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

 תאריך 30-Apr-2015
שם תכשיר באנגלית ומספר הרישום:
 Cymbalta 30mg (מ.ר. 132703114200/12)
Cymbalta 60mg (מ.ר. 132713114300/12)
שם בעל הרישום: אלי לילי ישראל
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	Special Warnings and Special Precautions for Use
	5
WARNINGS AND PRECAUTIONS
5.3
Orthostatic Hypotension and Syncope

Orthostatic hypotension and syncope have been reported with therapeutic doses of duloxetine. Syncope and orthostatic hypotension tend to occur within the first week of therapy but can occur at any time during duloxetine treatment, particularly after dose increases. The risk of blood pressure decreases may be greater in patients taking concomitant medications that induce orthostatic hypotension (such as antihypertensives) or are potent CYP1A2 inhibitors [see Warnings and Precautions (5.11) and Drug Interactions (7.1)] and in patients taking duloxetine at doses above 60 mg daily. Consideration should be given to discontinuing duloxetine in patients who experience symptomatic orthostatic hypotension and/or syncope during duloxetine therapy.
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WARNINGS AND PRECAUTIONS

5.3
Orthostatic Hypotension, Falls and Syncope

Orthostatic hypotension, falls and syncope have been reported with therapeutic doses of CYMBALTA. Syncope and orthostatic hypotension tend to occur within the first week of therapy but can occur at any time during CYMBALTA treatment, particularly after dose increases. The risk of falling appears to be related to the degree of orthostatic decrease in blood pressure as well as other factors that may increase the underlying risk of falls.

In an analysis of patients from all placebo-controlled trials, patients treated with CYMBALTA reported a higher rate

of falls compared to patients treated with placebo. Risk appears to be related to the presence of orthostatic decrease in

blood pressure. The risk of blood pressure decreases may be greater in patients taking concomitant medications that induce orthostatic hypotension (such as antihypertensives) or are potent CYP1A2 inhibitors [see Warnings and Precautions (5.12) and Drug Interactions (7.1)] and in patients taking CYMBALTA at doses above 60 mg daily. Consideration should be given to dose reduction or discontinuation of CYMBALTA in patients who experience symptomatic orthostatic hypotension, falls and/or syncope during CYMBALTA therapy. Risk of falling also appeared to be proportional to a patient’s underlying risk for falls and appeared to increase steadily with age. As elderly patients tend to have a higher underlying risk for falls due to a higher prevalence of risk factors such as use of multiple medications, medical comorbidities and gait disturbances, the impact of increasing age by itself is unclear. Falls with serious consequences including bone fractures and hospitalizations have been reported [see Adverse Reactions (6.10) and Patient Counseling Information (17)].


	Adverse events
	6
ADVERSE REACTIONS
6.12
Postmarketing Spontaneous Reports
The following adverse reactions have been identified during postapproval use of Cymbalta. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Adverse reactions reported since market introduction that were temporally related to duloxetine therapy and not mentioned elsewhere in labeling include: anaphylactic reaction, aggression and anger (particularly early in treatment or after treatment discontinuation), angioneurotic edema, extrapyramidal disorder, galactorrhea, glaucoma, gynecological bleeding, hallucinations, hyperglycemia, hyperprolactinemia, hypersensitivity, hypertensive crisis, muscle spasm, rash, restless legs syndrome, seizures upon treatment discontinuation, supraventricular arrhythmia, tinnitus (upon treatment discontinuation), trismus, and urticaria.
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ADVERSE REACTIONS
6.12
Postmarketing Spontaneous Reports
The following adverse reactions have been identified during postapproval use of CYMBALTA. Because these reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Adverse reactions reported since market introduction that were temporally related to CYMBALTA therapy and not mentioned elsewhere in labeling include: anaphylactic reaction, aggression and anger (particularly early in treatment or after treatment discontinuation), angioneurotic edema, angle-closure glaucoma, cutaneous vasculitis (sometimes associated with systemic involvement)extrapyramidal disorder, galactorrhea,  gynecological bleeding, hallucinations, hyperglycemia, hyperprolactinemia, hypersensitivity, hypertensive crisis, microscopic colitis, muscle spasm, rash, restless legs syndrome, seizures upon treatment discontinuation, supraventricular arrhythmia, tinnitus (upon treatment discontinuation), trismus, and urticaria.



	Use in specific populations
	8
USE IN SPECIFIC POPULATIONS
8.5
Geriatric Use
Of the 2,418 patients in premarketing clinical studies of Cymbalta for MDD, 5.9% (143) were 65 years of age or over. Of the 1041 patients in CLBP premarketing studies, 21.2% (221) were 65 years of age or over. Of the 487 patients in OA premarketing studies, 40.5% (197) were 65 years of age or over. Of the 1,074 patients in the DPNP premarketing studies, 33% (357) were 65 years of age or over. Of the 1,761 patients in FM premarketing studies, 7.9% (140) were 65 years of age or over. Premarketing clinical studies of GAD did not include sufficient numbers of subjects age 65 or over to determine whether they respond differently from younger subjects. In the MDD, DPNP, FM, OA, and CLBP studies, no overall differences in safety or effectiveness were generally observed between these subjects and younger subjects, and other reported clinical experience has not identified differences in responses between the elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out. SSRIs and SNRIs, including Cymbalta have been associated with cases of clinically significant hyponatremia in elderly patients, who may be at greater risk for this adverse event [see Warnings and Precautions (5.12)]. In a subgroup analysis of patients 65 years of age and older (N=3278) from all placebo-controlled trials, 1.1% of patients treated with duloxetine reported one or more falls, compared with 0.4% of patients treated with placebo. While many patients with falls had underlying potential risk factors for falls (e.g., medications; medical comorbidities; gait disturbances), the impact of these factors on falls is unclear. Fall with serious consequences including bone fractures and hospitalizations have been reported [see Other Adverse Reactions Observed During the Premarketing and Postmarketing Clinical Trial Evaluation of Duloxetine (6.11)].

The pharmacokinetics of duloxetine after a single dose of 40 mg were compared in healthy elderly females (65 to 77 years) and healthy middle-age females (32 to 50 years). There was no difference in the Cmax, but the AUC of duloxetine was somewhat (about 25%) higher and the half-life about 4 hours longer in the elderly females. Population pharmacokinetic analyses suggest that the typical values for clearance decrease by approximately 1% for each year of age between 25 to 75 years of age; but age as a predictive factor only accounts for a small percentage of between-patient variability. Dosage adjustment based on the age of the patient is not necessary [see Dosage and Administration (2.3)].
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USE IN SPECIFIC POPULATIONS
8.5
Geriatric Use
Of the 2,418 patients in premarketing clinical studies of CYMBALTA for MDD, 5.9% (143) were 65 years of age or over. Of the 1041 patients in CLBP premarketing studies, 21.2% (221) were 65 years of age or over. Of the 487 patients in OA premarketing studies, 40.5% (197) were 65 years of age or over. Of the 1,074 patients in the DPNP premarketing studies, 33% (357) were 65 years of age or over. Of the 1,761 patients in FM premarketing studies, 7.9% (140) were 65 years of age or over.  In the MDD, GAD, DPNP, FM, OA, and CLBP studies, no overall differences in safety or effectiveness were generally observed between these subjects and younger subjects, and other reported clinical experience has not identified differences in responses between the elderly and younger patients, but greater sensitivity of some older individuals cannot be ruled out. SSRIs and SNRIs, including CYMBALTA have been associated with cases of clinically significant hyponatremia in elderly patients, who may be at greater risk for this adverse event [see Warnings and Precautions (5.13)]. 
In an analysis of data from all placebo-controlled-trials, patients treated with CYMBALTA reported a higher rate of

falls compared to patients treated with placebo. The increased risk appears to be proportional to a patient’s underlying risk

for falls. Underlying risk appears to increase steadily with age. As elderly patients tend to have a higher prevalence of risk

factors for falls such as medications, medical comorbidities and gait disturbances, the impact of increasing age by itself on

falls during treatment with CYMBALTA is unclear. Falls with serious consequences including bone fractures and

hospitalizations have been reported [see Warnings and Precautions (5.3) and Adverse Reactions (6.10)].
The pharmacokinetics of duloxetine after a single dose of 40 mg were compared in healthy elderly females (65 to 77 years) and healthy middle-age females (32 to 50 years). There was no difference in the Cmax, but the AUC of duloxetine was somewhat (about 25%) higher and the half-life about 4 hours longer in the elderly females. Population pharmacokinetic analyses suggest that the typical values for clearance decrease by approximately 1% for each year of age between 25 to 75 years of age; but age as a predictive factor only accounts for a small percentage of between-patient variability. Dosage adjustment based on the age of the patient is not necessary].
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PATIENT COUNSELING INFORMATION

17.7
Orthostatic Hypotension and Syncope

Patients should be advised of the risk of orthostatic hypotension and syncope, especially during the period of initial use and subsequent dose escalation, and in association with the use of concomitant drugs that might potentiate the orthostatic effect of duloxetine [see Warnings and Precautions (5.3)].
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Orthostatic Hypotension, Falls and Syncope
–Advise patients of the risk of orthostatic hypotension, falls and syncope, especially during the period of initial use and subsequent dose escalation, and in association with the use of concomitant drugs that might potentiate the orthostatic effect of CYMBALTA [see Warnings and Precautions (5.3)].




מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב.

טקסט בהתווסף סומן בצבע כחול וטקסט שהוסר סומן בצבע אדום
הועבר בדואר אלקטרוני בתאריך................ 

                (    כל השינויים עולים בקנה אחד עם תנאי הרישום (תעודת הרישום, תעודת האיכות

                     וטופס פרטי התכשיר העדכני).   

 

(כל הכתוב בהצעת העלון, תואם את תנאי הרישום. 
(    קיים עלון לצרכן  והוא מעודכן בהתאם.   
(   אסמכתא לבקשה:
                         USPI 17Jul2014, USPI 16/Oct/2014, USPI Dec2014, USPI Nov2014
        האסמכתא מצ"ב.
(     השינוי הנ"ל אושר על ידי רשויות הבריאות בארה"ב
(     אני, הרוקחת הממונה של חברת אלי לילי ישראל מצהירה בזה כי אין שינויים נוספים , מלבד 
אלה שסומנו בהצעת העלון. 
               (    אני מצהיר כי השינויים אינם יוצרים סתירה פנימית  במידע בעלון. 
עלון זה לא מטופל במקביל במסגרת אחרת (כגון: עדכון עלון במסגרת בקשה לתוספת התוויה, החמרה וכו') . במידה וקיים טיפול מקביל במסגרת אחרת- יש לציין זאת.   

חתימת הרוקח הממונה (שם וחתימה)___________________________



הודעה על החמרה  ( מידע בטיחות)  בעלון לצרכן 

(מעודכן 05.2013) 

תאריך 30-Apr-2015
שם תכשיר באנגלית ומספר הרישום:
 Cymbalta 30mg (מ.ר. 132703114200/12)
Cymbalta 60mg (מ.ר. 132713114300/12)
שם בעל הרישום: אלי לילי ישראל
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	תופעות לוואי:
	. תופעות לוואי
יש לפנות לרופא מייד אם הנך חש באחת מהתופעות הבאות:
· תת לחץ דם במעבר מתנוחת שכיבה לעמידה או התעלפות. 
תופעות לוואי בשכיחות בלתי ידועה

תוספת
	. תופעות לוואי
יש לפנות לרופא מייד אם הנך חש באחת מהתופעות הבאות:
· תת לחץ דם במעבר מתנוחת שכיבה לעמידה, נפילות או התעלפות. יש לנטר לחץ דם לפני תחילת הטיפול ובמהלכו. הנפילות עשויות להיות קשורות לתת לחץ הדם וכן לגורמים נוספים (כמו גיל).
תופעות לוואי בשכיחות בלתי ידועה

· דלקת כלי דם עורית (לעיתים עם מעורבות סיסטמית)
· דלקת מעי גס מיקרוסקופית (microscopic colitis)



מצ"ב העלון, שבו מסומנות ההחמרות המבוקשות  על רקע צהוב. 

טקסט בהתווסף סומן בצבע כחול וטקסט שהוסר סומן בצבע אדום
הועבר בדואר אלקטרוני בתאריך................
                  (    כל השינויים עולים בקנה אחד עם תנאי הרישום (תעודת הרישום, תעודת האיכות וטופס

        
פרטי התכשיר העדכני).

      (          כל הכתוב בהצעת העלון, תואם את תנאי הרישום.      

(   קיים עלון לרופא והוא מעודכן בהתאם.    

(    אסמכתא לבקשה: 
                         USPI 17Jul2014, USPI 16/Oct/2014, USPI Dec2014, USPI Nov2014 
                          האסמכתא מצ"ב.

(     השינוי הנ"ל אושר על ידי רשויות הבריאות בארה"ב
(     אני, הרוקח הממונה של חברת אלי לילי ישראל מצהיר בזה כי אין שינויים נוספים, מלבד

          אלה שסומנו בהצעת העלון.                                                           

             (        אני מצהיר כי השינויים אינם יוצרים סתירה פנימית במידע בעלון.  
עלון זה לא מטופל במקביל במסגרת אחרת (כגון: עדכון עלון במסגרת בקשה לתוספת התוויה, החמרה וכו') . במידה וקיים טיפול מקביל במסגרת אחרת- יש לציין זאת.  
חתימת הרוקח הממונה (שם וחתימה) :___________________________

