LEBACEF

Arwan| Ceftriaxone

Composition

Each vial contains:

Active ingredient: Sterile ceftriaxone sodium equivalent to 0.5 g/1 /2 g of ceftriaxone.
Lebacef contains 3.6 mmol of sodium per gram of cefiriaxone.

Indications

Infections caused by pathogens which are susceplible to ceftriaxone, including:

- Respiratory tract infections, particularly pneumonia, and ear, nose and throat infections
- Abdominal infections (peritonits, infections of the billary and gastrointestinal tracts)

- Renal and urinary tract infections

- Infections of the genital organs, including gonorrhea

- Infstlons fthe bones s sft e and ki, s wound infections

- Infections in patients with impaired immune response

- Meningitis

- Disseminated Lyme borreliosis (stages Il and i)

Penuperstwe prophylaxis of infections in operations on the gastrointestinal tract, biliary tract and urogenital tract and in gynecological
res, but only in cases of potential or known contamination.

Ofetal recommendatlons on apevopriat use of antbictos shoul be observed, In particuar recommendation on how o pravent ncraased

antibiotic resistance.

Dosage and administration

Dosage

Adults and children over 12 years

The usual dosage s 1-2 g of Lobacer  aminstred onco daily (every 24 hours).

In severe cases or in infections caused by only moderately sensitive organiss, the dosage may be raised to 4 g administered once daily

Neonates, i mhms and children up to 12 years old:

The follow for once-daily

Neonales (up 0 14 days) Ads\\y dose of 20-50 mg/kg bodyweight; 50 mg/kg should not be exceeded.

Itis not necessary to differentiate between premature Infants and those born at term.

Infants and children (15 days to 12 years): A daily dose of 20-80 mglk

For children with a bodyweight of 50 kg or more, the usual adult dosage should be used

Intravenous doses of 50 mg or more per kg bodyweight should be given by slow infusion over at least 30 minutes.

Elderly patients: The dosages recommended for adults require no modification in the case of geriatric patients.

Duration of therapy

The duration of therapy varies with the indication and the course of the disease.

Combination therap:

Synergy between Lebacef and has beer ith bacteria under conditons.

Rioveh enhance iy of uch comnations s not iways prodiciable, combination should bo considered i sovere fe-treatening

infections due to microorganisms such as Pseudomonas aeruginosa. Because of physical incompatibility, the two drugs must be

acmiistered sopartey atthe rocommended dosages

Special dosage recommendatior

Meningitis: se of fants and children, treatment begins with doses of 100 mglkg (not to exceed 4 g) once daily.
Once the pathogen has been identified and its sensitivity determined, the dosage can be reduced accordingly. Best resuls have been
achieved with the following durations of therapy:

Neisseria meninglidis T T days ]
[ Haemophilus influenzae | 6 days |
[ pneumonia I Tda

ys.
Gonormea For the |reatmsr\l of gonormhea (penicilinase-producing and non pemmumase producmg sirains), a single |.M. aoss ufo 259
Lebacef is recommende

infectior or potentially operations, a single dose of
1-2 g Lebacef - depending on i i of oo 14 rocormended o st 30.90 mintes prior to surgery. In colorectal surgery,
.g. omidazole, has proven effective.
n rena fncton,her s o necd o roduco tho dosage of Lebacofprovided nepatc
function is ntact. However, in cases of Lebacef should not exceed 2g.
In dialysis patients no additional administration is required following dialysis. Rather, plasma concentrations in these patients should be
monitored, as the elimination rate may be reduced.
The daily dose should not exceed 2 g in dialysis patients,
In patients with liver damage, there is no need for the dosage of Lebacef to be reduced provided renal function is intact.
In concomitant severe renal and hepatic dysfuncion, plasma concentrations of ceftriaxone should be determined at regular intervals. Dose
adjustments may become necessary, as the elimination rate in these patients may be reduced
Directions for use
Reconstituted solutions retain their physical and chemical stability for 6 hours at room temperature (25°C) or 24 hours at temperatures
I rule, however, reconstituted solutions should be used immediately after preparation.

They range in colour from pale yellow to amber, depending on the concentration. This characteristic of the active ingredient s of no
sigcancefr theaffcacyortlrabiky o the I
Intramuscular injection: For | M. injection, Lebacef 0.5 g is dissolved in 2 ml, and Lebacef 1 g in 3.5 ml, of 1% lidocaine solution and
injected wall wiih a elaively large mass of muscle. I s recommended tha not mere han 1. bs ijecied af one sie
The lidocaine-containing solution must never be administered intravenously.
Intravemous ijection: or V. rfecton, Lbacef 0.5 s dissabed n 5. and Labacaf 1 gin 0 m. weter for iecon nd fecod nravencusly
over a period of 2-4 mi
Iniravenous infusion: Th infusion shoud ast a least 30 minutes. For V. infusion, 2 Lebace s dissaived in 40 m olcr\e of the following
calcium-free infusion solutions: physiological solution, glucose 5%, glucose 10 %, levulose 5%, dextran 6% in gluc
Caftiaxons 2.9 and ormidazdl § 9 re phyically and charmicaly compatil in 250 ml physiclogical sodium cHiords o glucose soluton
Incom, lities
Lebacef solutions should not be mixed with or piggy-backed into solutions containing other anibiotics. Similarly, they must not be added to
iuentsoktions cther than thos sed in “Diecins fr use”
Lebacef should not be added to calcium-containing solutions such as Hartmann's solution or Ringer's solution.
Ceftioxone 8 incompatible wilh amsacrine,vancomycin, luconazole and aminoglycosides
Contraindications
Ceftriaxone is contraindicated for patients with known hypersensitivity to the cephalosporin class of antibiotics. It should be avoided also in
patients with a history of immediate hypersensitivty reaction to penicilins.
Getiaxone is conlraindicated in the case

premature infants, induced bilirubin fromits binding to serum albumin

causes a risk of biirubin encephalopathy.

- Py
Contraindications of lidocaine hydrochloride must be excluded before intramuscular injection of ceftriaxone when lidocaine hydrochloride is
used as a solvent.

Warnings and precautions

Even after thorough history-taking, the possibility of anaphylactic reactions cannot be excluded. Should allergic reactions occur, Lebacef
must be discontinued immediately and appropriate therapy initiate

Gafiaxcn may proong et . ooy e shoud hesfors be checkd i K daficiency s suspect.

Therefoe. I Such cases Lebacef mustbe distontnued .mmemmly and appmpnale merapy initiated.
Antiperistaltic drugs are contraindicated in this case.
During long-term use of Lebacef, non-susceptible microorganisms may become difficult to control. Close patient supervision is therefore
essential. Appropriate measures must be taken if superinfection occurs during treatment.
False-positive Coombs'tests have been reported during treatment with cephalosporins, as well as false-posit
urine may occur as a result of administration of cefiriaxone.
Shadows that may be mistaken for gallstones have been detected in ultrasound scans of the gallbladder. Such shadows generally consist
of precipitates of the calcium salt of ceftriaxone. These precipiates usually occur following doses higher than the recommended dose. The
shadows disappear on completion or discontinuation of Lebacef therapy.
Rarely, these findings have been associated with symptoms. In case: . nonsurgical is
D of Lebacef in Case should b0 i the discrtion of o doclr

Rare cases of pancrealitis possibly due to cholestasis have been reported in patients treated with ceftriaxone. At interview most of the
palients concerned were found to have risk facors for cholestasis and biliary siudge, e.g. extensive previous reatment, serious disease or
total parenteral nutrition. The possibility that gallbladder precipitates due to Lebacef may act as triggers or cofactors cannot be ruled out.
Ceftriaxone can displace bilirubin from its binding to serum albumin. Treatment of hyperbilirubinemic neonates s therefore contraindicated
(see Contraindications).
Blood counts should be performed at regular intervals during prolonged treatment
Cation s advise i patiets wilhimpait renl functlon receing concomitant restment wih aminagycosides and durelcs
Ceftriaxone must not be mixed o concurrently with cal solutions, even if the solutions are given via different
o s, Casi of e seacions e 1o < earonone precipitates in lungs and kidneys have been described in neonates, even
when different infusion lines and times of administration were used for ceftriaxone and the calcium-containing solutions. For this reason
intravenous calcium-containing solutions must not be administered to neonates for at least 48 hours after the last dose of Lebacef (see
Contraindications)
Cases of intravascular cefiriaxone calcium precipitation after concomitant use of ceftriaxone with intravenous calcium-containing solutions
have not been reported in other age groups.
Nevertheless, coadministration should be avoided in al patients.
In case a lidocaine solution is used as solvent, ceftriaxone solutions should only be used for intramuscular injection.
Each gram of Lebacef contains approximately 3.6 mmol sodium. To be taken into consideration by patients on a controlled sodium diet.
Pregnancy and lactation
Pregnancy: Ceftriaxone crosses the placental barier. No controlled clinical studies are available.
Although no evidence of teratogenicity was detected in the relevant preciinical studies, Lebacef should only be used in pregnancy,
particularly in the first three months, if there is a compelling indication for is use.

actation: As ceftriaxone is excreted - albeit in low concentrations - in breast milk, Lebacef should not be used by nursing mothers. Where
reatment s abeolutay oesenta,broastioading Should be stopped
Driving and using machines
Since Lebacef may induce dizziness, the abilty to drive and operate machines may be impaired.
Undesirable effects
The following undesirable effects, which subsided either spontaneously or after withdrawal of the drug, have been observed during the use
of ceftriaxone:
Infections: Rare: mycosis of the genital tract, superinfection with non-susceptible organisms.
Blood and lymphatic system: Common: eosinophilia, leukopenia, rolongation of
prothrombin time. Rare: elevation of serum creatinine. Very rare: coagulation disorders. Very rarely, cases of agranulocylosis (< 500/mm?)
have been observed, mostly following a total dose of 20 g or more.
Blood counts should b performed a eguiar intervals during prolonged teatment. Sightprolongalion of prothrombin me has been reported

n: i . vomiting, stomatits, glossilis. Rare: pancreatits, possibly due to

bile duct obstruction. Most of the pauems Concermed ha sk faclrs for cholestass and biliary sludge, e.9. preceding major surgery, serious
disease or total parenteral nutrition. The possibilty that Lebacef may act as a trigger or cofactor in the formation of gallbladder precipitates
cannot be ruled out. Very rare: Pseudomembranous enterocolits.
Liver and gailbladder: Very commor: symplomatic precipitation of cefiriaxone calcium salt in the gallbladder of children, reversible
cholelithiasis in children. This disorder occurs rarely in adults (see Warnings and precautions). Common: increase in serum liver enzymes
@sTiscon AT (8GRI, e phosphatase).
n: rash, allergic dermatits, pruritus, urticaria, edema. Very rare: severe skin reactions (erythema multiforme, Stevens-Johnson
syndrcme or Lyell's syndrome/toxic epidermal necrolysis).
Kineys and uinary ract: Rs;oligta Vory ot ranal proiiats avs basn raported, mosty n chlen sged aver 3 yers whowers
treated with either high daily doses (.g.280 mg/kg/day) or total doses in excess of 10 g and who had additional risk factors (.g. reduced
id ke, confinement 1 bed, ec.), This sde et may of may not Gve rios o clincal manifostations, can 144 to renalfalure, and s
reversible upon discontinuation of Lebacef.

ive rea

ion for glucose in the

- Rare: headache, dizziness, fever, chills. Anaphylactic or anaphylactoid reactions
Vel wall flammatory reacons afer V. acminisuation. These may be mimized by sl (2.4 minuet) mjocton of te Subatance
Intramuscular injection without lidocaine solution is painful.

Overdosage

Excessive plasma concentrations of ceftriaxone cannot be reduced by hemodialysis or peritoneal dialysis. Symptomatic measures are
recommended for the treatment of patients following overdosage.

Interactions
No impsirent of ran! function has boen observe afe simutaneous scnirisraton ofarge doses ofcfiisxona and potst diursis such
as furosemide. No disulfiram-lke effect has followi of ceftriaxone and ingestion of alcohol. Ceflriaxone

does not contain the N-methylthiotetrazole molety It ha been assodated wih elhandl inioierance and Bioeding probiems wih e of

certain other cephalosporins.

Probenecid does not influence the elimination of ceflriaxone.

There is no evidence that ceftriaxone increases the renal toxicity of aminoglycosides. Nevertheless, the two products must be administered

separately (see Incompatibities).

Bacteriostatic drugs can interfere with the bactericidal action of cephalosporins.

Antagonistic effects were observed in an in vitro study of ceftriaxone in combination with chioramphenicol.

Pharmacodynamics

The bactericidal activity of cefiriaxone results from inhibition of cell wall synthesis. Ceftriaxone exerts in vitro activity against a wide range of
and friaxone has a long serum half-ife and it is highly stable to most f-lactamases and

9

both an bacteria. Ceftriaxone is usually active against the follo
microorganisms in o s iscons (see Indications)
Gram-positive aerobes: Staphylococcus aureus (incluing p rains), s pidormids,

(Str. pyogenes), ga!aclras!
Melhicilin-resistant Staphylococous spp. are resistant to nephﬂlosponns Tnclucing cefiraons. Moet e of Erveracond oo
Enttococcus fascals)are resistant

negative and positive), Citrobacter spp.,
Enterobacter b (Some sirains are ressiant). Eschorions col Haarmaphius ducrey Haarmophius influeizee (ncluing peniclinase-
producing strain p. (including K spp., Morganella morganii, Neisseria
gonorheae (mc\udmg penicillinase-producing strains), Neisseria menmgrrrdls Plesiomonas shrgellordes Proteus mirabilis, Proteus vulgaris,
Providencia spp., Pseudomonas aeruginosa (some strains are resistant), Salmonella spp. (including S. typhi), Serratia spp. (including
S. marcescens), Shigella spp., Vibrio spp. (including V. cholerae), Yersinia spp. (including Y. enterocolitica).

Note: Many strains of the above microorganisms that are multply resistant to other antibiotics, .g. penicillins, older cephalosporins and
aminoglycosides are susceplible to cefiriaxone. Treponema pallidum is sensmve in vitro and in animal experiments. Clinical investigations
indicate that primary and secondary syphilis respond well o cefriaxone ther
Anaerobic organisms: Bacteroides spp. (including some strains of B. Iragr/rs) Clostridium spp. (except Cl. difficile), Fusobacterium spp.
(except £ mortiferum and F. varium), Peptococcus spp., Peptostreptococcus spy
Note: Many strains of p lactamase-producing Bacterides spp. (nataby 5. gl are resistant
Pharmacokinetic:

The pharmacokinetics SFeotriacone are noninear

Absorption: After a single | M. injection of 1 g ceftriaxone, a peak plasma concentration of 81 mg/l was reached after 2-3 h. After a single

LV, infusion of 1 g, a concentration of 168.1  28.2 mg/l was reached after 30 min. After a single LV. infusion of 2 g, a concentration of

256.9 + 16.8 g/l was reached after 30 min.

The areas under the plasma-concentration-ime curves after LV. and .M. administration are identical. This means that the bioavailability of

intramuscularly administered cefiriaxone is 100%.

Distribution: The distribution volume is between 7 and 12 iter

On itravenous adminisiraion cefiraxons difuses rapidy into tersial body i, where bactericdal concentations against susceptble

organisms are maintained for 24 hours

Cefiriaxano s reversibly bound to alburin, the dogros of binding docreases wit ncreasing concentration. Thus, binding decreases fom
95% at a plasma concentration of < 100 mg/l to 85% at 300 mg/l. Owing to the lower albumin content, the proportion of free ceftriaxone in

eria e correspondingly higher than in plasma.




Ceflriaxone penetrates the inflamed meninges of neonates, infants and children.
The average concentration in CSF during bacterial meninglts is 17% of the plasma concentration; in aseptic meningitis it is 4%. 24 hours
after V. injection of Lebacef in doses of 50-100 mglkg bodyweight, ceftriaxone concentrations > 1.4 mg/l were measured in CSF.
In adult patients with meningitis, administration of 50 mg/kg leads within 2-24 hours to CSF concentrations several times higher than the
rinimunihiohoryconoeriraions reirsd fr the most comman casste organiams o el
riaxone is Only following bil inal lumen does the intestinal
flra ransion the scte ingrediontInto macie metabolte
Elimination: Plasma clearance s 10-23 miimin. Renal clarance is 5-12 milmin. 50-60% of ceftiaxone is excreted unchanged via the
kidneys, while 40-50% is excreted unchanged in the bile. The plasma half-ife in adults is about 8 hours.
Pharmacokinetics in special patient groups: In neonates, renal elimination accounts for about 70% of the dose.
In infants aged less than 8 days and in persons aged over 75 years, the average plasma half-ff is approximately 2-3 times that in healthy
young aduls.
i patients with mild to moderate renal failure or hepatic dysfunction, the pharmacokinetics of ceftriaxone are only slightly altered. The
plasma half-ife is minimally increased. If kidney function alone is impaired, biliary elimination of cefiriaxone s increased, whereas if iver
function alone is impaired, renal elimination s increased.
Presentation
Lebacef 0.5 g for LM. injection:
OPAT KIt: 1 vial containing sterile powder of ceftriaxone sodium equivalent to 0.5 g of cefiriaxone, 1 solvent ampoule conta
lidocaine solution (lidocaine hydrochloride 1%), sterile syringe, 2 needles, sterile alcohol swab, adhesive bandage:
Lebacef 0.5 g for LV. injection:
OPATKIt: 1 vial containing sterile powder of ceftriaxone sodium equivalent to 0.5 g of ceftriaxone, 1 solvent ampoule containing 5 ml water
for injection, sterile syringe, 2 needles, sterile alcohol swab, adhesive bandage.
Lebacef 0.5 g for LM./L.V. injection
Pack of 10 vials each containing sterlle powder of ceftriaxone sodium equivalent to 0.5 g of ceftriaxone.
Lebacef 1 g for M. injocon
T Containing sterile powder of ceflriaxone sodium equivalent 1o 1 g of ceflriaxone, 1 solvent ampoule containing 3.5 mi
fidocaine solumcn (naocame hydrochloride 1%), terile syringe, 2 needes, seril alcohol swab, adhesive bandage.
Lebacef 1 g for LV. inject
SRR AT CanaG 6 Containing sterile powder of ceftriaxone sodium equivalent to 1 g of ceftriaxone, 1 solvent ampoule containing 10 mi water
for injection, sterile synnge 2needes, steie alconol swab, adhesie bandage.
Lebacef 1 g for .M. ecti
Pack of 10 vials each comammg Sterile powder of ceflriaxone sodium equivalent to 1 g of ceftriaxone.
Lebacef 2 g for LV. infusion:
Pack of 1 or 10 vials each containing sterile powder of ceftriaxone sodium equivalent to 2 g of ceflriaxone,
Expiry date and storage conditions
See the expiry date printed on the outer carton.
This date refers o the product correctly stored in unopened package.
Beware not to use Lebacef after this date.
Store below 30°C. Protect from light and heat.
Keep all medicines out of reach of children.
Manufactured by: Mitim S.R.L.
Brescia, Italy
: ARWAN Pharmaceutical Industries Lebanon s.
Jadra, Lebanon

g2 ml

For

THIS IS A MEDICAMENT
+ Medicamentis a product which affects your health, and e consumplion contary (o nstuclions s angeroue for you.
« Follow stricty usea
+ The doctor and the pharmacist are experls in medicines, mew benefits and risks.
+ Do ot by yourseffinterrupt the period of reatment pre
+ Do not repeat the same prescription without consulting your doctor.
« Keepall out of the reach of children.

Council of Arab Health Ministers, Union of Arab Pharmacists




