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	1 CLINICAL PARTICULARS

4.2 Posology and method of administration


	Acromegaly
In patients receiving a somatostatin analogue for the first time, the recommended starting dose is 60mg of Somatuline Autogel administered every 28 days. 
If the desired response is not obtained, the dose may be increased.
For patients whose GH concentrations are below 1ng/mL (approx 2mU/L), whose IGF-1 serum concentrations have normalised, and in whom most reversible signs of acromegaly have disappeared the monthly dose should be decreased. If appropriate, this may be achieved by giving Somatuline Autogel 120mg at increased intervals of 42-56 days. 
For patients on Somatuline Autogel 60mg or 90mg every 28 days who are well controlled (GH concentrations less than 2.5ng/mL (approx 5 mU/L) but above 1ng/mL (approx 2mU/L) and normalised IGF-1 levels) the dose should be maintained, or alternatively Somatuline Autogel 120mg may be given at increased intervals of 56 or 42 days respectively. 
For patients in whom clinical symptoms and biochemical parameters are not adequately controlled (GH concentrations still above 2.5ng/mL (approx 5mU/L) or IGF-1 greater than (age matched) normal) the dose of Somatuline Autogel may be increased to a maximum of 120mg at 28 day intervals. 
Long term monitoring of symptoms, GH and IGF-1 levels should be routinely carried out in all patients. 
Neuroendocrine tumours: 
The recommended starting dose is 60 to 120mg administered every 28 days. 
The dose should be adjusted according to the degree of symptomatic relief obtained. 
Renal and /or hepatic impairment:
In patients with impaired renal or hepatic function, no dosage adjustment is necessary due to the wide therapeutic window of lanreotide (see section 5.2). 
Elderly patients:
In elderly patients, no dosage adjustment is necessary due to the wide therapeutic window of lanreotide (see section 5.2). 
Method of Administration: 
לא קיים
Inject the drug slowly using a constant pressure on the plunger and without moving the needle. Typically 20 seconds are needed. Inject the full dose until the plunger cannot be depressed any further. At this point, you will hear or feel a “click”. Once you hear or feel the “click”, maintain pressure on the plunger with your thumb to avoid activation of the automatic safety system until the needle has been fully withdrawn from the patient. 

	Acromegaly
In patients receiving a somatostatin analogue for the first time, the recommended starting dose is 60mg of Somatuline Autogel administered every 28 days. 
Initiation of treatment
The recommended dose is 60 to 120 mg administered every 28 days.
Carcinoid tumours

The recommended starting dose is 90 mg every 28 days (4 weeks) during 2 months.
If the desired response is not obtained, the dose may be increased.
Adaptation of treatment

Acromegaly
It is recommended:

· to reduce the dose when the concentrations are normalised (GH < 1 ng/ml and normalised IGF-1 and/or disappearance of clinical symptoms),

· to maintain the dose when the concentrations of GH are between 2,5 ng/ml and 1 ng/ml,

· to increase the dose when the concentrations of GH are higher than 2,5 ng/ml.

Patients well controlled on a somatostatin analogue can be treated with SOMATULINE LP 120 mg every 42 or 56 days.

For patients whose GH concentrations are below 1ng/mL (approx 2mU/L), whose IGF-1 serum concentrations have normalised, and in whom most reversible signs of acromegaly have disappeared the monthly dose should be decreased. If appropriate, this may be achieved by giving Somatuline Autogel 120mg at increased intervals of 42-56 days. 
For patients on Somatuline Autogel 60mg or 90mg every 28 days who are well controlled (GH concentrations less than 2.5ng/mL (approx 5 mU/L) but above 1ng/mL (approx 2mU/L) and normalised IGF-1 levels) the dose should be maintained, or alternatively Somatuline Autogel 120mg may be given at increased intervals of 56 or 42 days respectively. 
For patients in whom clinical symptoms and biochemical parameters are not adequately controlled (GH concentrations still above 2.5ng/mL (approx 5mU/L) or IGF-1 greater than (age matched) normal) the dose of Somatuline Autogel may be increased to a maximum of 120mg at 28 day intervals. 
Long term monitoring of symptoms, GH and IGF-1 levels should be routinely carried out in all patients. 
Carcinoid tumours
In case of an insufficient response judged by clinical symptoms (flushes and soft stools), the dose may be increased to 120 mg every 28 days (4 weeks).

In case of a sufficient response judged by clinical symptoms (flushes and soft stools), the dose may be decreased to 60 mg every 28 days (4 weeks).
Neuroendocrine tumours: 
The recommended starting dose is 60 to 120mg administered every 28 days. 
The dose should be adjusted according to the degree of symptomatic relief obtained. 
Renal and /or hepatic impairment:
In patients with impaired renal or hepatic function, no dosage adjustment is necessary due to the wide therapeutic window of lanreotide (see section 5.2). 
Elderly patients:
In elderly patients, no dosage adjustment is necessary due to the wide therapeutic window of lanreotide (see section 5.2). 
Method of Administration: 
The decision of administration by the patient or a trained person should be taken by healthcare professional
Inject the drug slowly using a constant pressure on the plunger and without moving the needle. Typically 20 seconds are needed. Inject the full dose until the plunger cannot be depressed any further. At this point, you will hear or feel a “click”. Once you hear or feel the “click”, maintain pressure on the plunger with your thumb to avoid activation of the automatic safety system until the needle has been fully withdrawn from the patient. 


	4.4 Spetial Warnings and special Precautions for use
	לא קיים
לא קיים
Slight decreases in thyroid function have been seen during treatment with lanreotide in patients with acromegaly, although clinical hypothyroidism is rare (<1%). Tests of thyroid function should be done where clinically indicated. 
לא קיים
לא קיים
	It is advised, during prolonged treatment, to perform before treatment and every 6 months, an echography of the gallbladder (cf. section 4.8).
In insulin-treated diabetic patients, the insulin doses will initially be reduced by 25 %, then adapted to the blood glucose level, which must be carefully controlled in these patients as soon as treatment begins.
Slight decreases in thyroid function have been seen during treatment with lanreotide in patients with acromegaly, although clinical hypothyroidism is rare (<1%). Tests of thyroid function should be done where clinically indicated. 
In acromegalic patients and patients presenting with primitive thyrotropic adenomas, use of lanreotide is not exempt from the monitoring of the volume of the pituitary tumour.
The appearance of a significant and lasting increase of steatorrhoea justifies the complementary prescription of pancreatic extracts.


	4.5 Interaction with other medicaments and other forms of interaction


	Limited published data indicate that concomitant administration of somatostatin analogues and bromocriptine may increase the availability of bromocriptine
לא קיים
The limited published data available indicate the somatostatin analogues may decrease the metabolic clearance of compounds known to be metabolised by cytochrome P450 enzymes, which may be due to the suppression of growth hormone. Since it cannot be excluded that lanreotide may have this effect, other drugs mainly metabolised by CYP3A4 and which have a low therapeutic index (e.g. quinidine, terfenadine) should therefore be used with caution.
	Limited published data indicate that concomitant administration of somatostatin analogues and bromocriptine may increase the availability of bromocriptine
Insulin, glitazones, repaglinide, sulphonylureas : risk of hypoglycaemia or hyperglycaemia : decrease in the needs of antidiabetic treatment following decrease or increase in endogen glucagon secretion. The glycaemic self monitoring must be reinforced and the posology of antidiabetic treatment during treatment by lanreotide should be adapted as required.
The limited published data available indicate that somatostatin analogues may decrease the metabolic clearance of compounds known to be metabolised by cytochrome P450 enzymes, which may be due to the suppression of growth hormone. Since it cannot be excluded that lanreotide may have this effect, other drugs mainly metabolized by CYP3A4 and which have a low therapeutic index (e.g. quinidine, terfenadine) should therefore be used with caution.


	4.6 Pregnancy and lactation


	Pregnancy
Clinical data:
Data on a limited number of exposed pregnancies indicate no adverse effects of lanreotide on pregnancy or on the health of the foetus/newborn child. To date, no other relevant epidemiological data are available. 
Because animal studies are not always predictive of human responses, lanreotide should be administered to pregnant women only if clearly needed. 
	Pregnancy
Clinical data:
Data on a limited number of exposed pregnancies indicate no adverse effects of lanreotide on pregnancy or on the health of the foetus/newborn child. To date, no other relevant epidemiological data are available. 
The number of pregnancies exposed to lanreotide is very limited. Therefore, lanreotide should be administered to pregnant women only if clearly needed


	4 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

5.2 Pharmacokinetic properties


	לא קיים
During an open label, controlled study involving patients with acromegaly treated with a stable dose of Somatuline Autogel for at least 4 months, 93% of the patients who received self or partner administered injections of Somatuline Autogel after appropriate training were considered competent to perform unsupervised injections (maintenance of GH and IGF-1 levels).
לא קיים
Lanreotide serum levels of 1ng/mL are able to suppress GH to < 5ng/mL in more than 60% of patients studied. Lanreotide serum levels of 2.5ng/mL are able to suppress GH to < 5ng/mL in more than 90% of patients studied. 

	Its marked selectivity for the secretion of growth hormone compared to that of insulin, makes this a product suited to the treatment of acromegaly. 
During an open label, controlled study involving patients with acromegaly treated with a stable dose of Somatuline Autogel for at least 4 months, 93% of the patients who received self or partner administered injections of Somatuline Autogel after appropriate training were considered competent to perform unsupervised injections (maintenance of GH and IGF-1 levels).
The inhibitory action of lanreotide on intestinal exocrine secretion, digestive hormones and cellular proliferation mechanisms is particularly interesting for its application in the treatment of the symptoms of endocrine digestive tumours, especially carcinoids.
Lanreotide serum levels of 1ng/mL are able to suppress GH to < 5ng/mL in more than 60% of patients studied. Lanreotide serum levels of 2.5ng/mL are able to suppress GH to < 5ng/mL in more than 90% of patients studied. 



	6.6 Instructions for use/handling


	The solution for injection in a pre-filled syringe is ready for use. 
The used injection device should be disposed of in a designated sharps container. 

	The SOMATULINE AUTOGEL solution for injection in a pre-filled syringe is a ready-for use supersaturated lanreotide solution that forms a whitish, translucent autogel.
It is important that the injection of the product is performed exactly according to the instruction in the package leaflet.
Do not use if the laminated pouch is damaged or opened.
Any unused product or waste material should be disposed of in accordance with local requirements.
The used injection device should be disposed of in a designated sharps container. 
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	  התחלה
שים לב:

	לא קיים
	יש לבצע את הזרקת התכשיר בהתאם  להוראות ההזרקה המפורטות בעלון.
אין להשתמש בתכשיר אם העטיפה מחומר רב שכבתי פגומה או פתוחה.

	2. לפני שימוש בתרופה
אזהרות מיוחדות הנוגעות לשימוש בתרופה:

	לא קיים
לא קיים
לא קיים
· ברומוקריפטין ( אגוניסט לקולטנים של דופמין , תרופה שנועדה לטיפול בסוגים מסוימים של גידולי מוח ומחלת פרקינסון, או למניעה של יצירת החלב אחרי לידה.)
· תרופות אשר עוברות פירוק על ידי CYP450 בכבד עם חלון תרפויטי צר (כמו quinidine) - סומטולין עלול לגרום לעיכוב בפירוק ופינוי של התרופות מסוג זה. 

	· אקרומגליה ו- primitive thyrotropic adenomas – יש לבצע בדיקות מעקב אחרי הנפח של הגידול (pituitary tumor) .
· הופעה של עליה ניקרת וממושכת ברמת השומן בצואה (steatorrhoea) מהווה הצדקה למתן משלים של תמציות הלבלב.
· תרופות להורדת סוכר (glitazones, repaglinide, sulphonylureas, insuline )- לקיחה בו זמנית של סומטולין עם תרופות להורדת סוכר יכולה לגרום לעליה או ירידה ברמת הסוכר בדם (hypoglycaemia or hyperglycaemia)
· ברומוקריפטין ( אגוניסט לקולטנים של דופמין , תרופה שנועדה לטיפול בסוגים מסוימים של גידולי מוח ומחלת פרקינסון, או למניעה של יצירת החלב אחרי לידה.)
· תרופות אשר עוברות פירוק על ידי CYP450 בכבד עם חלון תרפויטי צר (כמו quinidine) - סומטולין עלול לגרום לעיכוב בפירוק ופינוי של התרופות מסוג זה. 



