הודעה על החמרה  ( מידע בטיחות)  
 תאריך:       9.11.2011
שם תכשיר באנגלית:      CREON 10,000, CREON 25,000
מספרי רישום: 11975.29972,   10348.28837
שם בעל הרישום:  פריגו ישראל סוכנויות בע"מ
השינויים בעלון מסומנים ברקע צהוב
עלון לרופא
	 פרטים על השינוי/ים המבוקש/ים

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Posology and method of administration
	Colonic damage has been reported in patients with cystic fibrosis taking in excess of 10,000 units of lipase/kg/day.
	Colonic damage has been reported in patients with cystic fibrosis taking in excess of 10,000 units of lipase/kg/day.
(see enclosed expert statement: 2.4 Special warnings and precautions,

 p.8-9)

	Special Warnings and Precautions

	Oral medications should not be administered during the early stages of acute pancreatitis.
Appears in “Undesirable effects”

	Oral medications should not be administered during the early stages of acute pancreatitis. (see enclosed expert statement: 2.4 Special warnings and precautions, p. 8)
Strictures of the ileo-caecum and large bowel (fibrosing colonopathy) have been reported in patients with cystic fibrosis taking high  doses of  pancreatin preparations. Case control studies did not reveal evidence for an association between Creon and the appearance of fibrosing colonopathy. As a precaution, unusual abdominal symptoms or changes in abdominal symptoms should be medically assessed to exclude the possibility of fibrosing colonopathy, especially if the patient is taking in excess of 10,000 units of lipase/kg/day. (see enclosed expert statement: 2.4 Special warnings and precautions, p. 8-9)
As with all currently marketed porcine pancreatin products, Creon is sourced from pancreatic tissue from swine used for food consumption. Although the risk that Creon will transmit an infectious agent to humans has been reduced by the testing and inactivation of certain viruses during manufacturing, there is theoretical risk for transmission of viral disease, including diseases caused by novel or unidentified viruses. The presence of porcine viruses that might infect humans cannot be definitely excluded.

However, no cases of transmission of an infectious illness associated with the use of procine pancreatic extracts have been reported, whereas they have been used for a long time.
(See enclosed Position Paper)


	Pregnancy and lactation
	
	….If required during pregnancy and lactation Creon should be used in doses sufficient to provide adequate nutritional status.

	Undesirable effects

	In pooled data from clinical trials, the overall incidence of adverse reactions reported with pancreatin was the same as with placebo.

Gastrointestinal disorders

Abdominal pain (common), constipation (uncommon), abnormal stool (uncommon), diarrhoea (uncommon), and nausea/vomiting (uncommon).

Stricture of the ileo-caecum and large bowel (fibrosing colonopathy) and colitis have been reported in patients with cystic fibrosis taking high doses of pancreatin preparations. Case control studies did not reveal evidence for an association between creon 25000 and the appreance of fibrosing colonopathy. 

As a precaution, unusual abdominal symptoms or changes in abdominal symptoms should be reviewed to exclude the possibility of colonic damage – especially if the patient is taking in excess of 10,000 units of lipase/kg/day.

Skin and subcutaneous tissue disorders

Allergic or hypersensitivity reactions of the skin were reported. (uncommon)


	In clinical trials, more than 600 patients with pancreatic exocrine insufficiency, due to cystic fibrosis, chronic pancreatitis or pancreatic surgery, were exposed to Creon. The most commonly reported adverse reactions were gastrointestinal disorders and were primarily mild or moderate in severity.
The following adverse reactions have been observed during clinical trials with the below indicated frequencies: 
Gastrointestinal disorders

Common (≥1/100,<1/10): nausea, vomiting, constipation and abdominal distention. Gastrointestinal disorders are mainly associated with the underlying disease. Similar or lower incidences compared to placebo were reported for diarrhea (common, ≥1/100,<1/10) and for abdominal pain (very common, ≥1/10).   
Shifted to “Warnings”
Skin and subcutaneous tissue disorders

Uncommon (≥1/1000, ≤1/100): rash

Frequency not known: pruritus,  urticaria 
(see enclosed expert statement: 2.7 Undesirable effects, p.10-17)
Immune System Disorders

Frequency not known: Hypersensitivity (anaphylactic reactions)

Allergic reactions mainly but not exclusively limited to the skin have been observed and identified as adverse reactions during post approval use. Because these reactions were reported spontaneously from a population of uncertain size, it is not possible to reliably estimate their frequency.
Multiple clinical trials were conducted in other patient populations: HIV, acute pancreatitis, diabetes mellitus. No additional adverse reactions were identified compared to the above 3 patient groups.

Paediatric population

No specific adverse reactions were identified in the pediatric population. Frequency, type and severity of adverse reactions were similar in children with cystic fibrosis as compared to adults.
Section “Undesirable effects” is identical to the section in the eMC text for Creon 


