
DESCRIPTION:
CALAMOX-DUO is an oral antibacterial combination consisting of amoxicillin and the 
beta-lactamase inhibitor, clavulanate potassium (the potassium salt of clavulanic acid). 
Amoxicillin is an analog of ampicillin, derived from the basic penicillin nucleus, 6-aminopenicillanic 
acid. The amoxicillin molecular formula is C16H19N3O5S•3H2O, and the molecular weight is 
419.46. Chemically, amoxicillin is (2S,5R,6R)-6-[(R)-(-)-2-Amino-2-(phydroxyphenyl)acetamido]-3, 
3-dimethyl-7-oxo-4-thia-1-azabicyclo[3.2.0]heptane-2-carboxylic acid trihydrate. 

Clavulanic acid is produced by the fermentation of Streptomyces clavuligerus. The clavulanate 
potassium molecular formula is C8H8KNO5, and the molecular weight is 237.25. Chemically, 
clavulanate potassium is potassium (Z)(2R,5R)-3-(2-hydroxyethylidene)-7-oxo-4- 
oxa-1-azabicyclo[3.2.0]-heptane-2-carboxylate.

COMPOSITION:
Each 5ml contains :
Amoxicillin Trihydrate U.S.P. eq. to 400mg Amoxicillin
Clavulanate Potassium U.S.P. eq. to 57mg Clavulanic acid.
(Product Specs.: U.S.P.)

CLINICAL PHARMACOLOGY:
Pharmacodynamic Properties:
Pharmacotherapeutic group: Antibacterials for systemic use; betalactam antibacterials, penicillins; 
combinations of penicillins, incl. beta-lactamase inhibitors; ATC code: J01CR02.

Mechanism Of Action:
Amoxicillin is a semisynthetic penicillin that inhibits one or more enzymes (often referred to as 
penicillin-binding proteins, PBPs) in the biosynthetic pathway of bacterial peptidoglycan, which 
is an integral structural component of the bacterial cell wall. Inhibition of peptidoglycan synthesis 
leads to weakening of the cell wall, which is usually followed by cell lysis and death.

Amoxicillin is susceptible to degradation by beta-lactamases produced by resistant bacteria 
and therefore the spectrum of activity of amoxicillin alone does not include organisms which 
produce these enzymes.

Clavulanic acid is a beta-lactam structurally related to penicillins. It inactivates some 
beta-lactamase enzymes thereby preventing inactivation of amoxicillin. Clavulanic acid alone 
does not exert a clinically useful antibacterial effect.

Microbiology:
Gram-Positive Bacteria:
• Enterococcus faecalis
• Gardnerella vaginalis
• Staphylococcus aureus
• Coagulase-negative staphylococci
• Streptococcus agalactiae
• Streptococcus pneumoniae
• Streptococcus pyogenes and other beta-haemolytic streptococci

• Streptococcus viridans group
• Enterococcus faecium

Gram-Negative Bacteria:
• Capnocytophaga spp.
• Eikenella corrodens
• Haemophilus influenzae
• Moraxella catarrhalis
• Pasteurella multocida
• Escherichia coli
• Klebsiella oxytoca
• Klebsiella pneumoniae
• Proteus mirabilis
• Proteus vulgaris
• Acinetobacter sp.
• Citrobacter freundii
• Enterobacter sp.
• Legionella pneumophila
• Morganella morganii
• Providencia spp.
• Pseudomonas sp.
• Serratia sp.
• Stenotrophomonas maltophilia

Anaerobic Bacteria:
• Bacteroides fragilis
• Fusobacterium nucleatum
• Prevotella spp.

Other:
• Chlamydophila pneumoniae
• Chlamydophila psittaci
• Coxiella burnetti
• Mycoplasma pneumoniae

Pharmacokinetic Properties
Absorption:
Amoxicillin and clavulanic acid, are fully dissociated in aqueous solution at physiological pH. 
Both components are rapidly and well absorbed by the oral route of administration. Absorption 
of amoxicillin/clavulanic acid is optimised when taken at the start of a meal. Following oral 
administration, amoxicillin and clavulanic acid are approximately 70% bioavailable. The plasma 
profiles of both components are similar and the time to peak plasma concentration (Tmax) in 
each case is approximately one hour.

Distribution:
About 25% of total plasma clavulanic acid and 18% of total plasma amoxicillin is bound to 
protein. The apparent volume of distribution is around 0.3-0.4 L/kg for amoxicillin and around 
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0.2 L/kg for clavulanic acid. Following intravenous administration, both amoxicillin and clavulanic 
acid have been found in gall bladder, abdominal tissue, skin, fat, muscle tissues, synovial and 
peritoneal fluids, bile and pus. Amoxicillin does not adequately distribute into the cerebrospinal 
fluid.

Metabolism:
Amoxicillin is partly excreted in the urine as the inactive penicilloic acid in quantities equivalent 
to up to 10 to 25% of the initial dose. Clavulanic acid is extensively metabolized in man and 
eliminated in urine and faeces and as carbon dioxide in expired air.

Elimination: 
The major route of elimination for amoxicillin is via the kidney, whereas for clavulanic acid it is 
by both renal and non-renal mechanisms. Amoxicillin/clavulanic acid has a mean elimination 
half-life of approximately one hour and a mean total clearance of approximately 25 L/h. 
Approximately 60 to 70% of the amoxicillin and approximately 40 to 65% of the clavulanic acid 
are excreted unchanged in urine during the first 6 h after administration of single Co-amoxiclav 
457mg/5ml Powder for Oral Suspension. Urinary excretion to be 50-85% for amoxicillin and 
between 27-60% for clavulanic acid over a 24 hour period. In the case of clavulanic acid, the 
largest amount of drug is excreted during the first 2 hours after administration.

Specific Populations
Renal Insufficiency
The total serum clearance of amoxicillin/clavulanic acid decreases proportionately with decreasing 
renal function. The reduction in drug clearance is more pronounced for amoxicillin than for 
clavulanic acid, as a higher proportion of amoxicillin is excreted via the renal route. Doses in 
renal impairment must therefore prevent undue accumulation of amoxicillin while maintaining 
adequate levels of clavulanic acid

Hepatic Insufficiency
Hepatically impaired patients should be dosed with caution and hepatic function monitored at 
regular intervals.

Pediatrics:
The elimination half-life of amoxicillin is similar for children aged around 3 months to 2 years 
and older children and adults. For very young children (including preterm newborns) in the first 
week of life the interval of administration should not exceed twice daily administration due to 
immaturity of the renal pathway of elimination.

Elderly:
Elderly patients are more likely to have decreased renal function, care should be taken in dose 
selection, and it may be useful to monitor renal function.

THERAPEUTIC INDICATIONS:
Co-amoxiclav 457mg/5ml Powder for Oral Suspension is indicated for the treatment of the 
following infections in adults and children:
• Acute bacterial sinusitis 
• Acute otitis media
• Acute exacerbations of chronic bronchitis 
• Community acquired pneumonia
• Cystitis
• Pyelonephritis
• Skin and soft tissue infections in particular cellulitis, animal bites, severe dental abscess
 with spreading cellulitis.
• Bone and joint infections, in particular osteomyelitis.

DOSAGE AND ADMINISTRATION:
Adults and children ≥ 40 kg
Formulation of Co-amoxiclav 457mg/5ml Powder for Oral Suspension provides a total daily 
dose of 1750 mg amoxicillin/250 mg clavulanic acid with twice daily dosing and 2625 mg 
amoxicillin/375 mg clavulanic acid with three times daily dosing.

Recommended doses:
• Standard dose: (for all indications) 875 mg/125 mg two times a day;
• Higher dose - (particularly for infections such as otitis media, sinusitis, lower respiratory
 tract infections and urinary tract infections): 875 mg/125 mg three times a day.

Children < 40 kg
Formulation of Co-amoxiclav 457mg/5ml Powder for Oral Suspension provides a maximum 
daily dose of 1000-2800 mg amoxicillin/143-400 mg clavulanic acid. If it is considered that a 
higher daily dose of amoxicillin is required.

Recommended doses:
• 25 mg/3.6 mg/kg/day to 45 mg/6.4 mg/kg/day given as two divided doses;
• Up to 70 mg/10 mg/kg/day given as two divided doses may be considered for some

 infections (such as otitis media, sinusitis and lower respiratory tract infections).

It is recommended that another preparation of Co-amoxiclav 457mg/5ml Powder for Oral 
Suspension is selected in order to avoid administration of unnecessarily high daily doses of 
clavulanic acid.

No clinical data are available for Co-amoxiclav 457mg/5ml Powder for Oral Suspension 7:1 
formulations regarding doses higher than 45 mg/6.4 mg/kg per day in children under 2 years.

There are no clinical data for Co-amoxiclav 457mg/5ml Powder for Oral Suspension 7:1 
formulations for patients under 2 months of age. Dosing recommendations in this population 
therefore cannot be made.

Patients With Renal Impairment:
No adjustment in dose is required in patients with creatinine clearance (CrCl) greater than 30 
ml/min.
In patients with creatinine clearance less than 30 ml/min, the use of Co-amoxiclav 457mg/5ml 
Powder for Oral Suspension presentations with an amoxicillin to clavulanic acid ratio of 7:1 is 
not recommended, as no recommendations for dose adjustments are available.

Patients With Hepatic Impairment:
Dose with caution and monitor hepatic function at regular intervals

Method of Administration:
Co-amoxiclav 457mg/5ml Powder for Oral Suspension is for oral use and should be administered 
with a meal to minimise potential gastrointestinal intolerance. Shake to loosen powder, add 
water as directed, invert, and shake the bottle before each dose.

Preparation:
To make up to 70ml add small quantity of cool boiled water in the bottle and shake until all 
powder is dispersed, then slowly add more water upto the mark given on the label and shake 
vigorously. 

CONTRAINDICATIONS:
Hypersensitivity to the active substances, to any of the penicillins or to any of the excipients. 
History of a severe immediate hypersensitivity reaction (e.g. anaphylaxis) to another beta-lactam 
agent (e.g. a cephalosporin, carbapenem or monobactam). History of jaundice/hepatic impairment 
due to amoxicillin/clavulanic acid.

WARNINGS AND PRECAUTIONS:
Hypersensitivity Reactions
Serious and occasionally fatal hypersensitivity (anaphylactic) reactions have been reported in 
patients receiving beta-lactam antibacterials. These reactions are more likely to occur in 
individuals with a history of penicillin hypersensitivity or a history of sensitivity to multiple 
allergens. Before initiating therapy with CALAMOX-DUO, careful inquiry should be made 
regarding previous hypersensitivity reactions to penicillins, cephalosporins, or other allergens. 
If an allergic reaction occurs, CALAMOX-DUO should be discontinued and appropriate therapy 
instituted.

Hepatic Dysfunction
Hepatic dysfunction, including hepatitis and cholestatic jaundice has been associated with the 
use of CALAMOX-DUO. Hepatic toxicity is usually reversible; however, deaths have been 
reported. Hepatic function should be monitored at regular intervals in patients with hepatic 
impairment.

Clostridium difficile Associated Diarrhea (CDAD)
Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all 
antibacterial agents, including CALAMOX-DUO, 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.
CDAD must be considered in all patients who present with diarrhea following antibacterial use. 
Careful medical history is necessary since CDAD has been reported to occur over 2 months 
after the administration of antibacterial agents. If CDAD is suspected or confirmed, ongoing 
antibacterial use not directed against C. difficile may need to be discontinued. Appropriate fluid 
and electrolyte management, protein supplementation, antibacterial treatment of C. difficile, 
and surgical evaluation should be instituted as clinically indicated.

Skin Rash in Patients with Mononucleosis
A high percentage of patients with mononucleosis who receive amoxicillin develop an 
erythematous skin rash. Thus, CALAMOX-DUO should not be administered to patients with 
mononucleosis.

Potential for Microbial Overgrowth
The possibility of superinfections with fungal or bacterial pathogens should be considered during 
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therapy. If superinfection occurs, amoxicillin/clavulanate potassium should be discontinued and 
appropriate therapy instituted.

Development of Drug-Resistant Bacteria
Prescribing CALAMOX-DUO in the absence of a proven or strongly suspected bacterial infection 
is unlikely to provide benefit to the patient, and increases the risk of the development of 
drug-resistant bacteria.

DRUG INTERACTIONS:
Oral anticoagulants
Abnormal prolongation of prothrombin time (increased international normalized ratio [INR]) has 
been reported in patients receiving amoxicillin and oral anticoagulants. Appropriate monitoring 
should be undertaken when anticoagulants are prescribed concurrently with CALAMOX-DUO. 
Adjustments in the dose of oral anticoagulants may be necessary to maintain the desired level 
of anticoagulation.

Probenecid
Concomitant use of probenecid is not recommended. Probenecid decreases the renal tubular 
secretion of amoxicillin. Concomitant use of probenecid may result in increased and prolonged 
blood levels of amoxicillin but not of clavulanic acid.

Methotrexate
Penicillins may reduce the excretion of methotrexate causing a potential increase in toxicity.

Allopurinol
The concurrent administration of allopurinol and amoxicillin increases the incidence of rashes 
in patients receiving both drugs as compared to patients receiving amoxicillin alone. It is not 
known whether this potentiation of amoxicillin rashes is due to allopurinol or the hyperuricemia 
present in these patients.

Oral Contraceptives
CALAMOX-DUO may affect intestinal flora, leading to lower estrogen reabsorption and reduced 
efficacy of combined oral estrogen/progesterone contraceptives.

Mycophenolate mofetil
In patients receiving mycophenolate mofetil, reduction in pre-dose concentration of the active 
metabolite mycophenolic acid (MPA) of approximately 50% has been reported following 
commencement of oral amoxicillin plus clavulanic acid. Close clinical monitoring should be 
performed during the combination and shortly after antibiotic treatment.

Effects on Laboratory Tests
High urine concentrations of amoxicillin may result in false-positive reactions when testing for 
the presence of glucose in urine using CLINITEST, Benedict’s Solution, or Fehling’s Solution. 
Since this effect may also occur with CALAMOX-DUO, it is recommended that glucose tests 
based on enzymatic glucose oxidase reactions be used.

ADVERSE EFFECTS:
Common: Mucocutaneous candidosis, diarrhoea, nausea, vomiting.

Uncommon: Dizziness, headache, indigestion, rises in ast and/or alt, skin rash, pruritus, urticaria

Rare: Reversible leucopenia (including neutropenia), Thrombocytopenia, Erythema multiforme

Not Known:  Overgrowth of non-susceptible organisms, reversible agranulocytosis, haemolytic 
anaemia, prolongation of bleeding time and prothrombin time, angioneurotic oedema, anaphylaxis, 
serum sickness-like syndrome, hypersensitivity vasculitis, reversible hyperactivity, convulsions, 
aseptic meningitis, antibiotic-associated colitis, black hairy tongue, tooth discoloration, hepatitis, 
cholestatic jaundice, stevens-johnson syndrome, toxic epidermal necrolysis, bullous 
exfoliative-dermatitis, acute generalised exanthemous pustulosis (agep), drug reaction with 
eosinophilia and systemic symptoms (dress), interstitial nephritis, crystalluria

USE IN PREGNANCY AND LACTATION:  
Pregnancy: 
Pregnancy Category B
Limited data on the use of amoxicillin/clavulanic acid during pregnancy in humans do not indicate 
an increased risk of congenital malformations.
 
Lactation: 
Both substances are excreted into breast milk. Consequently, diarrhoea and fungus infection 
of the mucous membranes are possible in the breast-fed infant, so that breast-feeding might 
have to be discontinued. The possibility of sensitisation should be taken into account.
Amoxicillin/clavulanic acid should only be used during breast-feeding after benefit/risk assessment 
by the physician in charge.

OVERDOSE:
Gastrointestinal symptoms and disturbance of the fluid and electrolyte balances may be evident. 
Amoxicillin crystalluria, in some cases leading to renal failure, Convulsions may occur in patients 
with impaired renal function or in those receiving high doses. Amoxicillin has been reported to 
precipitate in bladder catheters, predominantly after intravenous administration of large doses. 

A regular check of patency should be maintained. Gastrointestinal symptoms may be treated 
symptomatically, with attention to the water/electrolyte balance. Amoxicillin/clavulanic acid can 
be removed from the circulation by haemodialysis.

SPECIAL PRECAUTIONS FOR DISPOSAL AND OTHER HANDLING:
After reconstitution the ready-for-use suspension is off-white.
This medicinal product should not be used if lumps of powder are visible in the bottle before 
reconstitution.
After reconstitution the product should not be used if the colour of the reconstituted product is 
different from the one described before.

SHELF LIFE:
2 years

INSTRUCTIONS & PRECAUTIONS:
Before reconstitution protect from heat, sunlight & moisture, store below 25°C.
Once reconstituted the suspension must be stored in refrigerator.
Do not freeze and used within 7 days.
Close  the bottle properly after use.
Keep out of the reach of children.
The expiration date refer to the product correctly stored at the required condition.
Patients and healthcare professionals can also report suspected adverse drug reaction at 
ade@bosch-pharma.com. 
To be sold on prescription of a registered medical practitioner only.

PRESENTATION:
Calamox DUO for oral suspension: 457mg per 5ml is available in 35ml & 70ml packaging. 
 


