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

תאריך 23/11/2014
שם תכשיר באנגלית ומספר הרישום [048-54-223025-00] Rocephin 1 G IM
שם בעל הרישום רוש פרמצבטיקה (ישראל) בע"מ
טופס זה מיועד לפרוט ההחמרות בלבד !

	ההחמרות המבוקשות - עלון לרופא

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	2.2 Dosage and Administration
	Synergy between Rocephin and aminoglycosides has been demonstrated with many gram-negative bacteria under experimental conditions. Although enhanced activity of such combinations is not always predictable, it should be considered in severe, life threatening infections due to microorganisms such as Pseudomonas aeruginosa. Because of physical incompatibility the two drugs must be administered separately at the recommended dosages.
	Synergy between Rocephin and aminoglycosides has been demonstrated with many gram-negative bacteria under experimental conditions. Although enhanced activity of such combinations is not always predictable, it should be considered in severe, life threatening infections due to microorganisms such as Pseudomonas aeruginosa. Due to chemical incompatibility between Rocephin and aminoglycosides, the two drugs must be administered separately at the recommended dosages.
Chemical incompatibility with Rocephin has also been observed with i.v. administration of amsacrine, vancomycin and fluconazole.

	2.2.1 Special Dosage Instructions
	[…]
Patients with renal impairment
In patients with impaired renal function, there is no need to reduce the dosage of Rocephin provided hepatic function is not impaired. Only in cases of preterminal renal failure (creatinine clearance <10 ml/min) should the Rocephin dosage not exceed 2 g daily. 
In patients with both severe renal and hepatic dysfunction, the plasma concentrations of ceftriaxone should be determined at regular intervals and if necessary the dose should be adjusted.

In patients undergoing dialysis no additional supplementary dosing is required following the dialysis. Plasma concentrations should, however, be monitored, to determine whether dosage adjustments are necessary, since the elimination rate in these patients may be altered.
Elderly
The dosages recommended for adults require no modification in geriatric patients.
Children

[…]

Neonates (up to 14 days): 20‑50 mg/kg bodyweight once daily. The daily dose should not exceed 50 mg/kg. It is not necessary to differentiate between premature and term infants.
[…]

Intravenous doses of ( 50 mg/kg bodyweightshould be given by infusion over at least 30 minutes. 

	[…]
Patients with renal impairment
In patients with impaired renal function, there is no need to reduce the dosage of Rocephin provided hepatic function is not impaired. Only in cases of preterminal renal failure (creatinine clearance <10 ml/min) should the Rocephin dosage not exceed 2 g daily. 
Ceftriaxone is not removed by peritoneal- or hemodialysis. In patients undergoing dialysis no additional supplementary dosing is required following the dialysis.
Patients with severe renal and hepatic impairment
In patients with both severe renal and hepatic dysfunction, clinical monitoring for safety and efficacy is advised. 
Elderly
The dosages recommended for adults require no modification in elderly patients, provided there is no severe renal and hepatic impairment.
Children

[…]

Neonates (up to 14 days): 20‑50 mg/kg bodyweight once daily. The daily dose should not exceed 50 mg/kg. Rocephin is contraindicated in premature neonates up to a postmenstrual age of 41 weeks (gestational age + chronological age) (see section 2.3 Contraindications).
[…]

Intravenous doses of ( 50 mg/kg bodyweight, in infants and children up to 12 years of age, should be given by infusion over at least 30 minutes. In neonates, intravenous doses should be given over 60 minutes to reduce the potential risk of bilirubin encephalopathy.

	2.3 Contraindications


	Rocephin is contraindicated in patients with known hypersensitivity to cephalosporin antibiotics. Patients with hypersensitivity to penicillin may also be allergic to Rocephin. 
	Hypersensitivity 

Rocephin is contraindicated in patients with known hypersensitivity to ceftriaxone, any of its excipients or to any other cephalosporin. Patients with previous hypersensitivity reactions to penicillin and other beta lactam agents may be at greater risk of hypersensitivity to ceftriaxone (see section 2.4.1 Warnings and Precautions General – Hypersensitivity).
Lidocaine

Contraindications to lidocaine must be excluded before intramuscular injection of ceftriaxone when lidocaine solution is used as a solvent (see section 2.2 Dosage and Administration). See contraindications section in the prescribing information of lidocaine. Ceftriaxone solutions containing lidocaine should never be administered intravenously.

Premature neonates

Rocephin is contraindicated in premature neonates up to postmenstrual age of 41 weeks (gestational age + chronological age)

	2.4 Warnings and Precautions
	General

As with other cephalosporins, anaphylactic reactions with fatal outcome were also reported, even if a patient is not known to be allergic or previously exposed.
[…]
Shadows, which have been mistaken for gallstones, have been detected on sonograms of the gallbladder, usually following doses higher than the standard recommended dose. These shadows are, however, precipitates of calcium ceftriaxone which disappear on completion or discontinuation of Rocephin therapy. Rarely have these findings been associated with symptoms. In symptomatic cases, conservative nonsurgical management is recommended.

Discontinuation of Rocephin treatment in symptomatic cases should be at the discretion of the physician.

	General

Hypersensitivity

As with all beta-lactam antibacterial agents, serious and occasionally fatal hypersensitivity reactions have been reported (see section 2.6.2 Post Marketing). In case of severe hypersensitivity reactions, treatment with ceftriaxone must be discontinued immediately and adequate emergency measures must be initiated. Before beginning treatment, it should be established whether the patient has a history of hypersensitivity reactions to ceftriaxone, to other cephalosporins, or to any other type of beta-lactam agent. Caution should be used if ceftriaxone is given to patients with a history of hypersensitivity to other beta-lactam agents.
[…]
Calcium-ceftriaxone precipitates

Calcium-ceftriaxone precipitates in the gallbladder have been observed on ultrasound scan in patients receiving ceftriaxone, particularly at doses of 1 g per day and above. The probability of such precipitates appears to be greatest in pediatric patients. Precipitates disappear after discontinuation of ceftriaxone therapy and are rarely symptomatic. In symptomatic cases, conservative nonsurgical management is recommended, and discontinuation of ceftriaxone treatment should be considered by the physician based on an individual benefit-risk assessment.


	2.4.3 Ability to Drive and Use Machines
	There are no data to indicate any effect on a person's ability to drive or use machines.
	During treatment with Rocephin, undesirable effects may occur (e.g. dizziness), which may influence, the ability to drive and use machines (see section 2.6 Undesirable Effects). Patients should be cautious when driving or operating machinery.

	2.4.4 Laboratory Tests


	
	Influence on diagnostic tests

In patients treated with Rocephin the Coombs’ test may become falsely positive. Rocephin, like other antibiotics, may result in false-positive test results for galactosemia.

Likewise, nonenzymatic methods for the glucose determination in urine may give false-positive results. For this reason, urine-glucose determination during therapy with Rocephin should be done enzymatically.
The presence of ceftriaxone may falsely lower estimated blood glucose values obtained with some blood glucose monitoring systems. Please refer to instructions for use for each system. Alternative testing methods should be used if necessary

	2.4.5 Interactions with other Medicinal Products and other Forms of Interaction
	No impairment of renal function has so far been observed after concurrent administration of large doses of Rocephin and potent diuretics (e.g. furosemide). There is no evidence that Rocephin increases renal toxicity of aminoglycosides.
[…]

Based on literature reports ceftriaxone is incompatible with amsacrine, vancomycin, fluconazole and aminoglycosides.
	No impairment of renal function has so far been observed after concurrent administration of large doses of Rocephin and potent diuretics (e.g. furosemide). There is conflicting evidence regarding a potential increase in renal toxicity of aminoglycosides when used with cephalosporins. The recommended monitoring of aminoglycoside levels and renal function in clinical practice should be closely adhered to in such cases.
[…]

 Concomitant use of ceftriaxone with Vitamin K antagonists may increase the risk of bleeding. Coagulation parameters should be monitored frequently, and the dose of the anticoagulant adjusted accordingly, both during and after treatment with ceftriaxone (see section 2.6 Undesirable Effects).

	2.6 Undesirable Effects
	2.6.1 Post marketing

During the use of Rocephin, the following side effects, which were reversible either spontaneously or after withdrawal of the drug, have been observed:

Systemic side effects
Gastrointestinal complaints (about 2% of the cases): loose stools or diarrhea, nausea, vomiting, stomatitis and glossitis.

Hematological changes (about 2%): eosinophilia, leukopenia, granulocytopenia, hemolytic anemia, thrombocytopenia. Isolated cases of agranulocytosis (< 500/mm3) have been reported, most of them after 10 days of treatment and following total doses of 20 g or more.

Skin reactions (about 1%): exanthema, allergic dermatitis, pruritus, urticaria, edema. Isolated cases of severe cutaneous adverse reactions (erythema multiforme, Stevens Johnson syndrome or Lyell’s Syndrome/toxic epidermal necrolysis) have been reported.

Other, rare side effects: headache and dizziness, symptomatic precipitation of ceftriaxone calcium salt in the gallbladder, increase in liver enzymes, oliguria, increase in serum creatinine, genital mycosis, fever, shivering and anaphylactic or anaphylactoid reactions.

[…]
Pseudomembranous enterocolitis and coagulation disorders have been reported as very rare side effects.
Very rare cases of renal precipitation have been reported, mostly in children older than 3 years and who have been treated with either high daily doses (e.g. ( 80 mg/kg/day) or total doses exceeding 10 grams and presenting other risk factors (e.g. fluid restrictions, confinement to bed, etc.). This event may be symptomatic or asymptomatic, may lead to renal insufficiency, and is reversible upon discontinuation of Rocephin.
Local side effects

In rare cases, phlebitis reactions occurred after i.v. administration. These may be minimized by slow (2-4 minutes) injection.
Intramuscular injection without lidocaine solution is painful.

	2.6.1 Clinical Trials

The most frequently reported adverse reactions for ceftriaxone are eosinophilia, leucopenia, thrombocytopenia, diarrhea, rash, and hepatic enzymes increased.

Data to determine the frequency of ceftriaxone ADRs was derived from clinical trials.

The following convention has been used for the classification of frequency: 

Very common (≥ 1/10)

Common (≥ 1/100   < 1/10)

Uncommon (≥ 1/1000   < 1/100)

Rare (≥ 1/10000   < 1/1000)

Table 1
Tabulated List of Adverse Reactions
[image: image1.emf]
2.6.1 Post marketing

The following adverse reactions have been identified during post-marketing use of Rocephin. These reactions are reported from a population of uncertain size, therefore, it is not always possible to reliably estimate their frequency and/or establish a causal relationship to drug exposure.
Systemic side effects
Gastrointestinal complaints  pancreatitis, stomatitis and glossitis.

Hematological changes Isolated cases of agranulocytosis (< 500/mm3) have been reported, most of them after 10 days of treatment and following total doses of 20 g or more.

Skin reactions: acute generalized exanthematous pustulosis (AGEP) and isolated cases of severe cutaneous adverse reactions (erythema multiforme, Stevens Johnson syndrome or Lyell’s Syndrome/toxic epidermal necrolysis) have been reported.

Nervous system disorders: convulsion

Infections and infestations: superinfection
Other, rare side effects: symptomatic precipitation of ceftriaxone calcium salt in the gallbladder, kernicterus, oliguria, and anaphylactic or anaphylactoid reactions.

[…]
Cases of ceftriaxone precipitation in the urinary tract have been reported, mostly in children treated with high doses (e.g. ( 80 mg/kg/day or total doses exceeding 10 grams) and who have other risk factors (e.g. dehydration, confinement to bed). This event may be  asymptomatic or symptomatic, and may lead to ureteric obstruction and postrenal acute renal failure but is usually reversible upon discontinuation of Rocephin.
Local side effects

In rare cases, phlebitis reactions occurred after i.v. administration. These may be minimized by slow (2-4 minutes) injection.
Investigations: Coombs test false positive, galactosemia test false positive, non-enzymatic methods for glucose determination false positive.

	3.2.5 Pharmacokinetics in Special Populations


	Patients with renal impairment

In patients with renal or hepatic dysfunction, the pharmacokinetics of ceftriaxone are only minimally altered and the elimination half-life is only slightly increased. If kidney function alone is impaired, biliary elimination of ceftriaxone is increased; if liver function alone is impaired, renal elimination is increased.
Patients with hepatic impairment

Refer to “Patients with renal impairment” above.
[…]

Children

In neonates, urinary recovery accounts for about 70% of the dose. In infants aged less than 8 days the average elimination half-life is usually two to three times that of young adults.
	Patients with renal or hepatic impairment

In patients with renal or hepatic dysfunction, the pharmacokinetics of ceftriaxone are only minimally altered and the elimination half-life is only slightly increased, (less than two fold), even in patients with severely impaired renal function. 

The modest increase in half-life in renal impairment is explained by a compensatory increase in non-renal clearance, resulting from a decrease in protein binding and corresponding increase in non-renal clearance of total ceftriaxone.

In patients with hepatic impairment, the elimination half-life of ceftriaxone is not increased, due to a compensatory increase in renal clearance. This is also due to an increase in plasma free fraction of ceftriaxone contributing to the observed paradoxical increase in total drug clearance, with an increase in volume of distribution paralleling that of total clearance. 
[…]

Children

The half-life of ceftriaxone is prolonged in neonates. From birth to 14 days of age, the levels of free ceftriaxone may be further increased by factors such as reduced glomerular filtration and altered protein binding. During childhood, the half-life is lower than in neonates or adults. 

The plasma clearance and volume of distribution of total ceftriaxone are greater in neonates, infants and children than in adults.


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

