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

Amoxycillin, Potassium Clavulanate and Lactic Acid Bacillus Tablets
AC-MOX-LB

Tablets

COMPOSITION
Each film coated tablet contains:
Amoxycillin Trihydrate IP

eq. to Amoxycillin 500
Potassium Clavulanate Diluted IP

eq. to Clavulanic Acid

Lactic Acid Bacillus 60 Million Spores
Colour: Titanium Dioxide IP

DOSAGE FORM
Film Coated Tablet

THERAPEUTIC INDICATION
Amoxycillin, Potassium Clavulanate and Lactic Acid Bacillus Tablets should be used in with local official antibi guidelines and local
suscepiibility data. Itis indicated for short-term treatment of bacterial infections or as directed by the physician.

DOSAGE AND ADMINISTRATION

Posology

Dosage depends on the age and renal function of the patient and the severity of the infection.

Treatment should not be extended beyond 14 days without review. Therapy can be started parenterally and continued with an oral preparation.

To minimize potential gastrointestinal intolerance, administer at the start of a meal. The of Clavulanate is optimized when
taken at the start of a meal.

Adults and Children over 12 years:

The usual adult dose s one Tablet every 12 hours or as directed by the Physician

The usual recommended daily dosage is:

Mild to Moderate Infections One Tablet every 12 hours (Twice daily)

Severe Infections One Tablet every 8 hours (thrice a day).

Amoxycillin, Potassium Clavulanate and Lactic Acid Bacillus Tablets is not recommended in children aged 12 years and below.

Special populations:
Renal impairmen

Patients with impaired renal function do not generally require a reduction in dose unless the impairment s severe. Severely impaired patients with a glomerular
filtration rate of <30 mL/min, should not receive the 1g tablet.

Mild impairment

(Creatinine clearance >30 mLimin) No change in dosage

Moderate impairment

(Creatinine clearance 10-30 mUmin) One Tablet twice a day

Severe impairment
(Creatinine clearance <10 mUmin) Not more than one Tablet every 24 hours

Haemodialysis patients should receive an Amoxycillin, Potassium Clavulanate and Lactic Acid Bacillus Tablets every 24 hours, depending on severity of the
infection. They should receive an additional dose both during and at the end of dialysis (as serum concentrations of both amoxycillin and clavulanic acid are
decreased).

Hepatic Impairment;

D ; monitor tregular intervals.
Pediatric Patients:

Based on th Clavulanate and Lactic Acid Bacillus Tablets should be dosed.
Patients Weighing 40 kg or more: Pediatric patients weighing 40 kg or more should be dosed according to adult recommendations.

Method of administration: For oral use only.
Amoxycillin, Potassium Clavulanate and Lactic Acid Bacillus Tablets may be taken without regard to meals; however, absorption of clavulanate potassium is
enhanced when potassium is atthe start of a meal. To minimize the potential for gastrointestinal intolerance, Amoxycillin,
Potassium Clavulanate and Lactic Acid Bacillus Tablets should be taken at the start of a meal.

Patients should be instructed to consumed or swallow the Tablets as whole and must not to be chewed or broken

CONTRAINDICATIONS
Itis contraindicated in patients with a history of serious reactions (e.g., or Stevens-Johnson syndrome) to Amoxycillin, clavulanate
or to other beta-lactam antibacterial drugs (€.g., penicillins and cephalosporins).

potassium is in patients with a previous history of with

Amoxycillin/clavulanate potassium.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Hy| gsrsensmvlly Reacuons

Serious, an fatal, ic) reactions have been reported in patients receiving beta-lactam antibacterials, including
Amoxyz:lllm/clavulanale potassium. These reactions are more likely to occur in individuals with a history of penicillin hypersensitivity and/or a history of
sensitivity to multiple allergens. Before initiating therapy with Amoxycilin/clavulanate potassium, careful inquiry should be made regarding previous
hypersensitivity reactions to penicillins, cephalosporins, or other allergens. If an allergic reaction occurs, Amoxycilin/clavulanate potassium should be
discontinued and appropriate therapy instituted.

Hepatic Dysfunction

Hepatic dysfunction, including hepatitis and cholestatic jaundice, has been associated with the use of Amoxycilin/clavulanate potassium. 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 Diarrhoea (CDAD)

Clostridium difficile-associated diarrhoea (CDAD) has been reported with the use of nearly all antibacterial agents, including Amoxycilin/clavulanate
potassium, and may range in severity from mild diarrhoea to fatal colitis. Treatment with antibacterial agents alters the normal flora of the colon, leading to
overgrowth of . difficile. C. difficile produces toxins A and B, which contribute to the of CDAD. Hyp: ducing strains of C. difficile cause
increased morbidity and mortality, as these infections can be refractory to antimicrobial therapy and may require a colectomy. CDAD must be considered in all
patients who present with diarrhoea 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 s suspected or confirmed, on-going anibacterial use not directed against C. difficle may need to be discontinued. Appropriate fuid and electrolyte

protein treatment of C. difficile, should be instituted as clinically indicated.
Skin Rash in Patients with Mononucleosis

A high percentage of patients with who receive develop an er skin rash. Thus, Amoxycillin/clavulanate potassium
should not be to patients with

Potential for Microbial Overgrowth

The possibility of superinfections with fungal or bacterial pathogens should be considered during therapy. If superi oceurs,

potassium should be discontinued and appropriate therapy instituted.
Development of Drug-Resistant Bacteria

Prescribing Amoxycillin/clavulanate potassium 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

Probenecid
Probenecid decreases the renal tubular secretion of amoxycilin but does not delay renal excretion of clavulanic acid. Concurrent use with
Amoxycilin/clavulanate potassium may result in increased and prolonged blood of c of is not

recommended.
Oral Anticoagulants

Abnormal ion of in time (i i ratio) has been reported in patients receiving amoxycilin and oral
i should be when are with potassium
in the dose of oral may be necessary to maintain the desired level of anticoagulation.
Allopurinol

The concurrent administration of allopurinol and amoxycillin increases the incidence of rashes in patients receiving both drugs as compared with patients
receiving amoxycillin alone. Itis not known whether this potentiation of amoxycilin rashes is due to allopurinol or the hyperuricaemia present in these patients.
Oral Contraceptives

Co-amoxyclav may affect intestinal flora, leading to lower oestrogen reabsorption and reduced efficacy of combined oral oestrogen/progesterone

contraceptives.
Eﬁecls nn Laboralory Tests

High of may result in false-positive reactions when testing for the presence of glucose in urine using CLINITEST, Benedict's
Solullon or Fehling's Solution. Since this effect may also occur with potassium, it is that glucose tests based on
enzymatic glucose oxidase reactions be used.

Following administration of amoxycillin to pregnant women, a transient decrease in plasma of total oestriol, oestriol

conjugated oestrone, and oestradiol has been noted.

USE IN SPECIAL POPULATIONS

Pregnancy

Teratogenic Effects: Pregnancy Category B.

Reproduction studies performed in pregnant rats and mice given Amoxyc\l\mlclavu\anale potassium (2:1 ratio (nrmulalmn of Amuxycmm clavulanate) at oral
doses up to 1200 mg/kg/day revealed no evidence of harm to the fetus due doses in rats and mice
(based on body surface area) were approximately 4 and 2 times the maximum fecommended aduit human oal dose (875 mg every 12 hours). For clavulanate,

these dose multiples were approximately 9 and 4 times the maximum recommended adult human oral dose (125 mg every 8 hours).

There are, however, no adequate and well-controlled studies in pregnant women. Because animal reproduction studies are not always predictive of human

response, this drug should be used during pregnancy only if clearly needed

Labor and Delivery

Oral ampicillin-class antibiotics are poorly absorbed during labor. Itis not known whether use of Amoxycillin/clavulanate potassium in humans during labor or
delivery has immediate or delayed adverse effects on the fetus, prolongs the duration of labor, or increases the likelihood of the necessity for an obstetrical
intervention.

Nursing Mothers

Amoxycillin has been shown to be excreted in human milk. Amoxycillin/clavulanate potassium use by nursing mothers may lead to sensitization of infants.
Caution should be exercised when potassium is to a nursing woman.

Pediatric Use

The safety and effectiveness of Amoxycillin/clavulanate potassium Powder for Oral Suspension and Chewable Tablets have been established in pediatric
patients. Use of Amoxycillin/clavulanate potassium in pediatric patients is supported by evidence from studies of Amoxycillin/clavulanate potassium Tablets in
adults with additional data from a study of Amoxycilin/clavulanate potassium Powder for Oral Suspension in pediatric patients aged 2 months to 12 years with
acute otitis media.

Because of incompletely developed renal function in neonates and young infants, the elimination of Amoxycillin may be delayed; clavulanate elimination is

unaltered in this age group. Dosing of Amoxycillin/clavulanate potassium should be modified in pediatric patients aged <12 weeks (<3 months).

Geriatric Use

Ofthe 3,119 patients in an analysis of clinical studies of Amoxycillin/clavulanate potassium, 32% were 265 years old, and 14% were 275 years old. No overal
differences in safety or effectiveness were observed between these subjects and younger subjects, and other reported clinical experience has not identified
differences in responses between the elderly and younger patients, but the greater sensitivity of some older individuals cannot be ruled out.

This drug is known to be substantially excreted by the kidneys, and the risk of adverse reactions to this drug may be greater in patients with impaired renal
function. Because 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.

Dosing in Renal Impairment
Amoxycillinis primarily eliminated by the kidneys and dosage adjustment s usually required in patients with severe renal impairment (GFR <30 mLimin).
EFFECTS ON THE ABILITY TO DRIVEAND USE MACHINES

No studies on the effects on the ability to drive and use machines have been performed. However, undesirable effects may occur (e.g. allergic reactions,
dizziness, convulsions), which may infiuence the ability to drive and use machines.

UNDESIRABLE EFFECTS

Amoxycillin/Clavulanate induced Stevens - Johnson syndrome (SJS)/ toxic epidermal necrolysis (TEN).
The following are discussed in more detail in other sections of the labeling:

« Anaphylactic reactions (see Warnings and Precautions)

. Hepatic Dysfunction (see Warnings and Precautions)

«  CDAD (see Warnings and Precautions).

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be directly
compared to rates in the clinical trials of another drug and may not reflect the rates observed in pracice.

The most frequently reported adverse reactions were diarrhoea/loose stools (%), nausea (3%), skin rashes and urticaria (3%), vomiting (1%) and vaginitis
(1%). Less than 3% of patients discontinued therapy because of drug-related adverse reactions. The overall incidence of adverse reactions, and in particular
diarrhoea, increased with the higher recommended dose. Other less frequently reported adverse reactions (<1%) include: Abdominal discomfort, flatulence,
and headache.

In pediatric patients (aged 2 months to 12 years), 1 US/Canadian clinical trial was conducted which compared 45/6.4 mglkg/day (divided every 12 hours) of
Amoxycillin/clavulanate potassium for 10 days versus 40/10 mg/kg/day (divided every 8 hours) of Amoxycillin/clavulanate potassium for 10 days in the
treatment of acute otitis media. A total of 575 patients were enrolled, and only the suspension formulations were used in this trial. Overall, the adverse reactions
seen were comparable to that noted above; however, there were differences in the rates of diarrhoea, skin rashes/urticaria, and diaper area rashes.

Postmarketing Experience
In addition to adverse reactions reported from clinical trials, the following have been identified during ing use of i potassium.
Because they are reported voluntarily from a population of unknown size, estimates of frequency cannot be made. These events have been chosen for
inclusion due to a combination of their seriousness, frequency of reporting, or potential causal connection to Amoxycillin/clavulanate potassium.
Gastrointestinal: ~ Indigestion, ~gastriis, ~ stomatitis, ~ glossitis, black ‘hairy’ tongue, and
haemorrhaglc/pseudomembranous colitis. Onset of pseudomembranous colitis symptoms may occur during o after antibiotic treatment.

Reactions: Pruritu: serum sick like reactions (urticaria or skin rash accompanied by arthritis, arthralgia, myalgia, and
frequently fever), erythema mulmorme, StevensJohnson syndrome, acute pustulosi vasculitis, and cases of
exfoliative dermatitis (including toxic epidermal necrolysis) have been reported.

Liver: Hepatic dysfunction, including hepatitis and cholestatic jaundice, increases in serum transaminases (AST and/or ALT), serum bilirubin, and/or alkaline
phosphatase, has been reported with Amoxycillin/clavulanate potassium. It has been reported more cummun\y in the elderly, in males, or in patients on
prolonged treatment. The histologic findings on liver biopsy have consisted of pi or mixed

changes. The onset of signs/symptoms of hepatic dysfunction may occur during or several weeks after therapy has been discontinued. The hepatic
dysfunction, which may be severe, is usually reversible. Deaths have been reported.

Renal: Interstitial nephritis, haematuria, and crystalluria have been reported.

Haemic and Lymphatic Systems: Anaemia, including anaemia, i purpura, i ia, and
agranulocytosis have been reported. These reactions are usually reversible on discontinuation of therapy and are believed to be hypersensitivity phenomena.
Thrombocytosis was noted in less than 1% of the patients treated with Amoxycillin/clavulanate potassium. There have been reports of increased prothrombin
time in patients receiving Amoxycillin/clavulanate potassium and anticoagulant therapy concomitantly.

Central Nervous System: Agitation, anxiety, behavioural changes, confusion, convulsions, dizziness, insomnia, and reversible hyperactivity have been
rej X

Miscellaneous: Tooth discolouration (brown, yellow, or grey staining) has been reported. Most reports occurred in paediatric patients. Discolouration was
reduced or eliminated with brushing or dentai cleaning in most cases.

OVERDOSE

In case of , treat . and institute supportive measures as required. A prospective study of 51 paediatric
patients at a p irol centre that of less than 250 mg/kg of amoxycillin are not associated with significant clinical symptoms.
Interstitial nephritis resulting in oliguric renal failure has been reported in patients after overdosage with amoxycillin/clavulanate potassium.

Crystalluria, in some cases leading to renal failure, has also been reported after i potassium in adult and paediatric patients.
In case of overdosage, adequate fluid intake and diuresis should be maintained to reduce the risk of potassium

Renal impairment appears to be reversible with cessation of drug administration. High blood levels may occur more readily in patients with impaired renal
function because of decreased renal clearance of potassium potassium may be removed from circulation by
haemodialysis.

PHARMACOLOGICAL PROPERTIES

Mechanism of Action

Amoxyclllln isa sem\synlhetlc anumouc with a bvoad | spectrum of antbacterial activity against many g
and therefore the spectrum of activity of amcxycmm alone dock not inluae organisms

which pmduce these enzymes
Clavulanic acid is a beta-lactam, structurally related to the penicillins, which possesses the 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 b frequently for drug resistance. It is generally less effective against chromosomally-mediated type 1 beta-
lactamases.
The presence of clavulanic acid in amoxycillin-clavulanate formulations protects frol by b s enzymes and effectively

extends the antibacterial spectrum of amoxycillin to include many bacteria normally resistant to amoxycﬂlm and other penicillins and cephalosporins. T hus
amoxycillin-clavulanate possesses the. d.smcuve properties of a broad spectrum antibiotic and a beta-lactamase inhibitor.

L is an aerobic p . ubiquitous inhabitant of the human oral cavity, vagina and gastrointestinal ‘tract. It inhibits the colonization of
pathogenic bacteria upon the intestinal epithelium. The inibitory process known as ‘competitive exclusion can be expanded by the competition for the
adherence sites of the intestinal mucosa between pathogens and iactobacilli and by the inhibitory substance

Pharmacodynamic Properties
Amoxycilin is a semisynthetic antbiotic with in vitro activity against it gative bacteria. , however,
to and, therefore, the spectrum of activity does not mclude orgamsms that produce these enzymes Clavu\amc
acid is a beta-lactam structurally related to the penicillins, which possesses the ability to inactivate some beta-lactamase enzymes commonly found in
microorganisms resus'am to penicillins and cephalosporins. In particular, it has good activity against the clinically important plasmid mediated beta-lactamases
frequently
Arr?oxyclllln/clavulamc acid has been sho\?ln to be active against mostisolates of the following bacteria, both in vitro and in clinical infections:
Gram-positive Bacteria
Staphylococcus aureus
Gram-negative Bacteria
Enterobacter species
Escherichia coli
Haemophilus influenzae
Klebsiella species
Moraxella catarrhalis
The following in vitro data are available, but their chmca\ Slgmﬂcance is unknown. At least 90% c' the following bacteria exhibit an in vitro minimum inhibitory
concentration (MIC) less than or equal to the for cid. However, the efficacy of amoxycillin/clavulanic acid in
treating clinical infections due to these bacteria has not been estab\lshed in adequate and well- comrolled clinical trials:
Gram-positive Bacteria
Enterococcus faecalis
Staphylococcus epidermidis
Staphylococcus saprophyticus
Streptococcus pneumoniae
Streptococcus pyogenes
Viridans group Streptococcus
Gram-negative Bacteria
Eikenella corrodens
Proteus mirabilis
Anaerobic Bacteria
species, including ides fragilis
Fusobacterium species
Peptostreptococcus species
Lactic acid Bacillus (Lactobacill), use of antibiotics can disrupt the GI microbial balance, predisposing an individual to the development of intestinal, urinary
tract, or vaginal infections. Because of their broad-spectrum antimicrobial activity, antibiotics often kill the normal desirable microflora of the intestinal tract.
Potentially pathogenic bacteria may then fill this void. Lactobacilli are basically known as Probiotics. Lactobacilli produce lactic acid and antimicrobial
substances — (Acidophilin, Bulgarican and Lactocidine (collectively known as 'Bacteriocins'), which reduce the activity of pathogens, such as Candida,
Staphylococci, E. coli, Clostridia. Addition of lactobacilli prevents diarrhoea and other disturbances and helps faster recovery. Lactobacilli reduce the
incidences of diarrhoea as much as by 75%. Lactobacilli restore and help to maintain normal physiological bacterial flora. Probiotics (pro-life), can enhance the
immune system, inhibit pathogens, decrease disease recovery time, and create an overall improvement in health,

Pharmacokinetic properties
and

Mean potassium ineti in normal adults following ion of potassium

Tablots arc shown in below Table-.

Table-1: Mean (+S.D.) Amoxycillin and Clavulanate Phar * with Tablets

Dose and Regimen Cmax (meg/mL) AUCO-24 (mcg*h/mL)
Clavulanate " Clavulanate
Amoxycillin/Clavulanate Potassium Amoxycillin P Amoxycillin P

250/125 mg every 8 hours 33+112 15+0.70 26.7 + 456 12.6+325
500/125 mg every 12 hours 65+141 18+ 061 33.4+676 8.6+195
500/125 mg every 8 hours 72+226 24+083 53.4 + 887 15.7+ 386

“ Mean (¢ standard deviation) values of 14 normal adults (N=15 for clavulanate potassium in the low-dose regimens). Peak concentrations occurred
approximately 1.5 hours after the dose.

" tassium atthe start of alight meal.

Amoxycillin serum concentrations achieved with Amoxycillin/clavulanate potassium are similar to those produced by the oral administration of equivalent
doses of Amoxycillin alone. Time above the minimum inhibitory concentration of 1 meg/mL for Amoxycillin has been shown to be similar after corresponding
every 12 hour and every 8 hour dosing regimens of Amoxycillin/clavulanate potassium in adults and children.

Absorption

Dosing in the fasted or fed state has minimal effect on the { of in. While potassium can be given without
regard to meals, absorption of clavulanate potassium when taken with food is greater relative to the fasted state. In one study, the relative bioavailability of
clavulanate was reduced when Amoxycillin/clavulanate potassium was dosed at 30 and 150 minutes after the start of a high-fat breakfast.

Distribution

Neither component in Amoxycillin/clavulanate potassium is highly protein-bound; clavulanic acid i 25% bound to human serum and Amoxycillin
approximately 18% bound.

Amoxycilin diffuses readily into most body tissues and fluids with the exception of the brain and spinal fluid.

in after the oral of i potassiumis 1.3 hours and that of clavulanic acid s L hour
pp 50%t0 70%ofth ycillinand 25% t0 40% of th acid in urine during the first 6 hours after

administration of a single 250- mg or 500 mg tablet of Amoxycillin/clavulanate potassium.

Lactic acid Bacillus, L passes through the stomach in its spore form and upon arrival in the duodenum,
germinates and multiplies rapidly. Esnmmes suggest the average duration of time between oral doslng and germination is four hours. After germination, L.
sporogenes is metabolically active in the intestines, producing lactic acid. L is . indicating it takes up only a temporary
residence in the human intestines. Spores of L. sporogenes are excreted slowly via the feces or approximately seven days after discontinuation of
administration.

INCOMPATIBILITIES
None stated.

STORAGE INSTRUCTIONS
Store protected from light & moisture, at atemperature not exceeding 25°C.

Keep all medicines out of reach of children.
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