LEBACEF

Arwan | Ceftriaxone

Composi(ion
Each vial contai
Active mqremem Sterile ceftriaxone sodium equivalent to 0.5 g/1 g/2 g of ceflriaxone.
Lebacef contains 3.6 mmol of sodium per gram of ceftriaxone
Indications
Infectons caused by pathogens wtich ara susceptite b cefiasone, inluing:
- Respiratory tract infections, particularly pneumonia, and and hrot nfoctons
" Aocominal nfactions. (pertonite. mfoctions of e ilary and Gastromtestinal ract)
- Renal and urinary tract infection:
- Infections of the genital organs, including gonorrhea
- Sepsis
- Infections of the bones, joints, soft issue and skin, and wound infections
- Infections in patients with impaired immune response
- Meningitis
- Disseminated Lyme borreliosis (stages i and ll)
Psrlopewﬂve prophylaxis of infections in operations on the gastrointestinal tract, biliary tract and urogental tract and in gynecological
cedures, but only in cases of potential or known contamination.
Ol tocemmandatons on appyopriae 456 of antetcs Should bo abserved, i partcular recommendations on how fo prevert ncroased
antibiotic resistance.
Dosage and administration
Dosage
Adults and children over 12 years
The usual dosage 4 15 & of Lobacef,  cuminstred once d (every 24 hours)
In severo cases or i nfoctons caused by only moderately sensitive organisms, the dosage may be raised to 4 g administered once daily.
leonates, infants and children up to 12 ye
Ths felowing dosage qudelines are ecormimanded for onco-daily administaton
Neonates (up to 14 days): A daily dose of 20-50 mglkg bodyweight; 50 mg/kg should not be exceeded.
Itis not necessary to differentiate between premature infants and those born at term.
Infants and chidren (15 days to 12 years): A daily dose of 20-80 mgkg.
For chidren with a bodyweight of 50 kg o more, the usual adult dosage should be used.
Inravenous doses of 50 g o mare per kg badyweigh shoud be given b slow fuson over o least 30 minules.
Elderly pat dosages recommended for adults require no modification in the case of geriatric patients
Doraioh of mmpy
‘The duration of Iherapy varies with the indication and the course of the disease.
Combination ther:
Synergy between Cobhcof and beer bacteria under ondii
Aithough enhanced activity of such omnatons s ot aiweys pyemc«ame Combinaion Shod o conidered severe, Fi-threciening
infections due to microorganisms such as Pseudomonas aeruginosa. Because of physical incompatibity, the two drugs must
administered separately at the recommended dosages.
Special dosage recommendations
eningit:In e osse ofbaceris meningi in nfan s chddren, 0f 100 mg/kg (ot
Once the pathogen has fied and its sensitivity determined, the dosage can be reduced accordingly. Best e ave ban
athiovad wih the flowing durations of térapy

[ Neisseria meningitidis | 4 days |
[ Haemophilus influenzae | 6 days |
\ pneumoniae. [ 7 days |

14 day
Gonerthan: For e rasimntof gonorrhea (penicilinase-producing and non-penicilinase producing sirains), a single | M. dose of 0.25
Lebacef is recommended.

infections in or potentially operations, a single dose of
1-2 g Lebacef - depending on ek of fackon e sacommended or cmsvasan 30,00 mncios prior to surgery. In colorectal surgery,
of Lebacef and a 5- e.g. omidazole, has proven effective.

imgared renl functo, there 10 e o recuce the dosage f Lebacef provided hepatc

function i ntact. However,in cases of preterminal renal faure <10

In Gilysis paionts no addiional adminitration s required fallwing dlayas. Rather, plasia concentratons i these patiens hould 56

monitored, as the elimination rate may be reduc

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 s intact.

In concomitant severe renal and hepatic dysfunction, 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 us:

Reconstituted solutions retain their physical and chemical stability for 6 hours at room temperature (25°C) or 24 hours at temperatures
3 general 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 is of no

signiicance for he effcacy of alerabilty of 1o dri

Intramuscular injection: For |.M. injection, Lebacef 0.5 g is dissolved in 2 mi, and Lebacef 1 g in 3.5 ml, of 1% lidocaine solution and

injected well within a relatively large mass of muscle. It is recommended that not more than 1 g be injected at one site.

The idocaine-conaiing solulon must never be administrad ntravenovsiy

Intravenous injection: For 1.V, injection, Lebacef 0.5 g s dissolved in 5 m, and Lebacef 1 g in 10 m, water for injection and injected intravenously

overa period of 2-4 minutes.

Intravenous infusion: The infusion should last at least 30 minutes. For LV, infusion, 2 g Lebacef is dissolved in 40 m of ane of the following

calcium-free infusion solutions: physiological solution, glucose 5%, glucose 10 %, levulose 5%, dextran 6% in glucose.

Ceftriaxone 2 g and omidazole 1g are physically and chemically compatible in 250 ml physiological sodium chloride or glucose solution

Incompatibi

Lebacef solutions should not be mixed with or pigay- -backed nto soluons contaiing ofher anttiolics Similarly, they must not be added to

diluent solutions other than those listed in ‘Directions for

Lebacef should not be added to calcium-containing autons such as Harlmanrs soluton or Ringer's solution.

Ceftriaxone is incompatible with amsacrine, vancomycin, fluconazole 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 hypersensitvity reaction to pencilins.

Cefriaxone Is containdicted in the case of:

, because ceftriaxone induced bilirubin displacement from its binding to serum albumin
causes a risk of bilirubin sncepha\opalhy

dl
centrammcauens of idocaine hydrochloride must be excluded before intramuscular injection of ceftriaxone when lidocaine hydrochloride is

Warmngs and precautions
Even after thorough history-taking, the possibilty of anaphylactic reactions cannot be excluded. Should allergic reactions ocour, Lebacef
must be discontinued immediately and appropriate therapy initiate
Ceftiaxone may prolong prothrombin time. Protrombin e shouid herefore be checked i viamin K defidiency is suspectod.
rhea, potentially
Therefore, in such cases Lebacef must be discontinued immediately and appropriate therapy initated.
Antiperistaltic drugs are containdicated n ths aso
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 oceurs during treatment
Faise-posilve Coombs' less have been ropoted during reaiment wih cephlosporis. as well as false-positive reaction for glucose in the
urine may occur as a result of administration of ceftria
Shadows that may be mistaken for gallstones have beon detected n ulrasound scars of gallbladder. Such shadows generally consist
of precipitates of the calcium salt of ceftriaxone. These precipitates usually occur following doses higher than the recommended dose. The
shadows disappear on completion or discontinuation of Lebacef thera
Raray, these findings have been associaled with symploms. In . nonsurgical is
of Lebacef in Shotld ba 4 the lscration of the doctor
Rare cases of pancrea(ms possibly due to cholestasis have been reported in patients treated with ceftriaxone. At interview most of the
patients concered were found to have risk factors for cholestasis and biliary sludge, e.g. extensive previous treatment, 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 neonates is therefore
(see Contraindications).
Blood counts should be performed at regular intervals during prolonged treatment
Caution is advised in patients with impaired renal function receiving concomitant treatment with aminoglycosides and diuretics.
Ceftriaxone must not be mixed or concurrently wi solutions, even if the solutions are given via different
infusion lines. Cases of fatal reactions due to calcium ceftriaxone precipitates in lungs and kidneys have been described in neonates, even
when different infusion lines and times of adminisiration were used for cefiriaxone 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

Cases of m(ravascular cefiriaxone calium precptaton after concomilant use of cfiriaxane with inaverous calsium ontaiing soluons
have not been reported in other age
Noverireloss. comgminiiration should bo avided i alpatons.
In case a lidocaine solution is used s 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 sodiu diet.
Pregnancy and lactation
the placental barrier. clinical studies are available.

Athough o Ptk teratogenicily was detected in the relevant precinical studies, Lebacef should only be used in pregnancy,
particularly in the first three months, i there is a compelling indication for it use.
Lactation: As ceftriaxone is excreted - albeit in low concentrations - in breast milk, Lebacef should not be used by nursing mothers. Where
treatment s absolutely essential, nreasueeumg should be stopped.
Driving and using machines
Since Lebacef may induce izsiness, he ability 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 ymphatic system: Common; cosinophiia, laukoperia hemolytic anemia,
prothrombin time. Rare: elevation of serum creatinine. Very rare: coagulation disorders. Very rarely, cases of agranulocytosis (< 500/mm)
havo baen abssrvad, mosty fokowing & oelcoss of 20 o s

regular prothrombin time has been reported.
Common: loose nausea, vomiting, stomatlts, glossitis. Rare: pancreatlts, possibly due to
bile duct obstruction. Most of the pafients concerned had risk factors for cholestasis and biliary siudge, .g. preceding major surgery, serious
dissass or ot parentral o The possibily that Lebacef may st 3 & gger or colactor n the fomaton f glbiadder precipitates
cannot be ruled out. Very rare: Pseudomembranous enterocolis.
Liver anel gallblader Var) common: symptomate precipiation of ceftriaxone calcium salt in the galbladder of chilen, reversibie
cholelithiasis in children. This disorder occurs rarely in adults (see Warnings and precautions). Common: increase in serum liver enzymes
(AST [SGOT], ALT [SGPT], alkaline phosphatase)
Skin: Common: rash, allergic dermatits, pruritus, urticaria, edema, Very rar
syndrome or Lyell's svndwme/tox\c epidermal necrolysis).
Kidneys and urinar oliguria. Very rare: renal precipitates have been reported, mostly in children aged over 3 years who were
oo wih et reh galy G056 (5 6,260 MKG day) o ta dosss in xcess of 10 and who had addiiondl sk factos (60, reduced
fluid intake, confinement to bed, etc.). This side effect may or may not give rise to clinical manifestations, can lead to renal failure, and is
reversible upon discontinuation of Lebace.

severe skin reacti thema multiforme, Ste Joh

: Rare: headache, dizziness, fever, chills. Anaphylactic or anaphylactoid reactions.
Vein wall inflammatory reactions after 1V. administration. These may be minimized by slow (2-4 minutes) injection of the substance.
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 impairment of renal function has been observed after of large doses of cefl d potent diuretics such
as furosemide. No disulfiram-like effect has been demonstrated following administration of ceftriaxone and ingestion of alcool. Ceftriaxone
does not contain the N-molhyihioterazole mofty that has been associated wilh ethanol itlarance and biseding problems wih use of
certain other cephalospori
Probenecid dogs hot fuence the eliminaton of cefiexone.
There is no evidence that cefiriaxone increases the renal toxicity of the two pr must be
separately (see Incompatibilities).
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.
Pharmacodynai
The bacoricdal sclty or csﬁnaxone rosulsfom nhibiion f ol wal syrthesis. Cotiaxone exats i i sctil agsinsts wido rango of
Ceftriaxone has a long serum half-life and it is highly stable to most B-lactamases and
both o of and bacteria. Ceftriaxone Is usually active against the following
microorganisms in vitro and in ciinical infections (see Indications)
Gram-positive serobes: Staphyococcus aures (ncluing ns),
preumoniae, (Str. pyogenes), (Slr agalacirae} Streptococcus vmdans, Slleplococcus bovis.
: resistant Staphylococcus spp. are resistant to cephalosporins, including Ceftriaxone. Most strains of Enterococel (e.g.
Enttococcus fascals) are resistant

ositive), Ci
Enterobacter spp. (some strains are resistant), Escherichia col, Haemophius ducreyi, Haomophius g (inlucing pemcmmase-
 Morgan: rgani,
gonortheae (including penicillinase-producing sirains), Neisseria msnmgmdrs Plesiomonas shigeloides, Profeus rabie Potocs igers,
Providencia spp., Pseudomonas aeruginosa (some strains are resistant), Salmonella spp. (including S. typhi), Serratia spp. (including
marcesoans). Stigels spp. Viro pp. (ncluding V. choerse), Yersiiaspp.(nclucing Y aterocoiica)

to: Many strains of the above microorganisms that are multply resistant (o other antibiotics, .g. penicillins, older cephalosporins and
aminoglycosides are susceptible to ceftriaxone. Treponema pallidum is sensitive in vitro and in animal experiments. Clinical investigations
indicate that primary and secondary syphilis respond well to cefiriaxane therapy.
Anserobi onganlsms: Bactorides spp (mcludmg some strains of B. Iragr/rs) Clostridium spp. (except Cl. difficile), Fusobacterium spp.
(except . um),
Note: Many strains of - aciamase. roducing Bacteroies spp. (notavly B, rags) are resstan
Pharmacokinetics
‘The pharmacokinetics of ceftriaxone are nonlinear.
Absorption: After a single LM injection of 1 g ceflriaxone, a peak plasma concentration of 81 mg/l was reached after 2-3 h. After a single
1V, 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 mg/l was reached after 30 min,
The areas under the plasma-concentration-time curves after |.V. and LM, administration are identical. This means that the bioavailabiliy of
intramusculariy administered cefiriaxone is 100%.
Distribution: The distribution volume is between 7 and 12 liters.
On iravenous administraton caftiaxone difuses rapidy into inersial body flid, where bactericida conceniraions againt susceptible
organisms are maintained for 2
Ceftriaxone is reversibly boun 10 albumin, the degree of binding decreases with increasing concentration. Thus, binding decreases from
95% at a plasma concentration of < 100 g/l to 85% at 300 mg/l. Owing to the lower albumin content, the proportion of free ceftriaxone in
interstital fluid is correspondingly higher than in plasma.




Ceftriaxone penetrates the inflamed meninges of neonates, infants and children
The average concentration in CSF during bacterial meningitis is 17% of the plasma concentration; in aseptic meningitis it is 4%. 24 hours
after LV, injection of Lebacef in doses of 50-100 mg/kg bodyweight, ceftriaxone concentrations > 1.4 mg/l were measured in
In adult patients with meningits, administration of 50 mg/kg leads within 2-24 hours to CSF concentrations several times higher than the
minimum niory concentatons eduire fo the most common causatve oganisms of meningis.
efiriaxone is itself. Only ] into the intestinal lumen does the intestinal
fora tensior tha acie ingredient ino macive metaoolies
Elimination: Plasma clearance is 10-22 miimin. Renal clearance is 5-12 mi/min. 50-60% of ceftriaxone is excreted unchanged via the
Kidneys, while 40-50% s excreted unchanged in the bile. The plasma halfife 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-ife is approximately 2-3 times that in healthy
young aduls.
in patients with mild to moderate renal failure or hepatic dysfunction, the pharmacokinetics of ceftriaxone are only siightly altered. The
plasma half-ife is minimally increased. If kidney function alone s impaired, biliary elimination of cefiriaxone s increased, whereas if liver
function alone is impaired, renal elimination is increased.
Presentation
Lebacef 0.5 g for |M. injection:
GPAT Kit: 1 vial containing sterile powder of ceftriaxone sodium equivalent to 0.5 g of cefiriaxone, 1 solvent ampoule containing 2 mi
fidocaine solution (idocaine hydrochloride 1%), sterile syringe, 2 needes, sterile alcohol swab, adhesive bandage.
Lebacef 0.5 g for V. injection:
OPAT KIt: 1 vial containing sterile powder of ceftriaxone sodium equivalent to 0.5 g of cefiriaxone, 1 solvent ampoule containing 5 mi 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 sterfle powder of ceftriaxone sodium equivalent to 0.5 g of ceflriaxone.
Lebacef 1 g for LM, injection
GPAT KIt: 1 vial containing terile powder of ceftriaxone sodium equivalent to 1 g of ceftriaxone, 1 solvent ampoule containing 3.5 mi
lidocaine solution (lidocaine hydrochloride 1%), sterile syringe, 2 needes, sterile alcohol swab, adhesive bandage.
Lebacef 1 g for L.V. injection:
Vial containing sterile powder of ceftriaxone sodium equivalent to 1 g of cefiriaxone, 1 solvent ampoule containing 10 ml water
for injection, sterile syringe, 2 needles, sterie alcohol swab, adhesive bandage.
Lebacef 1 g for LM./LV. injection:
Pack of 10 vials each containing sterile powder of ceftriaxone sodium equivalent to 1.g of ceftriaxone.
Lebacef 2 g for L.V, infusion:
Pack of 1 or 10 vials each containing sterile powder of ceftriaxone sodium equivalent to 2 g of cefiriaxone.
Expiry date and storage conditions
See the expiry date printed on the outer carton.
This date refers to 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, Ital
For: ARWAN Pharmaceutical Industries Lebanon s.a.l
Jadra, Lebanon

THIS IS A MEDICAMENT

« edicament i a product whih afects your heath, and s consumption corirary o mslmchons Is dangerous for you
+ Follow ity the docors prescrptio, the met d th
« The doctor and vedicines, their benefits and risk:
+ Do ot by yourself interrupt the period vmeannem prescibed for
+ Do not repeat the same prescription without consulting your doctor.
+ Keepall it of the reach of children
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