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4.3 Contraidications
Tramal Retard is contraindicated

for use in narcotic withdrawal treatment.

4.4 Special warnings and precautions for use

e Concomitant use of tramadol and sedating medicinal products such as
benzodiazepines or related substances, may result in sedation, respiratory
depression, coma and death. Because of these risks, concomitant prescribing
with these sedating medicinal products should be reserved for patients for
whom alternative treatment options are not possible. If a decision is made to
prescribe tramadol concomitantly with sedating medicinal products, the lowest
effective dose of tramadol should be used, and the duration of the concomitant
treatment should be as short as possible.

e The patients should be followed closely for signs and symptoms of respiratory
depression and sedation. In this respect, it is strongly recommended to inform

patients and their caregivers to be aware of these symptoms (see section 4.5).

¢ When a patient no longer requires therapy with tramadol, it may be advisable to
taper the dose gradually to prevent symptoms of withdrawal.
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e CYP2D6 metabolism

Tramadol is metabolised by the liver enzyme CYP2D6. If a patient has a deficiency

or is completely lacking this enzyme an adequate analgesic effect may not be

obtained. Estimates indicate that up to 7% of the Caucasian population may have

this deficiency. However, if the patient is an ultra-rapid metaboliser there is a risk

of developing side effects of opioid toxicity even at commonly prescribed doses.

General symptoms of opioid toxicity include confusion, somnolence, shallow

breathing, small pupils, hausea, vomiting, constipation and lack of appetite. In

severe cases this may include symptoms of circulatory and respiratory depression,

which may be life threatening and very rarely fatal.

e Post-operative use in children

There have been reports in the published literature that tramadol given post-
operatively in children after tonsillectomy and/or adenoidectomy for obstructive
sleep apnoea, led to rare, but life threatening adverse events. Extreme caution
should be exercised when tramadol is administered to children for post-
operative pain relief and should be accompanied by close monitoring for
symptoms of opioid toxicity including respiratory depression.

e Children with compromised respiratory function
Tramadol is not recommended for use in children in whom respiratory function
might be compromised including neuromuscular disorders, severe cardiac or
respiratory conditions, upper respiratory or lung infections, multiple trauma or
extensive surgical procedures. These factors may worsen symptoms of opioid

toxicity.

4.5 Interaction with other medicinal products and other forms of interaction

e The concomitant use of opioids with sedating medicinal products such as
benzodiazepines or related substances increases the risk of sedation,
respiratory depression, coma and death because of additive CNS
depressant effect.

e The dose of tramadol and the duration of the concomitant use should be
limited (see section 4.4)

e Tramadol can induce convulsions and increase the potential for selective
serotonin reuptake inhibitors (SSRIs), serotonin-norepinephrine reuptake
inhibitors (SNRIs), tricyclic antidepressants, antipsychotics and other seizure
threshold-lowering medicinal product (such as bupropion, mirtazapine,
tetrahydrocannabinol) to cause convulsions.

e Concomitant therapeutic use of tramadol and serotonergic drugs, such as
selective serotonin reuptake inhibitors (SSRIs), serotonin-norepinephrine
reuptake inhibitors (SNRIs), MAO inhibitors (see section 4.3), tricyclic
antidepressants and mirtazapine may cause serotonin toxicity...

4.6 Fertility, pregnancy and lactation

Pregnancy

Animal studies with tramadol revealed at very high doses effects on organ
development, ossification and neonatal mortality. Tramadol crosses the placenta.
There is inadequate evidence available on the safety of tramadol in human
pregnancy. Therefore tramadol should not be used in pregnant women.

Tramadol - administered before or during birth - does not affect uterine contractility.
In neonates it may induce changes in the respiratory rate which are usually not
clinically relevant. Chronic use during pregnancy may lead to neonatal withdrawal
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4.7 Undesirable effects

e Vascular disorders:

Uncommon: cardiovascular regulation (postural hypotension or cardiovascular
collapse).

These adverse reactions may occur especially on intravenous administration and in
patients who are physically stressed.

e Respiratory, thoracic and mediastinal disorders:
Rare: respiratory depression, dyspnoea

If the recommended doses are considerably exceeded and other centrally
depressant substances are administered concomitantly (see section 4.5), respiratory
depression may occur.

Worsening of asthma has been reported, though a causal relationship has not been
established.

e Psychiatric disorders:

Rare: hallucinations, confusion, sleep disturbance, delirium, anxiety and nightmares.
Psychic adverse reactions may occur following administration of tramadol which vary
individually in intensity and nature (depending on personality and duration of
treatment). These include changes in mood (usually elation, occasionally dysphoria),
changes in activity (usually suppression, occasionally increase) and changes in
cognitive and sensorial capacity (e.g. decision behaviour, perception disorders). Drug
dependence may occur.

Eye disorders:
Rare: miosis, mydriasis, blurred vision

Metabolism and nutrition disorders:
Not known: hypoglycaemia
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	 שימוש במקביל בטרמל רטרד יחד עם תרופות להרגעה או לשינה (לדוגמא בנזודיאזפינים) מעלה את הסיכון לישנוניות, קשיי נשימה (דיכוי נשימתי), קומה ועלול להיות מסכן חיים. מכיוון שכך, שימוש במקביל צריך להישקל רק עם חלופות תרופתיות אחרות אינן אפשריות. עם זאת, אם ה...
	 שימוש בטרמדול רטרד על ידי ילדים עם קשי נשימה:
	טרמדול אינה מומלצת לילדים עם קשיי נשימה, מאחר והתסמינים של הרעלת טרמדול עלולים להיות מוחרפים בילדים אלו.
	 יש מידע מועט בלבד לגבי בטיחות השימוש בטרמדול במהלך ההיריון. לכן, אל תיקחי טרמדול אם את בהריון.
	שימוש כרוני במהלך ההיריון עלול לגרום לתסמיני גמילה אצל היילוד.
	 אם אתה (או מישהו אחר) נוטל כמות גדולה של טרמל רטרד בבת אחת יש לפנות מיד לבית חולים או לרופא. סימנים של מינון יתר כוללים אישונים קטנים מאוד, הקאות, ירידה בלחץ הדם, דפיקות לב מואצות, התמוטטות, אובדן הכרה, התכווצויות וקשיי נשימה או נשימה שטחית.
	 אל תפסיק לקחת את התרופה בבת אחת, אלא אם כן הרופא שלך מורה לך לעשות כך. אם אתה רוצה להפסיק לקחת את התרופה, דבר עם הרופא שלך קודם, במיוחד אם אתה לוקח אותה במשך זמן ממושך. הרופא שלך יאמר לך מתי ואיך להפסיק על ידי הורדה הדרגתית של המינון, על מנת להקטין ...


