
DRUG DESCRIPTION :

 

Ceftriaxone is a sterile, semi-synthetic, broad-spectrum cephalosporin antibiotic for intravenous or

intramuscular use.

 

 

INDICATIONS IN BRIEF:

 

Lower respiratory tract infections

Acute bacterial otitis media

Skin and skin structure infections

Urinary tract infections (complicated and uncomplicated)

Uncomplicated gonorrhea (cervical/urethral and rectal)

Pelvic inflammatory disease

Bacterial septicemia

Bone and joint infections

Intra-abdominal infections

Meningitis

Surgical prophylaxis

 

 

INDICATIONS IN DETAILS:

 

 

LOWER RESPIRATORY TRACT INFECTIONS:

Caused by Streptococcus pneumoniae, Staphylococcus aureus, Haemophilus influenzae,

Haemophilus parainfluenzae, Klebsiella pneumoniae, 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, , Viridans group streptococci,

Escherichia coli, Enterobacter cloacae, Klebsiella oxytoca, Klebsiella pneumoniae, Proteus

mirabilis, Morganella morganii, , 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 byNeisseria gonorrhoeae, including both penicillinase- and nonpenicillinase-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, Escherichia coli, Proteus mirabilis, Klebsiella pneumoniae or

Enterobacter species.

 

INTRA-ABDOMINAL INFECTIONS:

Caused by Escherichia coli, Klebsiella pneumoniae, Bacteroides fragilis, Clostridiumspecies (Note:

most strains of Clostridium difficile are resistant) or Peptostreptococcus species.

 

MENINGITIS:

Caused by Haemophilus influenzae, Neisseria meningitidis or Streptococcus pneumoniae.

Ceftriaxone has also been used successfully in a limited number of cases of meningitis and shunt

infection caused by Staphylococcus epidermidis and Escherichia coli

 

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 (e.g., 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

(e.g., during coronary artery bypass surgery).

 

When administered prior to surgical procedures for which it is indicated, a single 1 gm dose of

Ceftriaxone provides protection from most infections due to susceptible organisms throughout the

course of the procedure.



 

 

ADMINISTRATION AND DOSAGE:

 

 

General Advices

- Reconstituted solution should be light yellow to amber. Do not administer if solution is cloudy or

precipitate is present.

- When giving by IM route, inject deeply into large muscle (e.g., upper outer quadrant of gluteus

muscle or lateral thigh); massage well.

- When giving by IV route, administer slowly over 3 to 5 min. Change IV sites every 48 to 72 h.

- For piggyback infusion, reconstituted solution may be diluted with D5W or sodium chloride 0.9%

infused over 30 to 60min.

 

Adults

IV/IM 1 to 2 g/day or in equally divided doses every 12 h (max, 4g/day).

 

If Chlamydia trachomatis is a suspected pathogen, appropriate antichlamydial coverage should be

added, because ceftriaxone sodium has no activity against this organism

 

Uncomplicated Gonococcal Infections

IM 250 mg as single dose.

 

Surgical Prophylaxis

IV/IM 1 g as single dose 30 min to 2 h before surgery.

 

Pediatric Patients

IV/IM 50 to 75 mg/kg/day in equally divided doses every 12h (max, 2 g/day).

 

Pediatric Meningitis

Children

IV/IM 75 mg/kg as loading dose then 100 mg/kg/day in divided doses every 12 h (max, 4 g/day).

The usual duration of therapy is 7 to 14 days

 

Important notes

 

Ceftriaxone Injection and calcium-containing solutions, including continuous calcium-containing

infusions such as parenteral nutrition, should not be mixed or co-administered to any patient

irrespective of age, even via different infusion lines at different sites

 

Hyperbilirubinemic neonates, especially prematures, should not be treated with Ceftriaxone

Injection,



 

Generally, Ceftriaxone Injection therapy should be continued for at least 2 days after the signs and

symptoms of infection have disappeared. The usual duration of therapy is 4 to 14 days; in

complicated infections, longer therapy may be required.

 

When treating infections caused by Streptococcus pyogenes, therapy should be continued for at

least 10 days.

 

No dosage adjustment is necessary for patients with impairment of renal or hepatic function;

however, blood levels should be monitored in patients with severe renal impairment (e.g., dialysis

patients) and in patients with both renal and hepatic dysfunctions.

 

 

HYPERSENSITIVITY:

 

Before therapy with ceftriaxone injection 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.

 

 

PREGNANCY:

 

Pregnancy Category B.

This drug should be used during pregnancy only if clearly needed.

 

LACTATION:

 

Low concentrations of Ceftriaxone are excreted in human milk. Caution should be exercised when

Ceftriaxone Injection is administered to a nursing woman.

 

PEDIATRIC USE

 

Safety and effectiveness of Ceftriaxone Injection in neonates, infants and pediatric patients have

been established for the dosages described in the dosage and administration section. In vitro

studies have shown that Ceftriaxone, like some other cephalosporins, can displace bilirubin from

serum albumin. Ceftriaxone Injection, USP should not be administered to hyperbilirubinemic

neonates, especially prematures

 

ADVERSE EFFECTS:

 

local reactions

pain, induration and tenderness. phlebitis was reported in <1% after iv administration.



 

hypersensitivity

rash , pruritus, fever or chills.

 

hematologic

eosinophilia , thrombocytosis and leukopenia. less frequently reported (<1%) were anemia,

hemolytic anemia, neutropenia, lymphopenia, thrombocytopenia and prolongation of the

prothrombin time.

 

gastrointestinal

diarrhea & less frequently reported (<1%) were nausea or vomiting, and dysgeusia. the onset of

pseudomembranous colitis symptoms may occur during or after antibacterial treatment.

 

hepatic

elevations of sgot or sgpt. less frequently reported (<1%) were elevations of alkaline phosphatase

and bilirubin.

 

renal

elevations of the bun . less frequently reported (<1%) were elevations of creatinine and the

presence of casts in the urine.

 

central nervous system

headache or dizziness were reported occasionally (<1%).

 

genitourinary

moniliasis or vaginitis were reported occasionally (<1%).

 

miscellaneous

diaphoresis and flushing were reported occasionally (<1%).

other rarely observed adverse reactions (<0.1%) include abdominal pain, agranulocytosis, allergic

pneumonitis, anaphylaxis, basophilia, biliary lithiasis, bronchospasm, colitis, dyspepsia, epistaxis,

flatulence, gallbladder sludge, glycosuria, hematuria, jaundice, leukocytosis, lymphocytosis,

monocytosis, nephrolithiasis, palpitations, a decrease in the prothrombin time, renal precipitations,

seizures, and serum sickness.

 

cases of fatal reactions with ceftriaxone-calcium precipitates in lung and kidneys in neonates have

been described. in some cases the infusion lines and times of administration of ceftriaxone and

calcium-containing solutions differed (see warnings).

 

 

OVERDOSAGE

 



In the case of overdosage, drug concentration would not be reduced by hemodialysis or peritoneal

dialysis. There is no specific antidote. Treatment of overdosage should be symptomatic.

 

 

CONTRAINDICATIONS :

 

Neonates (less than or equal to 28 days)

Hyperbilirubinemic neonates, especially prematures, should not be treated with Ceftriaxone

Injection.

In vitro studies have shown that Ceftriaxone can displace bilirubin from its binding to serum

albumin and bilirubin encephalopathy can possibly develop in these patients.

 

Ceftriaxone Injection, must not be co-administered with calcium-containing IV solutions, including

continuous calcium-containing infusions such as parenteral nutrition, in neonates because of the

risk of precipitation of Ceftriaxone-calcium salt. Cases of fatal reactions with Ceftriaxone-calcium

precipitates in lung and kidneys in neonates have been described.

 

 

DRUG INTERACTIONS

 

 

Interaction with Calcium-Containing Products

Ceftriaxone Injection and calcium-containing solutions, including continuous calcium-containing

infusions such as parenteral nutrition, should not be mixed or co-administered to any patient

irrespective of age, even via different infusion lines at different sites.

MANAGEMENT: As a further theoretical consideration and based on 5 half-lives of Ceftriaxone,

Ceftriaxone Injection and IV calcium-containing solutions should not be administered within 48

hours of each other in any patient.

 

Aminoglycosides

Increased risk of nephrotoxicity.

MONITOR: Coadministration of aminoglycosides and cephalosporins may increase the risk of

nephrotoxicity. An increased incidence of nephrotoxicity has been reported during concomitant

use of aminoglycosides and some, mostly older cephalosporins (e.g., cefaloridine, cefamandole,

cefazolin, cefotaxime, cefoxitin, ceftazidime, cefuroxime, cephalothin, ceftriaxone). The risk may

be greatest in the elderly or patients with preexisting renal impairment, when large doses are

used, and during prolonged treatment. However, some studies have reported no adverse

interaction between certain combinations of these agents.

 

MANAGEMENT: The lowest effective dosages of aminoglycosides and cephalosporins should be

used when they are prescribed in combination. Renal function should be monitored closely. The

same precaution may be applicable when aminoglycosides are administered via irrigation,



intrapleurally, intraperitoneally or orally, since aminoglycosides can be systemically absorbed via

these routes; however, clinical data are lacking.

 

 

WARNINGS

 

 

HYPERSENSITIVITY:

CAREFUL INQUIRY SHOULD BE MADE TO DETERMINE WHETHER THE PATIENT HAS HAD

PREVIOUS HYPERSENSITIVITY REACTIONS TO CEPHALOSPORINS, PENICILLINS OR

OTHER DRUGS.

 

Interaction with Calcium-Containing Products

Ceftriaxone Injection, and calcium-containing solutions, including continuous calcium-containing

infusions such as parenteral nutrition, should not be mixed or co-administered to any patient

irrespective of age, even via different infusion lines at different sites. As a further theoretical

consideration and based on 5 half-lives of Ceftriaxone, Ceftriaxone Injection, and IV calcium-

containing solutions should not be administered within 48 hours of each other in any patient

 

Clostridium difficile associated diarrhea (CDAD)

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all

antibacterial agents, including Ceftriaxone Injection, , and may range in severity from mild diarrhea

to fatal colitis. Treatment with antibacterial agents alters the normal flora of the colon leading to

overgrowth of C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin

producing strains of C. difficile cause increased morbidity and mortality, as these infections can be

refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in all

patients who present with diarrhea following antibiotic use. Careful medical history is necessary

since CDAD has been reported to occur over two months after the administration of antibacterial

agents.

If CDAD is suspected or confirmed, ongoing antibiotic use not directed against C. difficile may

need to be discontinued. Appropriate fluid and electrolyte management, protein supplementation,

antibiotic treatment of C. difficile, and surgical evaluation should be instituted as clinically

indicated.

 

 

IMPAIRED RENAL FUNCTION

 

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 Injection are

administered, but concentrations of drug in the serum should be monitored periodically. If

evidence of accumulation exists, dosage should be decreased accordingly

 

 

HEPATOTOXICITY

 

Dosage adjustments should not be necessary in patients with hepatic dysfunction; however, in

patients with both hepatic dysfunction and significant renal disease, Ceftriaxone Injection, 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 (e.g., chronic hepatic disease and

malnutrition) may require monitoring of prothrombin time during Ceftriaxone Injection, treatment.

Vitamin K administration (10 mg weekly) may be necessary if the prothrombin time is prolonged

before or during therapy.

 

 

PRECAUTIONS

 

Alterations in prothrombin times have occurred rarely in patients treated with Ceftriaxone.(see

IMPAIRED RENAL FUNCTION & Hepatotoxicity sections)

 

Prolonged use of Ceftriaxone Injection may result in overgrowth of nonsusceptible organisms.

Careful observation of the patient is essential. If superinfection occurs during therapy, appropriate

measures should be taken.

Ceftriaxone Injection, should be prescribed with caution in individuals with a history of

gastrointestinal disease, especially colitis.

 

There have been reports of sonographic abnormalities in the gallbladder of patients treated with

Ceftriaxone; some of these patients also had symptoms of gallbladder disease. These

abnormalities appear on sonography as an echo without acoustical shadowing suggesting sludge

or as an echo with acoustical shadowing which may be misinterpreted as gallstones. The chemical

nature of the sonographically detected material has been determined to be predominantly a

Ceftriaxone-calcium salt. The condition appears to be transient and reversible upon

discontinuation of Ceftriaxone and institution of conservative management.Therefore, Ceftriaxone

Injection, should be discontinued in patients who develop signs and symptoms suggestive of

gallbladder disease and/or the sonographic findings described above.
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