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IPICLAV
Amoxicillin & Clavulanate Potassium Tablets USP

INTRODUCTION
Amoxicillin and Clavulanic acid is a fixed combination of semisynthetic antibiotic
amoxicillin trihydrate and Clavulanic acid.

COMPOSITION

Ipiclav-625
Each film coated tablet contains:
Amoxicillin Trihydrate USP
equivalent to Amoxicillin …..500 mg
Potassium Clavulanate
equivalent to Clavulanic Acid …..125mg

PHARMACOLOGY
The combination of amoxicillin and clavulanic acid usually is bactericidal in action.
Concurrent administration of clavulanic acid does not alter the mechanism of action of
amoxicillin. However, because clavulanic acid has a high affinity for and binds to certain b-
lactamases that generally inactivate amoxicillin by hydrolyzing its b-lactam ring, concurrent
administration of the drug with amoxicillin results in a synergistic bactericidal effect which
expands the spectrum of activity of amoxicillin against many strains of b-lactamase
producing bacteria that are resistant to amoxicillin alone. Clavulanic acid acts generally as an
irreversible, competitive inhibitor of b-lactamases.

PHARMACOKINETICS
Crossover studies using fixed combination of amoxicillin and clavulanate, amoxicillin alone
and clavulanate alone indicate that concomitant administration of clavulanic acid doses not
affect the pharmacokinetics of amoxicillin.
Amoxicillin trihydrate and clavulanic acid are both generally stable in the presence of acidic
gastric secretions and are well absorbed following oral administration. Peak serum
concentrations of amoxicillin and clavulanic acid are generally attained within 1-2.5 hours
following oral administration of a single dose of Co-amoxiclav in fasting adults. Following
administration of combination, amoxicillin and clavulanic acid are both distributed into lungs,
pleural fluid and peritoneal fluid. Low concentration of each drug is attained in sputum and
saliva. Only minimal concentrations of amoxicillin and clavulanic acid are attained in the
CSF following oral administration of co amoxiclav in patients with uninflamed meninges;
higher concentrations may be attained when menings are inflamed. Amoxicillin is 17-20%
bound to serum proteins. Clavulanic acid is reportedly 22-30% bound to serum proteins at a
concentration of 1-100ug/mL.
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Amoxicillin and clavulanic acid readily cross the placenta. Amoxicillin and clavulanic acid
are distributed into milk in low concentrations. Serum concentrations of both the drugs
decline in a biphasic manner and half-lives of the drug are similar.
Following oral administration of co-amoxiclav in adults with normal renal function,
amoxicillin has an elimination half-life of 1-1.3 hours and clavulanic acid has a distribution
half-life of 0.28 hours and an elimination half-life of 0.78-1.2 hours. Following oral
administration of a single dose in adults with normal renal function, approximately 50-73%
and 25-45% of amoxicillin and clavulanic acid are both removed by hemodialysis. Clavulanic
acid is excreted in urine principally by glomerular filteration.

MICROBIOLOGY
Amoxicillin is a semi-synthetic antibiotic with a broad spectrum of bactericidal activity
against many gram positive and gram negative microorganisms. Amoxicillin is however
susceptible to degradation by beta-lactamase and therefore the spectrum of activity does not
include organisms which produce enzymes. Clavulanic acid is a beta-lactamase structurally
related to penicillins. It has ability to inactivate a wide range of beta-lactamase enzymes
commonly found in micro-organisms resistant to penicillins and cephalosporins. In particular
it has good activity against the clinically important plasmid mediated beta lactamases
frequently responsible for transferred drug resistance.

The formulation of amoxicillin and clavulanic acid protects amoxicillin from degradation by
beta-lactamase enzymes and effectively extends the antibiotic spectrum of amoxicillin to
include many bacteria normally resistant to amoxicillin and other beta-lactam antibiotics.
Thus the combination has properties of a broad spectrum antibiotic and a beta-lactamase
inhibitor.
Amoxicillin / clavulanic acid has been shown to be active against most strains of the
following microorganisms.
Gram positive aerobes: S.aureus '(b-lactamase producing and non-b-lactamase producing)
Streptococcus pneumoniae. Staphylococcus epidermidis, Streptococcus pyogenes etc.
Gram negative aerobes: E. Coli, H influenzae, klebsiella spps, Moraxella catarrhalis (all b-
lactamase producing and non-b-lactamase producing) and Enterobacter species, Neisseria
gonorrhoeae. Proteus mirabilis.
Anaerobic bacteria: Bacteroides species, Fusobacterium species, Peptostreptococcus species.

INDICATIONS
The combination of amoxicillin and clavulanic acid is indicated in the following infections:
URTI including recurring tonsillitis, otitis media and
 Sinusitis.
 LRTI, including acute exacerbation of chronic bronchitis, pneumonia &

bronchopneumonia.
 Uncomplicated & complicated, simple & recurrent
 UTI such as cystitis, urethritis and pyelonephritis.



SUMMARY OF PRODUCT CHARACTERISTICS

 Skin and soft tissue infections.
 Gynaecological infections.
 Post-operative infections.
 Intra-abdominal infections.

CONTRAINDICATIONS
Amoxicillin and clavulanic acid is constraindicated in patients who are hypersensitive to any
penicillin. It should be used with caution in patients with evidence of hepatic dysfunction.

PRECAUTIONS AND WARNINGS
Prior to initiation of therapy with amoxicillin and clavulanic acid, careful inquiry should be
made concerning previous hypersensitivity reactions, to penicillins, cephalosporins, or other
drugs.
Renal, hepatic and haematologic functions should be evaluated periodically during prolonged
therapy with co amoxiclav.
Ingestion of alcohol should be avoided during and for several days after treatment with the
combination.

Pregnancy and lactation
There are no adequate or controlled studies using amoxicillin and clavulanic acid in pregnant
women, and the drug should be used during pregnancy only when clearly needed.
Amoxicillin is excreted in breast milk; there is no data on the excretion of clavulanic acid in
human milk.
Trace quantities of clavulanate can be detected in breast milk. With the exception of the risk
of sensitization associated with this excretion, there are no known detrimental effects for the
breast-fed infant.

DRUG INTERACTIONS
Concomitant use of probencid and amoxicillin and clavulanic acid may result in the increased
and prolonged levels of amoxicillin but not of clavulanic acid.
Amoxicillin + clavulanic acid combination may reduce the efficancy of oral contraceptive.
The concurrent administration of allopurinol and amoxicillin increases substancially the
incidence of rashes in patients receiving both drugs as compared to patients receiving
amoxicillin. It is not known whether this potentiation of rashes is due to allopurinol or the
hyperuricemia presentin these patients. There are no data with amoxicillin /clavulanic acid
and allopurinol administered concurrently.

DRUG FOOD INTERACTIONS
Amoxicillin/clavulanic acid may be taken without regard to meals. Dosing in the fasting or
fed state has minimal effect on the pharmacokinetics of amoxicillin but absorption of the
clavulanate potassium when taken with food is greater relative to the fasted state. Thus to
minimize the potential for gastrointestinal in tolerance, amoxicillin/clavulanic acid should be
taken at the start of the meal.
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ADVERSE REACTIONS
The combination is well tolerated. The majority of side effects observed in clinical trails were
of a mild and transient nature. Gastrointestinal reactions seen include gastritis, stomatitis,
glossitis, black 'hairy' tounge, enterocolitis, mucocutaneous candidiaisis and antibiotic-
associated colitis (including pseudomembranous colitis and haemorrhagic colitis).
Hypersensitivity reactions like skin rashes, pruritus and urticaria, serum-sicknessa like
syndrome, erythema multiforme, rare cases of Stevens-Johnson syndrome, hypersensitivity
vasculities and less frequently bullous exfoliative dermatitis and toxic epidermal necrolysis
have been reported.
Serious and occasional fatal hypersensitivity (anaphylactic) reactions and angioneurotic
oedema can occur with oral penicillin, Interstital nofritis may occur rarely.
Haemotopoietic and lymphatic reactions like haemolytic anaemia, reversible
thrombocytopenie, purpura, eosinophillia, reversible leucopenia and agranulocytosis have
been reported during therapy with penicillins. Prolongation of bleeding time and
prothrombine time have also been reported less frequently. Appropriate monitoring should be
undertaken when anticoagulants are prescribed concomitantly.
Central Nervous System effects: CNS effects have been seen rarely. These include reversible
hyperactivity, dizziness, headache and convulsions. Convulsions may occur with impaired
renal function or in those receiving high doses.

DOSAGE AND ADMINISTRATION
Adults
The usual adult oral dosage of amoxicillin and clavulanate potassium is one 375 mg film
coated tablet every 8 hours or one 625 mg film coated tablet every 12 hours.
For more severe infection and infections of the respiratory tract, the usual adult oral dose is
one 625 mg film coated tablet every 8 hours.
Children
Children weighing more than 40kg or more may receive usual oral dose of amoxicillin and
clavulanate potassium.
The dosage of amoxicillin and clavulanate potassium in neonates and infants younger than 12
weeks of age is 30mg/kg of amoxicillin daily given in divided doses every 12 hours.
For the treatment of otitis media, sinusitis, lower respiratory tract infections and more severe
infections in pediatric patients 12 weeks of age and older, the usual dosage of amoxicillin and
clavulanate potassium is 40mg/kg of amoxicillin daily in divided doses every 8 hours.
The 375mg tablet should be used in children who weigh less than 40kg.
Patients with impaired renal function
Generally reduction in doses is not required unless the impairement is severe. Patients with a
glomerular filtration rate of 10 to 30 ml/min should receive 625mg or 375mg every 24 hours
depending on the severity of the infection. Patients with less than 10ml/min glomenular
filteration rate should receive 625mg or 375mg every 24 hours, depending on the severity of
the infection.
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Patients on hemodialysis
Hemodialysis patients should receive 625 or 375 mg every 24 hours depending on the
severity of the infection. They should receive an additional dose both during and at the end of
dialysis.
Patients with hepatic impairement
Hepatically impaired patients should be dosed with caution and hepatic function monitored at
regular intervals.

OVERDOSAGE AND ANTIDOTE
Most patients have been asymptomatic following overdosage or have experienced primary
gastrointestinal symptoms including stomach and abdominal pain, vomiting and diarrhea.
Rash, hypersensitivity, or drowsiness have also been observed in a small number of patients.
In case of the overdose, discontinue amoxicillin/clavulanic acid, treat symptomatically, and
institute supportive measures are required. If the overdosage is very recent and there is no
contraindication, an attempt at emesis or other means of removal of drug from the stomach
may be performed.
A study pf paediatric patients suggested that overdosages of less than 250mg/kg of
amoxicillin are not associated with significant clinical symptoms and do not required gastric
emptying.
Interstital nefritis resulting in oliguric renal failure has been reported in small number of
patients after overdosage with amoxicillin. Renal impairement appears to be reversible with
cessation of drug administration. High blood level may occur more readily in patients with
impaired renal function because of decreased renal clearance of bith amoxicillin and
clavlanate. Both amoxicillin and cavulanate removed from the circulation by hemodialysis.

PRESENTATION
Ipiclav-625: Strip of 3 tablets

STORAGE:
Store below 30°C, in a dry place.
KEEP OUT OF REACH OF CHILDREN


