(For the use only of a Registered Medical Practitioner or a Hospital or a Laboratory)

SPIZEF TABLET

(Cefuroxime Axetil Tablets USP)

Name & Strength of Active Ingredients(s):
Cefuroxime Axetil USP equivalent to Cefuroxime (amorphous).
Cefuroxime Axetil USP equivalent to Cefuroxime (amorphous).

250mg
500 mg

Dosage form: Tablet for oral consumption

Product Description:
Spizef Tablet 250mg :- Off White Capsule shaped film coated tablet with "250" debossed
on one side and plain on the other side.

Spizef Tablet 500mg:- Off White Capsule shaped film coated tablet with "500" debossed
on one side and plain on the other side.

Pharmacodynamics

Cefuroxime, like other b-lactam antibiotics, acts by binding covalently to the enzymes
peptidoglycan transferase and D-alanine carboxypeptidase which inhibits the cross-linking
of peptidoglycan strands. This in turn affects the synthesis of the bacterial cell wall. Cell
lysis may actually result from continued activity of autolysis in presence of inhibited cell
wall synthesis.

Cefuroxime is an oral prodrug bactericidal Cephalosporin antibiotic. The orally absorbed
Cefuroxime possesses activity against Gram-positive bacteria, but a relatively narrow spectrum
against Gram-negative strains due in part to their susceptibility to b-lactamases.

Absorption:

Following oral administration of Cefuroxime axetil, the drug is absorbed from the GI tract
and rapidly hydrolyzed to Cefuroxime by nonspecific esterases in the intestinal mucosa and
blood. Bioavailability following oral administration of Cefuroxime axetil is variable and
depends on the formulation used and presence of food in the Gl tract.

In adults, bioavailability of Cefuroxime following oral administration of Cefuroxime axetil
tablets averages about 37% when given in the fasting state and 52% when given with or
shortly after food. Absorption of the drug is increased when given with milk. Following oral
administration in adults of a single 125 mg, 250 mg or 500 mg dose of Cefuroxime axetil
tablets immediately following a meal, peak serum Cefuroxime concentrations are attained
approximately 2-3 hours after the dose and average 2.1, 4.1, and 7 mcg/mL respectively;
serum concentrations 6 hours after the dose average 0.3, 0.7 and 2.2 mcg/mL respectively.
AUC of'the drug in these individuals averaged 6.7, 12.9 and 27.4 mcg-h/mL respectively.

Distribution:

Cefuroxime is 33-50% bound to serum proteins. Cefuroxime readily crosses the placenta and it
is distributed into milk. The apparent volume of distribution of Cefuroxime in healthy adults
ranges from 9.3 - 15.8 L/1.73 m2.

Metabolism:Cefuroxime is not metabolised. The axetil moiety is metabolised to acetaldehyde
and acetic acid.

Elimination:

Cefuroxime is excreted unchanged in the urine. In adults, about 50% of the administered dose is
recovered in the urine within 12 hours in adults, the serum or plasma half-life of Cefuroxime
following oral administration of tablets ranges from 1.2-1.6 hours.

In the patients with renal impairment, the serum half-life of the drug is prolonged and generally
ranges from 1.9-16.1 hours depending on the degree of impairment.

A serum half-life of 15-22 hours has been reported in anuric patients.

Indication

Upper respiratory tract infections for example, ear, nose and throat infections, such as otitis
media, sinusitis, tonsillitis and pharyngitis. Lower respiratory tract infections for example,
pneumonia, acute bronchitis, and acute exacerbations of chronic bronchitis. Genito-urinary tract
infections for example, pyelonephritis, cystitis and urethritis. Skin and soft-tissue infections for
example, furunculosis, pyoderma, and impetigo. Gonorrhoea, acute uncomplicated gonococcal
urethritis and cervicit

Recommended Dose
The usual course of therapy is 7 days (Range 5 - 10 days) period. Spizef Tablet should be taken after food
for optimum absorption.

Adults: Most infections - 250mg twice daily

Urinary tract infections - 125mg twice daily

Mild to moderate lower tract infections e.g. bronchitis - 250mg twice daily.
bronchitis - 250mg twice daily

More severe lower tract infections, or if pneumonia is suspected - 500mg twice daily
Pyelonephritis - 250mg twice daily

Uncomplicated gonorrhoea - single dose of 1g

Children: Most infections - 125mg twice daily, to a maximum of 250mg daily.
Children aged two years or older with otitis media or where appropriate, with more severe
infections-250mg twice daily, to a maximum of 500mg daily.

Spizef Tablet should not be crushed and are therefore unsuitable for treatment of patients, such as younger]
children, who cannot swallow tablets.

There is no experience of using Spizef Tablet in children under the age of 3 months

Route of Administration:
Tablet for oral consumption

Contraindication:
Hypersensitivity to cephalosporin antibiotics.

‘Warnings and precaution
Special care is indicated in patients who have experienced an allergic reaction to penicillins
or other beta-lactams.

Serious and occasionally fatal hypersensitivity reactions (including anaphylactoid and
severe cutaneous adverse reactions) have been reported in patients receiving therapy with

beta-lactams. Before initiating therapy with Spizef, careful inquiry should be made
concerning previous hypersensitivity reactions to penicillins, cephalosporins, carbapenems
or other beta-lactam agents. If an allergic reaction occurs, Spizef Tablets must be
discontinued immediately and appropriate alternative therapy instituted.

As with other antibiotics, prolonged use of Spizef may result in the overgrowth of non-
susceptible organisms (e.g. Candida, Enterococci, Clostridium difficile), which may require
interruption of treatment. Pseudomembranous colitis has been reported with the use of
broad-spectrum antibiotics; therefore, it is important to consider its diagnosis in patients
who develop serious diarrhoea during or after antibiotic use.

The Jarisch-Herxheimer reaction has been seen following Spizef treatment of Lyme disease.
It results from the bactericidal activity of Spizef on the causative organism of Lyme disease,
the spirochaete Borrelia burgdorferi. Patients should be reassured that this is common and
usually self-limited consequence of antibiotic treatment of Lyme disease.

With a sequential therapy regime the timing of change to oral therapy is determined by
severity of the infection, clinical status of the patient and susceptibility of the pathogens
involved. The change to oral therapy should only be made once there is a clear clinical
improvement. If there has been no clinical improvement after 72 hours of parenteral
treatment, then the patient's treatment should be reviewed. Please refer to the relevant
prescribing information for cefuroxime sodium before initiating sequential therapy.

Interactions with other medicaments:

In common with other antibiotics, Spizef may affect the gut flora, leading to lower oestrogen
reabsorption and reduced efficacy of combined oral contraceptives.

As a false negative result may occur in the ferricyanide test, it is recommended that either the
glucose oxidase or hexokinase methods are used to determine blood/plasma glucose levels
in patients receiving cefuroxime axetil. This antibiotic does not interfere in the alkaline
picrate assay for creatinine.

Concurrent administration of probenecid increases the area under the mean serum
concentration time curve by 50%. Serum levels of cefuroxime are reduced by dialysis.

A positive Coomb's test has been reported during treatment with cephalosporins. This
phenomenon can interfere with cross matching of blood.

Pregnancy and lactation:

There is no experimental evidence of embryopathic or teratogenic effects attributable to
cefuroxime axetil but, as with all drugs, it should be administered with caution during early
months of pregnancy. Cefuroxime is excreted in human milk, and consequently caution
should be exercised when cefuroxime axetil is administered to a nursing mother.

Side effects:

Adverse drug reactions to cefuroxime axetil are generally mild and transient in nature.

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

very common (2 1/10 ), common (2 1/100, <1/10), uncommon (2 1/1000, <1/100), rare (=
1/10,000, < 1/1000), very rare <1/10,000 .

Infections and infestations
Common: Candida overgrowth from prolonged use

Blood and lymphatic system disorders

Common: Eosinophilia

Uncommon: Positive Coombs' test, thrombocytopenia, leukopenia (sometimes profound)
Very rare: Haemolytic anaemia

Cephalosporins as a class tend to be absorbed onto the surface of red cells membranes and
react with antibodies directed against the drug to produce a positive Coombs' test (which can
interfere with cross-matching of blood) and very rarely haemolytic anaemia.

Immune system disorders

Hypersensitivity reactions including

Uncommon: Skinrashes

Rare: Urticaria, pruritus

Very rare: Drug fever, serum sickness, anaphylaxis

Nervous system disorders
C : Headache, dizzine:

Gastrointestinal disorders

Common: Gastrointestinal disturbances including diarrhoea, nausea, abdominal pain
Uncommon: Vomiting

Rare: Pseudomembranous colitis

Hepatobiliary disorders
Common: Transient increases of hepatic enzyme levels, [ALT (SGPT),AST (SGOT), LDH]
Very rare: Jaundice (predominantly cholestatic), hepatitis

Skin and subcutaneous tissue disorders
Very rare: Erythema multiforme, Stevens-Johnson syndrome, toxic epidermal necrolysis
(exanthematic necrolysis)

Symptoms and treatment of overdose:
Overdosage of cephalosporins can cause cerebral irritancy leading to convulsions.
Serum levels of cefuroxime can be reduced by haemodialysis or peritoneal dialysis.

Storage condition:
Store in a dry place at a temperature not exceeding 30°C, protect from light.

Presentation:
Spizeftablet 250 mg: Strip pack of 10 tablets in a strip.
Spizeftablet 500 mg: Strip pack of 10 tablets in a strip.

Spizeftablet 250 mg: Regn. No: MAL 07122799AZ
Spizeftablet 500 mg: Regn. No: MAL 07122800AZ
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