות של הפנים). 
· הגדלת טחול.  קרע בטחול.מקרים אחדים של קרע בטחול הסתיימו במוות.
· חשוב שתפנה לרופא שלך מיד אם אתה חש כאב בצד השמאלי העליון של הבטן או כאב בכתף שמאל, מאחר ואלו עלולים להעיד על בעיה בטחול.
· אם הנך סובל משיעול, חום או קשיי נשימה, אנא פנה לרופא.
· ייתכנו שינויים בערכי מרכיבים שונים בדם, אשר יאובחנו בבדיקות דם שגרתיות.
    יתכן וספירת תאי דם לבנים שלך תהיה גבוהה לתקופה קצרה. יתכן וספירת הטסיות  
     שלך תהיה נמוכה, תופעה שעלולה לגרום לחבלות.
· סינדרום Sweet's (נגעים סגלגלים כואבים ובולטים באזור הגפיים ולפעמיים בפנים ובצוואר, המלווים בחום) נצפה אך עלול להיות לכך גורמים נוספים.
· דלקת בכלי הדם בעור (cutaneous vasculitis) ועלייה באנזימי כבד התרחשו במטופלים שקיבלו ניולסטים.



______________________
חתימת רוקחת ממונה
1

