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Ceftriaxone for Injection USP 1g
For IV/IM use

WARNINGS: Before therapy with ceftriaxone is instituted, careful inquiry should be made to determine whether
the patient has had previous hypersensitivity reactions to cephalosporins, penicillins or other drugs. This
product should be given cautiously to penicillin-sensitive patients. Antibiotics should be administered with
caution to any patient who has demonstrated some form of allergy, particularly to drugs. Serious acute
hypersensitivity reactions may require the use of subcutaneous epinephrine and other emergency measures.
COMPOSITION: Each vial contains: Sterile Ceftriaxone Sodium USP Equivalent to Ceftriaxone (Anhydrous)lg.
DILUENT: Water forinjection 10 ml.

DESCRIPTION: Ceftriaxone sodium is a sterile, semi synthetic, broad-spectrum cephalosporin antibiotic for
intravenous or intramuscular administration. Ceftriaxone sodiumis (6 R, 7 R)-7-[2-(2-Amino-4- thiazolyl)
thio]methyl]-5-thia-1-azabicyclo [4.2.0] oct-2-ene-2-carboxylic acid, 7 2-(Z)-(0-methyloxime), disodium
salt, sesquaterhydrate.

CLINICAL PHARMACOLOGY: Ceftriaxone was completely absorbed following 1M administration with mean
maximum plasma concentrations occurring between 2 and 3 hours postdosing. Multiple IV or 1M doses
ranging from 0.5 to 2 gm at 12- to 24-hour intervals resulted in 15% to 36% accumulation of ceftriaxone above
single dose values. 33% to 67% of a ceftriaxone dose was excreted in the urine as unchanged drug and the
remainder was secreted in the bile and ultimately found in the faeces as microbiologically inactive compounds.
After a1 gm IV dose, average concentrations of ceftriaxone, determined from 1 to 3 hours after dosing, were
581 ug/mLin the gallbladder bile, 788 1g/mL in the common duct bile, 898 ug/mL in the cystic duct bile, 78.2
1g/gm in the gallbladder wall and 62.1 ug/mL in the concurrent plasma. Over a 0.15 to 3 gm dose range in
healthy adult subjects, the values of elimination half-life ranged from 5.8 to 8.7 hours; apparent volume of
distribution from 5.78 to 13.5 L; plasma clearance from 0.58 to 1.45 L/hour; and renal clearance from 0.32 to
0.73 L/hour. Ceftriaxone is reversibly bound to human plasma proteins, and the binding decreased from a value
of 95% bound at plasma concentrations of <25 ug/mL to a value of 85% bound at 300 ug/mL. Ceftriaxone
crosses the blood placenta barrier. Compared to that in healthy adult subjects, the pharmacokinetics of
ceftriaxone were only minimally altered in elderly subjects and in patients with renal impairment or hepatic
dysfunction therefore, dosage adjustments are not necessary for these patients with ceftriaxone dosages up to
2 gm per day. Ceftriaxone was not removed to any significant extent from the plasma by hemodialysis. In 6 of
26 dialysis patients, the elimination rate of ceftriaxone was markedly reduced, suggesting that plasma
concentrations of ceftriaxone should be monitored in these patients to determine if dosage adjustments are
necessary.

Ceftriaxone has been shown to be active against most strains of the following microorganisms
Aerobic gram negative microorganisms: Acinetobacter calcoaceticus, Enterobacter aerogenes, Enterobacter
cloacae, Escherichia coli, Haemophilus influenzae (including ampicillin-resistant and beta-lactamase
producing strains), Haemophilus parainfluenzae, Klebsiella oxytoca, Klebsiella pneumoniae, Moraxella
catarrhalis (including beta-lactamase producing strains), Morganella morganii, Neisseria gonorrhoeae
(including penicillinase- and nonpenicillinase-producing strains), Neisseria meningitidis, Proteus mirabilis,
Proteus vulgaris, Serratia marcescens, Ceftriaxone is also active against many strains of Pseudomonas
aeruginosa. Aerobic gram-positive microorganisms: Staphylococcus aureus (including penicillinase-
producing strains), Staphylococcus epidermidis, Streptococcus pneumoniae, Streptococcus pyogenes,
Viridans group streptococci. Anaerobic microorganisms: Bacteroides fragilis, Clostridium species,
Peptostreptococcus species.

INDICATIONS AND USAGE: Ceftriaxone is indicated for the treatment of the following infections when caused
by susceptible organisms:

LOWER RESPIRATORY TRACT INFECTIONS caused by Streptococcus pneumoniae, Staphylococcus aureus,
Haemophilus influenzae, Haemophilus parainfluenzae, Klebsiella pneumoniae, Escherichia coli, Enterobacter
aerogenes, Proteus mirabilis or Serratia marcescens .

ACUTE BACTERIAL OTITIS MEDIA caused by Streptococcus pneumoniae, Haemophilus influenzae
(including beta-lactamase producing strains) or Moraxella catarrhalis (including beta-lactamase producing
strains).

SKIN AND SKIN STRUCTURE INFECTIONS caused by Staphylococcus aureus, Staphylococcus epidermidis,
Streptococcus pyogenes , Viridans group Streptococci, Escherichia coli, Enterobacter cloacae, Klebsiella
oxytoca, Klebsiella pneumoniae, Proteus mirabilis, Morganella morganii, Pseudomonas aeruginosa, Serratia
marcescens, Acinetobacter calcoaceticus, Bacteroides fragilis or Peptostreptococcus species.

URINARY TRACT INFECTIONS (complicated and uncomplicated) caused by Escherichia coli, Proteus
mirabilis, Proteus vulgaris, Morganella morganii or Klebsiella pneumoniae.

UNCOMPLICATED GONORRHEA (cervical/urethral and rectal) caused by Neisseria gonorrhoeae, including
both penicillinase and non-penicillinase producing strains, and pharyngeal gonorrhea caused by
nonpenicillinase-producing strains of Neisseria gonorrhoeae .

PELVIC INFLAMMATORY DISEASE caused by Neisseria gonorrhoeae. Ceftriaxone, like other cephalosporins,
has no activity against Chlamydia trachomatis. Therefore, when cephalosporins are used in the treatment of
patients with pelvic inflammatory disease and Chlamydia trachomatis is one of the suspected pathogens,
appropriate antichlamydial coverage should be added.

BACTERIAL SEPTICEMIA caused by Staphylococcus aureus, Streptococcus pneumoniae, Escherichia coli,
Haemophilus influenzae or Klebsiella pneumoniae.

BONE AND JOINT INFECTIONS caused by Staphylococcus aureus, Streptococcus pneumoniae, Escherichia
coli, Proteus mirabilis, Klebsiella pneumoniae or Enterobacter species.

INTRA-ABDOMINAL INFECTIONS caused by Escherichia coli, Klebsiella pneumoniae, Bacteroides fragilis,
Clostridium species (Note: most strains of Clostridium difficile are resistant) or Peptostreptococcus species.
SURGICAL PROPHYLAXIS: The preoperative administration of a single 1 gm dose of ceftriaxone may

reduce the incidence of postoperative infections in patients undergoing surgical procedures classified as
contaminated or potentially contaminated (eg, vaginal or abdominal hysterectomy or cholecystectomy for
chronic calculous cholecystitis in high-risk patients, such as those over 70 years of age, with acute
cholecystitis not requiring therapeutic antimicrobials, obstructive jaundice or common duct bile stones) and in
surgical patients for whom infection at the operative site would present serious risk (eg, during coronary artery
bypass surgery).

CONTRAINDICATIONS: Ceftriaxone is contraindicated in patients with known allergy to the cephalosporin
class of antibiotics.

PRECAUTIONS

General: Although transient elevations of BUN and serum creatinine have been observed, at the recommended
dosages, the nephrotoxic potential of ceftriaxone is similar to that of other cephalosporins. Ceftriaxone is
excreted via both biliary and renal excretion . Therefore, patients with renal failure normally require no
adjustment in dosage when usual doses of ceftriaxone are administered, but concentrations of drug in the
serum should be monitored periodically. If evidence of accumulation exists, dosage should be decreased
accordingly. Dosage adjustments should not be necessary in patients with hepatic dysfunction; however, in
patients with both hepatic dysfunction and significant renal disease, Ceftriaxone dosage should not exceed 2
gm daily without close monitoring of serum concentrations. Alterations in prothrombin times have occurred
rarely in patients treated with ceftriaxone. Patients with impaired vitamin K synthesis or low vitamin K stores
(eg, chronic hepatic disease and malnutrition) may require monitoring of prothrombin time during ceftriaxone
treatment. Vitamin K administration (10 mg weekly) may be necessary if the prothrombin time is prolonged
before or during therapy. Prolonged use of ceftriaxone may result in overgrowth of nonsusceptible organisms.
Careful observation of the patient is essential. If super infection occurs during therapy, appropriate measures
should be taken. Ceftriaxone should be prescribed with caution in individuals with a history of gastrointestinal
disease, especially colitis.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Carcinogenesis: Considering the maximum duration
of treatment and the class of the compound, carcinogenicity studies with ceftriaxone in animals have not been
performed. The maximum duration of animal toxicity studies was 6 months.

Mutagenesis: Genetic toxicology tests included the Ames test, a micronucleus test and a test for chromosomal
aberrations in human lymphocytes cultured in vitro with ceftriaxone. Ceftriaxone showed no potential for
mutagenic activity in these studies.

Impairment of Fertility: Ceftriaxone produced no impairment of fertility when given intravenously to rats at
daily doses up to 586 mg/kg/day, approximately 20 times the recommended clinical dose of 2 gm/day.
Pregnancy: Teratogenic Effects: Pregnancy Category B. Reproductive studies have been performed in mice
and rats at doses up to 20 times the usual human dose and have no evidence of embryotoxicity, fetotoxicity or
teratogenicity. In primates, no embryotoxicity or teratogenicity was demonstrated at a dose approximately 3
times the human dose.

There are, however, no adequate and well-controlled studies in pregnant women. Because animal

reproductive studies are not always predictive of human response, this drug should be used during pregnancy
only if clearly needed.

Nursing Mothers: Low concentrations of ceftriaxone are excreted in human milk. Caution should be exercised
when ceftriaxone is administered to a nursing woman.

Pediatric Use: Safety and effectiveness of ceftriaxone in neonates, infants and pediatric patients have been
established. In vitro studies have shown that ceftriaxone, like some other cephalosporins, can displace
bilirubin from serum albumin. Ceftriaxone should not be administered to hyperbilirubinemic neonates,
especially premature.

ADVERSE REACTIONS: Pain, induration, tenderness, phlebitis, rash, pruritus, fever,chills, eosinophilia
thrombocytosis, leukopenia, anemia, hemolytic anemia, neutropenia, lymphopenia, thrombocytopenia,
prolongation of the prothrombin time,diarrhea , nausea or vomiting, dysgeusia, headache or dizziness,
moniliasis or vaginitis.

OVERDOSAGE: In the case of overdosage, drug concentration would not be reduced by hemodialysis or
peritoneal dialysis. There s no specific antidote. Treatment of overdosage should be symptomatic.

DOSAGE AND ADMINISTRATION: Ceftriaxone may be administered intravenously or intramuscularly.

ADULTS: The usual adult daily dose is 1 to 2 grams given once a day (or in equally divided doses twice a day)
depending on the type and severity of infection. The total daily dose should not exceed 4 grams.

PEDIATRIC PATIENTS: For the treatment of skin and skin structure infections, the recommended total daily
dose is 50 to 75 mg/kg given once a day (or in equally divided doses twice a day). The total daily dose should
notexceed 2grams.

Inthe treatment of meningitis, itis recommended that the initial therapeutic dose be 100 mg/kg (not to exceed 4
grams). Thereafter, a total daily dose of 100 mg/kg/day (not to exceed 4 grams daily) is recommended. The
daily dose may be administered once a day (or in equally divided doses every 12 hours). The usual duration of
therapyis 7 to 14 days.

Directions for use:

For 1M use dissolve the contents in 4ml of WFI (water for Injection) or 3.5ml of Lidocaine hydrochloride
Injection USP 1%. For IV use dissolve the contents in 10ml of Sterile Water for Injection USP. The reconstituted
solution should be used immediately after preparation.

STORAGE: Store below 30°C. Protect from light. Keep all medicines away from reach of children.
PRESENTATION: 1 vial packed ina carton. 1 vial + 1 WFl packed ina carton.
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