REVAXIME

N

Capsules - Powder for Oral Suspension Laylh Layy

Composition:

Capsule: Each REVAXIME capsule (200-400) contains: Cefixime

(200-400) mg.

Powder for oral suspension: Each 5 ml of REVAXIME oral suspension

contains: Cefixime 100 mg.

Mechanism of Action:

Cefixime is an antibiotic belonging to the family of cephalosporins

of the third generation, as with other cephalosporins, the bactericidal

action of cefixime results from inhibition of cell wall synthesis.

Antimicrobial Activity:

Cefixime has been shown to be active against most of the following

microorganisms, both in vitro and in clinical infections:

Gram-positive Bacteria: Streptococcus pneumonia- Streptococcus

pyogenes, Streptococcus agalactiae.

Gram-negative Bacteria: Escherichia coli- Haemophilus influen-

za- Moraxella catarrhalis- Neisseria gonorrhoeae- Proteus mirabilis,

Citrobacter amalonaticus- Citrobacter diverse- Haemophilus para

influenzae- Klebsiella oxytoca- Klebsiella pneumonia- Pasteurella

multocida- Proteus vulgaris- Providencia species- Salmonella species-

Serratia marcescens- Shigella species.

Resistance:

Cefixime may have limited activity against Enterobacteriaceae

producing extended spectrum beta-lactamases (ESBLs). Pseudomonas

species, Enterococcus species, strains of Group D streptococci, Listeria

monocytogenes, most strains of staphylococci (including methicil-

lin-resistant strains), most strains of Enterobacter species, most strains

of Bacteroides fragilis, and most strains of Clostridium species are

resistant to cefixime.

Pharmacokinetics:

Absorption: Cefixime capsules and suspension, given orally, are about

40% to 50% absorbed whether administered with or without food;

however, time to maximal absorption is increased approximately 0.8

hours when administered with food.

Distribution: Serum protein binding is concentration independent with

a bound fraction of approximately 65%.

Metabolism and Excretion: There is no evidence of metabolism of

cefixime in vivo. Approximately 50% of the absorbed dose is excreted

unchanged in the urine in 24 hours. 10 % of the administered dose is

also excreted in the bile in excess. The serum half-life of cefixime 3 to

4 hours but may range up to 9 hours in some normal volunteers.

Renal Impairment: In subjects with moderate impairment of renal func-

tion (20 to 40 mL/min creatinine clearance), the average serum half-life

of cefixime is prolonged to 6.4 hours. In severe renal impairment (5 to

20 mL/min creatinine clearance), the half-life increased to an average

of 11.5 hours. The drug is not cleared significantly from the blood by

hemodialysis or peritoneal dialysis.

Indications:

It is indicated in the treatment of adults and pediatric patients (six

months of age or older) with the following infections when caused by

susceptible bacteria:

1. Uncomplicated Urinary Tract Infections caused by Escherichia coli
and Proteus mirabilis.

2. Otitis Media caused by Haemophilus influenzae, Moraxella catarrha-
lis, Streptococcus pneumoniae and Streptococcus pyogenes.

3. Pharyngitis and Tonsillitis caused by Streptococcus pyogenes.

4. Acute Exacerbations of Chronic Bronchitis caused by Streptococcus

pneumoniae and Haemophilus influenzae.

5. Uncomplicated Gonorrhea (cervical/urethral) caused by Neisse-

ria gonorrhoeae (penicillinase-and non-penicillinase-producing
isolates).

Contraindications:

Cefixime is contraindicated in patients with known allergy to cefixime

or other cephalosporins.

Side Effects:

The most commonly seen adverse reactions were gastrointestinal

events including diarrhea, loose or frequent stools, abdominal pain,

nausea, dyspepsia, and flatulence.

Warnings & Precautions:

- Hypersensitivity Reactions: Anaphylactic reactions have been report-
ed with cefixime. Caution should be exercised when using cefixime
in patients with a history of hypersensitivity, such as asthma and skin
rashes. If any allergic reaction to cefixime occurs, the drug should be
discontinued immediately.

- Cefixime should be used with caution in-patients with renal impair-
ment.

- Caution should be exercised when cefixime is used in patients with
colitis, Cefixime should be discontinued in case of pseudomembra-
nous colitis.

Drug Interactions:

Anticoagulants: In common with other cephalosporins, increases in

prothrombin times have been noted in a few patients. Care should

therefore be taken in patients receiving anticoagulation therapy. Cefix-
ime should be administered with caution to patients receiving coumarin
type anticoagulants, e.g. warfarin potassium. Since cefixime may
enhance effects of the anticoagulants, prolonged prothrombin time with
or without bleeding may occur.

Carbamazepine: Elevated carbamazepine levels have been reported in

post marketing experience when cefixime is administered concomi-

tantly. Drug monitoring may be of assistance in detecting alterations in
carbamazepine plasma concentrations.

Pregnancy & Lactation:

Pregnancy: Category B, this drug should be used during pregnancy

only if clearly needed.

Lactation: It 1s not known whether cefixime is excreted in human milk.

Consideration should be given to discontinuing nursing temporarily

during treatment with this drug.

Pediatric & Geriatric Use:

- Safety and effectiveness of cefixime in children aged less than six
months old have not been established.

- No need for dosage adjustment in the elderly.

Dosage & Administration:

Adults:

- The recommended dose of cefixime is 400 mg daily, This may be
given as a 400 mg capsule daily or 200 mg capsule every 12.

- For the treatment of uncomplicated cervical/urethral gonococcal
infections, a single oral dose of 400 mg is recommended, the capsule
may be administered without regard to food.

- In the treatment of infections due to Streptococcus pyogenes, a thera-
peutic dosage of cefixime should be administered for at least 10 days.

Pediatric Patients (6 months or older):

- The recommended dose is 8 mg/kg/day of the suspension. This may
be administered as a single daily dose or may be given in two divided
doses, as 4 mg/kg every 12 hours.

Patient Weight Dose/Day (mg) cefixime for Oral
(kg) Suspension 100
mg/Sml
Dose/Day (ml)
5-7.5 50 2.5ml
7.6-10 80 4 ml
10.1-12.5 100 5ml
12.6-20.5 150 7.5ml
20.6-28 200 10 ml
28.1-33 250 12.5ml
33.1-40 300 15ml
40.1-45 350 17.5ml
45 or greater 400 20 ml

- Children weighing more than 45 kg or older than 12 years should be
treated with the recommended adult dose.

- In the treatment of infections due to Streptococcus pyogenes, a thera-
peutic dosage of cefixime should be administered for at least 10 days.

Doses for Adults with Renal Impairment:

- Creatinine Clearance >40 mL/minute: No dosage adjustment neces-
sary.

- Creatinine Clearance 20 to <40 mL/minute: Administer 75% of
normal daily dose.

- Creatinine Clearance <20 mL/minute: Administer 50% of normal
daily dose.

Overdose:

Gastric lavage may be indicated, no specific antidote exists. Cefixime

is not removed insignificant quantities from the circulation by hemodi-

alysis or peritoneal dialysis.

Suspension preparation:

1. Shake the bottle to release the dry powder.

2. Add half the amount of depending on the fill line.

3. Shake the bottle well.

4. Fill the volume with water to the fill line, then shake the bottle well

again.

Storage:

- REVAXIME Capsule: Store at Room Temperature (20 to 25°C).

- REVAXIME Powder for Oral Suspension:
- Prior to reconstitution: Store at Room Temperature.
- After reconstitution: Store at room temperature or in the refiregator.
- Keep tightly closed.

Packaging:

Capsules: Each REVAXIME carton box (200 400) contains: 10

capsules in a blister strip.

Powder for oral suspension: Each REVAXIME carton contains an

opaque bottle of 60 ml.
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