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	4. Contraindications
	The use of PROZAC is contraindicated with the following:

•
Monoamine Oxidase Inhibitors [see Drug Interactions (7.1)]
•
Pimozide [see Drug Interactions (7.9)]
•
Thioridazine [see Drug Interactions (7.9)]

	4.1 Monoamine Oxidase Inhibitors (MAOIs)

The use of MAOIs intended to treat psychiatric disorders with PROZAC or within 5 weeks of stopping treatment with PROZAC is contraindicated because of an increased risk of serotonin syndrome. The use of PROZAC within 14 days of stopping an MAOI intended to treat psychiatric disorders is also contraindicated [see Dosage and Administration (2.9) and Warnings and Precautions (5.2)].

Starting PROZAC in a patient who is being treated with MAOIs such as linezolid or intravenous methylene blue is also contraindicated because of an increased risk of serotonin syndrome [see Dosage and Administration (2.10) and Warnings and Precautions (5.2)].

4.2 Other Contraindications
The use of PROZAC is contraindicated with the following:

•
Pimozide [see Drug Interactions (7.7)]
•
Thioridazine [see Drug Interactions (7.7)]


	2. Dosage  & Administration
	  תוספת

	2.6 Switching a Patient To or From a Monoamine Oxidase Inhibitor (MAOI) Intended to Treat Psychiatric Disorders

At least 14 days should elapse between discontinuation of an MAOI intended to treat psychiatric disorders and initiation of therapy with PROZAC. Conversely, at least 5 weeks should be allowed after stopping PROZAC before starting an MAOI intended to treat psychiatric disorders [see Contraindications (4.1)].
2.7 Use of PROZAC with Other MAOIs such as Linezolid or Methylene Blue

Do not start PROZAC in a patient who is being treated with linezolid or intravenous methylene blue because there

is an increased risk of serotonin syndrome. In a patient who requires more urgent treatment of a psychiatric condition,

other interventions, including hospitalization, should be considered [see Contraindications (4.1)].

In some cases, a patient already receiving PROZAC therapy may require urgent treatment with linezolid or

intravenous methylene blue. If acceptable alternatives to linezolid or intravenous methylene blue treatment are not

available and the potential benefits of linezolid or intravenous methylene blue treatment are judged to outweigh the risks

of serotonin syndrome in a particular patient, PROZAC should be stopped promptly, and linezolid or intravenous

methylene blue can be administered. The patient should be monitored for symptoms of serotonin syndrome for five weeks or until 24 hours after the last dose of linezolid or intravenous methylene blue, whichever comes first. Therapy with

PROZAC may be resumed 24 hours after the last dose of linezolid or intravenous methylene blue [see Warnings and

Precautions (5.2)].

The risk of administering methylene blue by non-intravenous routes (such as oral tablets or by local injection) or in

intravenous doses much lower than 1 mg/kg with PROZAC is unclear. The clinician should, nevertheless, be aware of the possibility of emergent symptoms of serotonin syndrome with such use [see Warnings and Precautions (5.2)].


	5. Warnings and Precautions 
	5.2 Serotonin Syndrome or Neuroleptic Malignant Syndrome (NMS)-like Reactions

The development of a potentially life-threatening serotonin syndrome or neuroleptic malignant syndrome (NMS)-like reactions have been reported with SNRIs and SSRIs alone, including PROZAC treatment, but particularly with concomitant use of serotonergic drugs (including triptans) with drugs which impair metabolism of serotonin (including MAOIs), or with antipsychotics or other dopamine antagonists. Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations, coma), autonomic instability (e.g., tachycardia, labile blood pressure, hyperthermia), neuromuscular aberrations (e.g., hyperreflexia, incoordination) and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). Serotonin syndrome, in its most severe form can resemble neuroleptic malignant syndrome which includes hyperthermia, muscle rigidity, autonomic instability with possible rapid fluctuation of vital signs, and mental status changes. Patients should be monitored for the emergence of serotonin syndrome or NMS-like signs and symptoms. 

The concomitant use of PROZAC with MAOIs intended to treat depression is contraindicated [see Contraindications (4) and Drug Interactions (7.1)].

If concomitant treatment of PROZAC with a 5-hydroxytryptamine receptor agonist (triptan) is clinically warranted, careful observation of the patient is advised, particularly during treatment initiation and dose increases [see Drug Interactions (7.4)].

The concomitant use of PROZAC with serotonin precursors (such as tryptophan) is not recommended [see Drug Interactions (7.3)].


	5.2 Serotonin Syndrome 

The development of a potentially life-threatening serotonin syndrome  has been reported with SNRIs and SSRIs, including PROZAC, alone but particularly with concomitant use of other serotonergic drugs (including triptans, tricyclic antidepressant, fentanyl, lithium, tramadol, tryptophan, buspirone, and St. John’s Wort) and with drugs that impair metabolism of serotonin (in particular, MAOIs), both those intended to treat psychiatric disorders and also others, such as linezolid and intravenous methylene blue).
Serotonin syndrome symptoms may include mental status changes (e.g., agitation, hallucinations, delirium, and coma), autonomic instability (e.g., tachycardia, labile blood pressure, dizziness, diaphoresis, flushing, hyperthermia), neuromuscular symptoms (e.g., tremor, rigidity, myoclonus,hyperreflexia, incoordination) seizures, and/or gastrointestinal symptoms (e.g., nausea, vomiting, diarrhea). Patients should be monitored for the emergence of serotonin syndrome .
The concomitant use of PROZAC with MAOIs intended to treat psychiatric disorders is contraindicated. PROZAC

should also not be started in a patient who is being treated with MAOIs such as linezolid or intravenous methylene blue.

All reports with methylene blue that provided information on the route of administration involved intravenous

administration in the dose range of 1mg/kg to 8 mg/kg. No reports involved the administration of methylene blue by other

routes (such as oral tablets or local tissue injection) or at lower doses. There may be circumstances when it is necessary

to initiate treatment with an MAOI such as linezolid or intravenous methylene blue in a patient taking PROZAC. PROZAC should be discontinued before initiating treatment with the MAOI [see Contraindications (4.1) and Dosage and Administration (2.9, 2.10)].
If concomitant use of PROZAC with

other serotonergic drugs, i.e., triptans, tricyclic antidepressants, fentanyl, lithium, tramadol, buspirone, tryptophan and St.

John’s Wort is clinically warranted,  patients should be made aware of a potential increased risk for serotonin syndrome, particularly during treatment initiation and dose increases. 


	8. Use in Specific Population 
	8.1 Pregnancy

….It should be noted that, in some cases, the clinical picture is consistent with serotonin syndrome. 

Infants exposed to SSRIs in late pregnancy may have an increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1 to 2 per 1000 live births in the general population and is associated with substantial neonatal morbidity and mortality. In a retrospective case‑control study of 377 women whose infants were born with PPHN and 836 women whose infants were born healthy, the risk for developing PPHN was approximately six‑fold higher for infants exposed to SSRIs after the 20th week of gestation compared to infants who had not been exposed to antidepressants during pregnancy. There is currently no corroborative evidence regarding the risk for PPHN following exposure to SSRIs in pregnancy; this is the first study that has investigated the potential risk. The study did not include enough cases with exposure to individual SSRIs to determine if all SSRIs posed similar levels of PPHN risk.


	8.1 Pregnancy

…It should be noted that, in some cases, the clinical picture is consistent with serotonin syndrome. [see Warnings and Precautions (5.2)].
Infants exposed to SSRIs in pregnancy may have an increased risk for persistent pulmonary hypertension of the newborn (PPHN). PPHN occurs in 1 -2 per 1000 live births in the general population and is associated with substantial neonatal morbidity and mortality.  Several recent epidemiological studies suggest a positive statistical association between SSRI use (including PROZAC) in pregnancy and PPHN. Other studies do not show a significant statistical association.



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

שינויים שאינם בגדר החמרות סומנו (בעלון) בטקסט כחול.
טקסט אשר נמחק מסומן עם קו חוצה בצבע אדום.
עלון לצרכן:

	ההחמרות המבוקשות 

	פרק בעלון


	טקסט נוכחי
	טקסט חדש

	מתי אין להשתמש בתכשיר?
	אין להתחיל טיפול במעכבי מונואמינאוקסידז או בתיורידזין אם לא עברו לפחות 5 שבועות מזמן הפסקת הטיפול בפרוזק.
	· אם אתה נוטל בו זמנית תרופות נגד דיכאון מסוג מעכבי מונואמין אוקסידאז (MAOI) כגון מתילן בלו והאנטיביוטיקה לינזוליד או עם תיורידזין לטיפול בסכיזופרניה.

	תגובות בין תרופותיות:
	· ...עליך לדווח לרופא המטפל כדי למנוע סיכונים או אי יעילות הנובעים מתגובות בין-תרופתיות, במיוחד לגבי תרופות מהקבוצות הבאות: תרופות המשפיעות על מערכת העצבים המרכזית: תרופות להרגעה (דיאזפם), לשינה, לאפילפסיה (פניטואין, קרבמזפין), תרופות אנטי פסיכוטיות (פימוזיד, פנוטיאזידים, ותרופות אטיפיות), ליתיום, תרופות נגד דיכאון  כגון נוגדי דכאון טריציקלים, תרופות מקבוצת מעכבי מונואמינאוקסידז – MAOI (ראה/י מתי אין להשתמש בתכשיר). 

· ... טרמדול לכאבים


	אם אתה לוקח תרופות אחרות כולל תרופות ללא מרשם ותוספי מזון, ספר על כך לרופא או לרוקח, במיוחד יש ליידע את הרופא או הרוקח אם אתה לוקח:
· תרופות נוספות המשפיעות על מערכת העצבים המרכזית, כגון:
· מעכבי מונואמין אוקסידאז - MAOI (כגון מתילן בלו והאנטיביוטיקה לינזוליד)
· משככי כאבים  כגון: פנטניל וטרמדול
· בוספירון-נגד חרדה


	תופעות לוואי:
	סינדרום סרוטונין: שינויים במצב הנפשי (עצבנות חוסר שקט, בלבול,הזיות, תרדמת), דופק מהיר, לחץ דם בלתי יציב, עליה בחום הגוף,  הזעה,  רפלקסים מוגברים, רעד או כיווץ חזק של שרירים ו/או סימפטומים במערכת העיכול (כגון בחילה, הקאה, שלשול). 
.

	סנדרום סרוטונין- מכלול של תסמינים שכוללים: שינויים במצב נפשי (אי שקט, בלבול, הזיות, עצבנות,  תרדמת), דופק מהיר,  לחץ דם לא מאוזן, סחרחורת, הסמקה, עליה בחום גוף, הזעת יתר, רעד,או כווץ חזק של השרירים, חוסר קורדינציה, רפלקסים מוגברים, פרכוסים ו/או תסמינים במערכת העיכול (בחילה, הקאה, שלשול).



