Capsules/
Suspension

GEFRINE

(Cephradine)

QUALITATIVE AND QUANTITATIVE COMPOSITION
Cefrinex 250mg Capsules

Each capsule contains:

Cephradine USP ....... 250mg

(Product Specs: BP)

"Product contains lactose”

Cefrinex 500mg Capsules
Each capsule contains:
Cephradine USP ....... 500mg
(Product Specs: BP)

Cefrinex 125mg/5mL Suspension
Each 5mL contains:

Cephradine USP ....... 125mg
(Product Specs: BP)

Cefrinex 250mg/5mL Suspension
Each 5mL contains:

Cephradine USP ....... 250mg
(Product Specs: BP)

PHARMACEUTICAL FORM
Capsules and Powder for oral Suspension

CLINICAL PARTICULARS

Therapeutic indications

Cephradine capsules and suspension is indicated in the treatment of bacterial

infections of the respiratory and urinary tracts and of the skin and soft tissues,

+ Upper respiratory tract infections; sinusitis, pharyngitis, tonsillitis,
laryngo-tracheo bronchitis and otitis media.

+ Lower respiratory tract infections; acute and chronic bronchitis, lobar and
bronchopneumonia.

«  Urinary tract infections; cystitis, urethritis and pyelonephritis.

« Skin and soft tissue infections ; impetigo, abscess, cellulitis, furunculosis.

Cephradine Capsules and suspension are also used in the prophylaxis of

postoperative infections following surgical procedures associated with a high

risk of infection and for patients with a reduced host resistance to bacterial

infection.

Cephradine should be administered immediately prior to surgery in order to

ensure sufficient local tissue concentrations at the time that contamination is

likely to occur. Treatment should be continued during the post operative period

A

Posology and method of administration

Posology

Adults

Respiratory tract infections and skin and soft tissue infections:

The usual dose is 250mg or 500mg four times daily or 500mg or 1g twice daily
depending on the severity and site of infection.

Urinary tract infections

The usual dose is 500mg four times daily or 1g twice daily. This may need to be
increased for severe or chronic infections. Prolonged intensive therapy is
needed for complications such as prostatitis and epididymitis.

Elderly
As for adults. Patients with impaired renal or hepatic function should be
monitored as modifications of the dosage schedule may be required.

Pediatric population

The usual dose is 25 to 50mg/kg/day total, given in two or four equally divided
doses.

For otitis media daily doses from 75 to 100mg/kg in divided doses every 6 to 12
hours are recommended. Maximum dose 4g per day.

Cephradine may be taken without regard to meals.
All patients irrespective of age and weight:

In the case of severe or chronic infection larger doses of up to 1g four times
daily may be given.

Administration should be continued for a minimum of 48-72 hours after the
patient becomes asymptomatic or evidence of bacterial eradication has been
obtained. For infections caused by hemolytic strains of streptococci, a minimum
of 10 days treatment is recommended to guard against the risk of rheumatic
fever or glomerulo-nephritis.

For the treatment of chronic urinary tract infections, frequent bacteriological
and clinical appraisal is necessary during therapy and may be necessary for
several months afterwards.

Persistent infections may require treatment for several weeks. Smaller doses
than those indicated above should not be used. Doses for children should not
exceed those recommended for adults. As cephradine is available in both
injectable and oral forms, patients may be changed from injection to capsules
at the same dosage level.

Dosage in renal impairment:
For patients not on dialysis: The following dosage schedule guideline is based



on a dosage of 500mg 6 hourly and on creatinine clearance:
Creatinine Clearance (More than 20mL/min): 500mg 6 hours
Creatinine Clearance (5-20mL/min): 250mg 6 hours

Creatinine Clearance (less than 5 mL/min): 250mg 50-70 hours

For patients on chronic, intermittent hemodialysis

Cephradine (250mg) At start of hemodialysis

Cephradine (250mg) 6-12 hours after start

Cephradine (250mg) 36-48 hours after start

Cephradine (250mg) At start of next hemodialysis if >30 hours after previous
dose.

Further modification of the dosage schedule may be required in children as
directed by the physician.

Contraindications
« Hypersensitivity to the active substance

Special warnings and precautions for use

Following administration of cephradine, a false positive reaction for glucose in
the urine may occur with Benedict's or Fehling’s solution or with reagent tablets
such as Clinitest. This does not occur with enzyme-based tests such as
Clinistix or Diastix.

Prolonged use of antibiotics may result in overgrowth of non-susceptible
organisms.

Dosage should be reduced in renal failure.

Patients with rare hereditary problems of galactose intolerance, total lactase
deficiency or glucose-galactose malabsorption should not take this medicine.

Interaction with other medicinal products and other forms of interactions
Loop diuretics may increase nephrotoxicity of cephalosporins.

Probenecid has been seen to raise serum concentrations of cephradine, by
reducing renal clearance of the cephalosporins.

There is evidence of partial allergenicity between the penicillins and the
cephalosporins. Therefore, cephradine should be used with caution in those
patients with known hypersensitivity to penicillins. There have been instances
of patients who have had reactions to both drug classes (including anaphylax-
is).

Fertility, Pregnancy and Lactation

Eertility: No teratogenic effects.

Pregnancy: Use should be avoided in pregnancy especially in the first
trimester, unless considered essential by the physician.

Breast-feeding: Cephradine is excreted in breast milk and therefore should be
used with caution in lactating mothers.

Effects on abi to drive and use machines
Since the medicine may cause dizziness, patients should be cautioned about
operating hazardous machinery, including automobiles.

Undesirable effects

Undesirable effects are uncommon and mainly mild in nature. They are limited
essentially to gastrointestinal disturbances and on occasion to hypersensitivity
phenomena.

Infections and infestations
Rarely: Antibiotic-associated colitis.
Frequency unknown: Vaginitis, candidal overgrowth, candidiasis.

Blood and lymphatic system disorders
Frequency unknown: Eosinophilia, blood disorders (including thrombocytope-
nia, leucopenia, agranulocytosis, aplastic anemia and hemolytic anemia).

Immune system disorders
Frequency unknown: Fever, arthralgia, serum sickness-like reactions,
anaphylaxis.

Psychiatric disorders
Frequency unknown: Confusion, sleep disturbances.

Nervous system disorders

Frequency unknown: Hypersensitivity, hyperactivity, hypertonia, dizziness,
nervousness

Rarely: Headache.

Gastrointestinal disorders
Frequency unknown: Diarrhea, nausea, glossitis, heartburn
Rarely: Vomiting, abdominal discomfort

Hepatobiliary disorders
Frequency unknown: Liver, enzyme disturbances, transient hepatitis,
cholestatic jaundice.

Skin and subcutaneous tissue disorders
Frequency unknown: Rashes, toxic epidermal necrolysis, pruritus, urticaria,
erythema multiforme, Stevens-Johnson syndrome, oedema.

Renal and urinary disorders
Frequency unknown: Reversible interstitial nephritis.

General disorders and administration site conditions
Frequency unknown: Tightness in the chest.

Investigations

Frequency unknown: Elevation of blood urea nitrogen, serum creatinine,
alanine aminotransferase, aspartate aminotransferase, total bilirubin, alkaline
phosphatase, positive direct Coombs’ test.

Musculoskeletal and connective tissue disorder
Frequency unknown: Joint pain.

Overdose

The symptoms of cephradine overdose are non-specific and are generally
nausea, vomiting, diarrhea and gastric upsets. Treatment is mainly supportive
although gastric lavage will be necessary if a large amount has been ingested.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Pharmacotherapeutic group: first generation cephalosporin, ATC code:
J01DB09.

Mechanism of action

Cephradine is a broad-spectrum first-generation cephalosporin antibiotic active
against both Gram-positive and Gram-negative bacteria. It is also highly active
against most strains of penicillinase producing Staphylococci.

The anti-bacterial action is through inhibition of bacterial cell wall synthesis,
probably by acylation of membrane bound transpeptidase enzymes. This
prevents cross-linkage of peptidoglycan chains which is necessary for bacterial
cell wall strength and rigidity.

Susceptibility: The following organisms have shown in vitro sensitivity to



cephradine.

Gram-positive Aerobes: Staphylococci (both penicillin sensitive and resistant
strains), Streptococci, Streptococcus pneumoniae and  Streptococcus
pyogenes (beta haemolytic).

Gram-negative Aerobes: E. ia coli, Haemophilus influenzae, Klebsiella
spp, Neisseria spp., Proteus mirabilis, Salmonella spp. (including Salmonella
typhi) and Shigella spp.

Because Cephradine is unaffected by penicillinase, many strains of
Escherichia coli and Staphylococcus aureus which produce this enzyme are
susceptible to Cephradine but resistant to ampicillin.

Insusceptible microorganisms:

The prevalence of resistance may vary geographically and with time for
selected species and local information on resistance is desirable, particularly
when treating severe infections. In general, bacterial resistance to
cephalosporins usually results both from the production of a B-lactamase and
the presence of permeability barriers to the drug.

Pharmacokinetic properties

Absorption

Cephradine has a high degree of stability to many beta-lactamases. It has a low
degree of protein binding and a large volume of distribution. Therefore, tissue
levels are generally found to be high. Oral cephradine can be given twice or
four times daily and is well absorbed. Cephradine is acid stable and is rapidly
absorbed following oral administration in the fasting state.

Distribution

Following doses of 250mg, 500mg and 1000mg average peak serum levels of
approximately 9, 16.5, and 24.2 mcg/mL, respectively, were obtained at one
hour. The presence of food in the gastrointestinal tract delays the absorption
but does not affect the total amount of cephradine absorbed. Measurable
serum levels are present six hours after administration.

Elimination

Over 90% of the drug is excreted unchanged in the urine within 6 hours. Peak
urine concentrations are approximately 1600 mcg/mL following a 250mg dose,
3200 mcg/mL following a 500mg dose, and 4000 mcg/mL following a 1000mg
dose. After 48 hours administration of 100mg/kg/day of cephradine for the
treatment of otitis media, cephradine has been measured in the middle ear
exudate at an average level of 3.6 mcg/mL.

PHARMACEUTICAL PROPERTIES
Incompatibilities
None

Shelf life
03 years

Manufactured by:
Bosch Pharmaceuricals (Pvr.) Lrd.

221-223, Sector 23, Korangi Industrial Area,
Karachi - Pakistan

Special precautions for storage and instructions

Keep bottle tightly closed.

Protect from heat, sunlight & moisture, store at room temperature (15°C -
30°C).

The expiration date refers to the product correctly stored at the required
condition.

Keep out of the reach of children.

Close the bottle properly after use.

To be sold on the prescription of a registered medical practitioner only.

Nature And Contents Of Container/ Presentation

Cefrinex 250mg Capsules: Blister pack of 1x12’s

Cefrinex 500mg Capsules: Blister pack of 2x6's

Cefrinex 125mg/5mL Suspension: Pack contains dry powder for 90mL
suspension (After reconstitution) in a Amber glass bottle.

Cefrinex 250mg/5mL Suspension: Pack contains dry powder for 90mL
suspension (After reconstitution) in a Amber glass bottle.

REGISTRATION HOLDER / MARKETING AUTHORIZATION HOLDER
Head Office:

Bosch Pharmaceuticals (Pvt.) Ltd

8, Modern Society, Tipu Sultan Road, Karachi-Pakistan

Manufacturer:
Bosch Pharmaceuticals (Pvt.) Ltd.
221-223, Sector 23, Korangi Industrial Area, Karachi-Pakistan.

REGISTRATION / MARKETING AUTHORIZATION NUMBER

Cefrinex 250mg Capsules:015123

Cefrinex 500mg Capsules:015124

Cefrinex 125mg/5mL Suspension:015125

Cefrinex 250mg/5mL Suspension:015126

DATE FROM WHICH MARKETING IS AUTHORIZED/RENEWAL OF
AUTHORIZATION

03-03-1994/02-03-2019

DATE OF REVISION OF THE TEXT.
12-03-2024
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For Healthcare Professionals only
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