SCHEDULING STATUS:

PROPRIETARY NAME AND DOSAGE FORM:
BIO-AMOKSIKLAV S (Powder for suspension)
BIO-AMOKSIKLAV SF (Powder for suspension)

COMPOSITION:

BIO-AMOKSIKLAV S: Each 5 ml reconstituted suspension contains amoxicillin trihydrate equivalent to amoxicillin 125 mg and potassium
clavulanate equivalent to 31,25 mg clavulanic acid.

Excipients: Anhydrous citrate, sodium citrate, sodium benzoate, Avicel RC 591 FMC (consisting of microcrystalline cellulose and
carboxymethylcellulose sodium), xanthan gum, colloidal anhydrous silica, silicone dioxide, aroma strawberry, saccharin sodium (artificial
sweetener), mannitol.

BIO-AMOKSIKLAV SF: Each 5 ml reconstituted suspension contains amoxicillin trihydrate equivalent to amoxicillin 250 mg and potassium
clavulanate equivalent to 62,50 mg clavulanic acid.

Excipients: Anhydrous citrate, sodium citrate, sodium benzoate, Avicel RC 591 FMC (consisting of microcrystalline cellulose and
carboxymethylcellulose sodium), xanthan gum, colloidal anhydrous silica, silicone dioxide, aroma wild cherry, saccharin sodium (artificial
sweetener), mannitol.

BIO-AMOKSIKLAV S and SF contains: Sodium benzoate 0,042 % m/m as a preservative, Saccharin sodium (artificial sweetener), Mannitol .

PHARMACOLOGICAL CLASSIFICATION:
A20.1.2 Penicillins

PHARMACOLOGICAL ACTION:

Pharmatod}znamic properties

BIO-AMOKSIKLAV is a combination of amoxicillin and clavulanic acid. Amoxicillin is a semi-synthetic beta-lactamase-susceptible penicillin, which
has in vitro bactericidal activity aFainst a broad spectrum of non beta-lactamase-producing Gram positive and Gram negative organisms. The
spectrum of activity does not include those organisms that ﬂroduce beta-lactamases, namely resistant staphylococci, and all strains of
Pseudomonas, Klebsiella and Enterobacter. Clavulanic acid has been shown in vitro to be an irreversible inhibitor of beta- lactamases. Clavulanic
acid does not inactivate the chromosomally mediated (Sykes TyéJe 1 cephalosporinase) beta-lactamases ’produced t;yAcinetobacter species,
Citrobacter species, Enterobacter, indole positive Proteus, Providencia species and Serratia marcescens. /n vitro the formulation showed synergism
against amoxicillin-resistant organisms, with no evidence of antagonism and the activity was not reduced in the presence of serum (in vitro
activity does not necessarily imply in vivo efficacy). The clavulanicacid component has very little bactericidal action.

Pharmacokinetic rroperties

Absorption: Amoxicillin Is stable in the presence of acidic gastric secretions. Peak blood levels are achieved 1- 2 hours after administration. There
is a linear dose response in peak serum levels.

The pharmacokinetics of amoxicillin and clavulanic acid are closely allied and neither is adversely affected by the presence of food in the stomach.
Distribution: Approximately 18 % of the total ;f]llasma amoxicillin content is protein bound. Amoxicillin diffuses readily into most body tissues with
the exceptlilon of the brain and spinal fluid. Inflammation generally increases the permeability of the meninges to penicillins and this may apply
to amoxicillin.

Excretion: The elimination half-life of amoxicillin is a?proximatel¥ 1 hour. Co-administration of probenecid has little effect on the excretion of the
clavulanic acid component of the formulation. Small amounts of amoxicillin are also excreted in the faeces and bile.

INDICATIONS:

BIO»AMOKSIKhLAV suspension is indicated for infections caused by amoxicillin resistant organisms when the beta-lactamases are clavulanic acid
sensitive, such as:

- Upper respiratory tract infections, such as sinusitis, recurrent otitis media, tonsillitis due to H. Influenzae.

- Lower respiratory tract infections, such as bronchitis and bronchoy onia due to . Infl .

- Genito-urinary tract infections, such as cystitis, urethritis, pyelonephritis due to E. coli, Klebsiella pneumoniae.

- Skin and soft tissue infections due to Staphylococcus aureus.

BIO-AMOKSIKLAV suspension can also be used for infections caused by amoxicillin sensitive bacteria where the dosage used is that as for
amoxicillin, as the clavulanic acid will not potentiate the therapeutic effect of the amoxicillin.

In the treatment of infections caused by Pseudomonas aeruginosa, an aminoglycoside should be administered concomitantly.

CONTRAINDICATIONS:

BIO-AMOKSIKLAV suspension should not be used in individuals who show allergy to penicillin and should be used with caution in patients with

a history of allergy. Patients who are aIIer?ic to cephalosporins, cephamycins, or beta-lactamase inhibitors may also be allergic to penicillin and

beta-lactamase combinations (see WARNINGS AND SPECIAL PRECAUTIONS).

Hypersensitivity to any of the other ingredients of BIO-AMOKSIKLAV suspension.

Safety in pregnancy and lactation has not been established (see PREGNANCY AND LACTATION).

Safety in children under 6 months of age has not been established.

g|of MOKSIKLAV suspension is contraindicated in patients with a previous history of amoxicillin/clavulanic-associated jaundice/hepatic
ysfunction.

WARNINGS AND SPECIAL PRECAUTIONS:

Serious and occasionally fatal anaph{lactic reactions have been reported in patients on penicillin therapy. Prior to initiating treatment with
BIO-AMOKSIKLAV suspension, careful enquiry should be made concerning previous hypersensitivity reactions to penicillin, cephalosporin or other
allergens. Although anaphylaxis is more frequent following ;r)larenteral therapy, it has occurred in patients on oral penicillin. These reactions are
more likely to occur in individuals with a history of penicillin hypersensitivity, and/or a history of sensitivity to multiple allergens. There have been
reports of individuals with a history of penicillin hypersensitivity, who have experienced severe reactions when treated with cephalosporins.
Ifan allergic reaction occurs, BIO-AMOKSIKLAV suspension should be discontinued immediately and reactive conventional therap{ suchas
epinephrine (adrenaline), corticosteroids and antihistamines started. Oxygen, intravenous steroids and airway management, including
intubation may also be required. Contact with BI0-AMOKSIKLAV suspension should be avoided since skin sensitisation may occur.

(hanFes in liver function tests have been observed in some patients receiving BIO-AMOKSIKLAV suspension.

Development of cholestatic jaundice and hepatitis has been associated with the combined use of clavulanic acid and amoxicillin as in BIO-
AMOKSIKLAV suspension. BIO-AMOKSIKLAV suspension should be used with caution in patients with evidence of severe hepatic dysfunction.
Patients suffering from infectious mononucleosis show increased tendency to develop maculopapular rash.

Since BI0O-AMOKSIKLAV suspension contains amoxicillin, an aminopenicillin, it is not the treatment of choice in patients presenting with sore
throat or pharyn%itis because of the possibility that the underlying cause is infectious mononucleosis, in the presence of which there is a high
incidence of morbiliform rash if amoxicillin is used. BIO-AMOKSIKLAV suspension should be avoided if infectious mononucleosis is suspected.
BIO-AMOKSIKLAV suspension should be given with caution to %atients with lymphatic leukaemia since they are especially susceptible to
amoxicillin induced skin rashes. Patients with hyperuricaemia being treated with allopurinol may also be at increased risk of developing skin
rashes (see INTERACTIONS). Prolonged use may result in overgrowth of non-susceptible organisms. Pseudomembranous enterocolitis has been
reported. The use of BIO-AMOKSIKLAV suspension may lead to the selection of resistant strains of organisms and sensitivity testing should,
therefore be carried out whenever possible, to demonstrate the appropriateness of therapy.

The possibility of superinfections with mycotic or bacterial pathogens should be kegt in mind during therapy.

If superinfections occur (usually involving Aerobacter, Pseudomonas or Candida), BIO-AMOKSIKLAV suspension should be discontinued and/

or appropriate therapy instituted. Prolongation of prothrombin time (increased INR) has been reported in patients receiving BIO-AMOKSIKLAV
suspension. Appropriate monitoring should be undertaken when anticoagulants are #)rescribed concurrentl&/.
Periodic assessment of organ function, including renal, hepatic and haematopoietic functions, is advisable urin? prolonged therapy.

Taking BIO-AMOKSIKLAV suspension with food can reduce gastrointestinal symptoms. As these symptoms are refated to the clavulanic acid
component, and where higher concentration of amoxicillin is required, separate administration of additional amoxicillin should be considered.
If the Coomb’s test should become positive, BIO-AMOKSIKLAV suspension should be discontinued (conventional therapy such as antihistamines are
usually effective in most cases). When high doses are administered, adequate fluid intake and urinary output must be maintained.

The sodium content must be taken into account in patients on a sodium-restricted diet if the administration of high doses is necessary.

In %atients with moderate or severe renal impairment BIO-AMOKSIKLAV suspension dosage should be adjusted (see DOSAGE AND DIRECTIONS
FOR USE). Products containing mannitol may have a laxative effect or cause diarrhoea.

INTERACTIONS:

Concurrent use of BIO-AMOKSIKLAV suspension with anticoagulants (warfarin), hef)arin or thrombolytic agents may increase the prothrombin
time INR. Patients should be monitored carefully for signs of bleeding. BIO-AMOKSIKLAV suspension may reduce the efficacy of oral contraceptives
and ,Jatients should be warned accordingly. Probenecid decreases renal tubular secretion of amoxicillin {but not clavulanic acid, which is cleared
by glomerular filtration) when used concurrentl¥ with BIO-AMOKSIKLAV suspension. Concurrent use with BIO-AMOKSIKLAV suspension may
result in increased and prolonged blood levels of amoxicillin, but not clavulanic acid. An increase in frequency of skin rashes has been reported in
patients receiving amoxicillin with allopurinol, compared to those receiving the antibacterial alone. It is not known whether this potentiation of
amoxicillin rashes is due to allopurinol or the hyperuricaemia present in these patients. (See WARNINGS AND SPECIAL PRECAUTIONS).
Tetracyclines and other bacteriostatic medicines may interfere with the bactericidal effects of amoxicillin.

Interaction with Laboratory tests:

Itis recommended that when testing for the presence of glucose in urine during BIO-AMOKSIKLAV suspension treatment, enzymatic glucose
oxidﬁs%methods should be used. Due to the high urinary concentrations of amoxicillin, false positive readings are common with chemical
methods.

PREGNANCY AND LACTATION:

Pregnancy:

Ihe safety of BIO-AMOKSIKLAV suspension in pregnancy has not been established (see CONTRAINDICATIONS).

actation:

Amoxicillin is distributed into breast milk; there is no data on the excretion of clavulanic acid in breast milk. Although significant problemsin
humans have not been documented, the use of amoxicillin by breastfeedin? mothers may lead to sensitisation, diarrhoea, candidiasis and skin
r(aost'H_r']2 }Gﬁ Ii)nlf(aAnTtI.g“%efore, caution should be exercised when BI0-AMOKSIKLAV suspension is administered to breastfeeding women (see

DOSAGE AND DIRECTIONS FOR USE:

Directions for reconstitution:

BIO-AMOKSIKLAV S: Use 86 ml of water in two portions and shake vigorously to prepare 100 ml of oral suspension.
BIO-AMOKSIKLAV SF: Use 85 ml of water in two portions and shake vigorously to prepare 100 ml of oral suspension.
Directions for use:

BIO-AMOKSIKLAV suspension should be taken with food.

Dosages:

yﬁngIO-l(\M%KSIKLAV suspension dosage for infections caused by amoxicillin sensitive bacteria, is that as approved for amoxicillin single entity.
ildren (oral):

BIO-AMOKSIKLAV suspension for children is 25 - 50 mg/kﬂ/day of the combination suspensions (which corresponds to a daily dosage of the

equii/alent of 20 - 40 mg/kg of amoxicillin and 5 - 10 mg/kg of clavulanic acid) to be taken in divided doses every eight hours, at the start of a

meal.

Impaired renal function:

Both amoxicillin and clavulanic acid are excreted by the kidneys and the serum half-life of each increases in patients with renal failure. Therefore,

the dose may need to be reduced or the interval extended. Dosage adjustments are based on the maximum recommended level of amoxicillin.

Renal function should be monitored.

Dosage table:
Amoxicillin sensitive organisms
Upper respiratory Lower respiratory Urinary Skin and soft tissue
tract infections tract infections tract infections infections
BIO-AMOKSIKLAV S 5-10ml 8 hourly 5-10ml ™ 8 hourly 5-10ml " 8 hourly 5-10ml " 8 hourly
(9-18kg)
BIO-AMOKSIKLAV SF 5ml "8 hourly 5ml "8 hourly 5ml '8 hourly 5ml "8 hourly
(18-37kg)
Amoxicillin resistant organisms
Upper respiratory Lower respiratory Urinary tract infections Skin and soft
tract infections (Otitis media) | tract infections (Bronchitis) E. coli tissue infections
H. influenzae H. influenzae Klebsiella p i Staphylococcus aureus
H. parainfluenzae H. parainfluenzae
BIO-AMOKSIKLAV S 5-10ml @8 hourly 5-10ml " 8 hourly 5-10ml ™ 8 hourly 5-10ml ™8 hourly
(9-18kg)
BIO-AMOKSIKLAV SF 5-10ml @8 hourly 5—-10ml ™ 8 hourly 5-10ml ™ 8 hourly 5-10ml ™ 8 hourly
(18-37kg)

("To correspond to dosage of 25 — 50 mg/kg/day
@To correspond to dosage of 50 mg/kg/day

SIDE EFFECTS:

The most frequently reported adverse effects are diarrhoea, nausea, vomiting, indigestion, abdominal pain, skin rashes, urticaria and erythema
multiforme, vaginitis, abnormal taste, headache, dizziness, tiredness and hot flushes. The incidence and severitY of adverse effects, particularly
nausea and diarrhoea, increased with the higher recommended dose and can be minimised by administering BIO-AMOKSIKLAV suspension at
the start of a meal. In addition, as these symptoms are especially related to the potassium clavulanate component, where these gastrointestinal
sympton|15 occur and a higher concentration of amoxicillin is required, consideration should be given to administering the additional amoxicillin
separately.

Thg follow)/,ing adverse reactions have been reported and may occur with BIO-AMOKSIKLAV suspension:

Immune system disorders

Frequent: Skin rashes, pruritus, urticaria, serum sickness-like syndrome and erythema multiforme.

Less frequent: Allergic reactions, specifically anaphylaxis, Stevens-Johnson syndrome, hypersensitivity vasculitis, interstitial nephritis, bullous
exfoliative dermatitis and toxic epidermal necrolysis. Serious and occasional fatal hnp{ersensitivity (anaphylactic) reactions and angioedema
can occur with BIO-AMOKSIKLAV suspension (see WARNINGS AND SPECIAL PRECAUTIONS). Whenever such reactions occur, BIO-AMOKSIKLAV
suspension should be discontinued.

Hepato-biliary disorders

Less frequent: Elevated liver function tests, hepatic dysfunction, including hepatitis and cholestatic jaundice.

These events may be severe and occur Bredominant y in adult or elderly patients. Signs and symptoms usually occur during or shortlf/ after
treatment, but in some cases may not become apparent until several weeks after treatment has ceased. The hepatic effects are usually reversible.
However, death has been reported. These have almost always been cases associated with serious underlying disease or concomitant medication.
A moderate raise in aspartate transaminase (AST) and/or alanine transaminase (ALT) has been noted in patients treated with BIO-AMOKSIKLAV
suspension, but the significance of these findings is unknown.

Infections and infestations

Less frequent: Oral candidiasis, vaginal candidiasis.

Blood and the Iymﬁhatic system disorders

Less frequent: Thrombophlebitis, leucopenia or neutropenia, platelet dysfunction, eosinophilia, haemolytic anaemia, thrombocytopenia,
thrombocytopenic purpura, agranulocytosis. These reactions may be reversible on discontinuation of therapy and are believed to be
hypersensitivity phenomena. Thrombocytosis and prolongation of bleeding time and prothrombin time (increased INR).

Aﬁpropriate monitoring should be undertaken when anticoagulants are prescribed concomitantly.

Skin and subc tissue disorders

Less frequent: Hives or itching.

Frequency unknown: Maculopapular rash.

Cardiac disorders

Less frequent: Chest pain.

Gastrointestinal disorders

Frequent: Gastrointestinal reactions (nausea, vomiting and diarrhoea), gastritis, indigestion, abdominal pain, stomatitis, glossitis, enterocolitis,
and antibiotic-associated colitis (includin% pseudomembranous colitis and haemorrhagic colitis).

If gastrointestinal reactions are evident, they may be reduced by taking BIO-AMOKSIKLAV suspension at the start of a meal.

Renal and urinary disorders

Less frequent: Dysuria, urinary retention, proteinuria, pyuria, crystalluria.

Vascular disorders

Less frequent: Oedema.

General disorders and administrative site conditions

Frequent: Headache, fatigue.

Less frequent: Abnormal taste, chills; epitaxis; malaise, black‘hairy’ tongue, tooth discolouration (it can be removed by brushing).

Nervous system disorders

Frequent: Dizziness, hot flushes.

Less frequent: Hyperactivity, convulsions. Convulsions may occur with impaired renal function or in those receiving high doses.

%(NOS%NE E!EI%IE‘{(S')MS FOR OVERDOSAGE AND PARTICULARS OF ITS TREATMENT:

ee .

Treatment is symptomatic and supportive. However, gastrointestinal effects such as nausea, vomiting and diarrhoea may be evident and
symptoms of water and electrolyte imbalance should be treated symptomatically. Adequate fluid intake and urinary output must be maintained
to minimise the possibility of crystalluria. Amoxicillin may be removed from the circulation by haemodialysis. The molecular weight, degree of
protein binding and pharmacokinetic profile of clavulanic acid, together with information from a single patient with renal insufficiency all suggest
that this compound may also be removed by haemodialysis.

IDENTIFICATION:
BIO-AMOKSIKLAV S and SF: White to yellowish-white crystalline powder. The reconstituted suspension is an almost-white to yellowish-
homogenous suspension.

PRESENTATION:
BIO-AMOKSIKLAV S and SF: Amber glass bottles with HDPE caps containing a yellowish-white crystalline powder for reconstitution to 100 ml
suspension. A plastic oral dosing syringe with graduation from 0,4 to 5 ml'is included.

STORAGE INSTRUCTIONS:

BIO-AMOKSIKLAV S and SF should be stored in a cool, dry place at or below 25 °C.

Once reconstituted, BIO-AMOKSIKLAV S and SF suspensions should be stored in a refrigerator (2 — 8 °C) and used within 7 days.
KEEP OUT OF REACH OF CHILDREN.

REGISTRATION NUMBER:
BIO-AMOKSIKLAV S (suspension): 31/20.1.2/0683
BIO-AMOKSIKLAV SF (suspension forte): 31/20.1.2/0684

NAME AND BUSINESS ADDRESS OF THE HOLDER OF THE CERTIFICATE OF REGISTRATION:
Biotech Laboratories (Pty) Ltd.

Ground Floor, Block K West, Central Park

400 16™ Road, Randjespark, Midrand, 1685, South Africa

DATE OF PUBLICATION OF PACKAGE INSERT:

Date of registration: 29 October 1999

Date of lafest revision of text as approved by Council: 9 February 2012

Date of notification with regard to amended Reg. 9 and 10: 20 February 2015
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SKEDULERINGSTATUS:

EIENDOMSNAAM EN DOSEERVORM:
BIO-AMOKSIKLAV S (Poeier vir suspensie)
BIO-AMOKSIKLAV SF (Poeier vir suspensie)

SAMESTELLING:

BIO-AMOKSIKLAV S: Elke 5 ml hersaamgestelde suspensie bevat amoksisillien trihidraat ekwivalent aan 125 mg amoksisillien en
kaliumklavulanaat ekwivalent aan 31.25 mg klavulaansuur. ) o

Hulgstowwe: Anhidriese sitraat, natriumsitraat, natriumbensoaat, Avicel RC 591 FMC (bestaande uit mikrokristallyne sellulose en .
carbox m)ethylse[ltullose natrium), Xanthan gom, kolloidale anhidriese silika, silikoon dioksied, aarbei aroma, sakarien natrium (kunsmatige
versoeter), mannitol.

BIO-AMOKSIKLAV SF: Elke 5 ml hersaamgestelde suspensie bevat amoksisillien trihidraat ekwivalent aan 250 mg amoksisillien en
kaliumklavulanaat

ekwivalent aan 62.50 mq klavulaansuur.

Hulpstowwe: Anhidriese sitraat, natriumsitraat, natriumbensoaat, Avicel RC 591 FMC ébestaande uit mikrokristallyne sellulose en

carbox methylse[lullose natrium), Xanthan gom, kolloidale anhidriese silika, silikoon dioksied, aarbei aroma, sakarien natrium (kunsmatige
versoeter), mannitol.

BIO-AMOKSIKLAV S en SF bevat: Natriumbensoaat 0.042 % m/m as‘n preserveermiddel, Sakarien natrium (kunsmatige versoeter), Mannitol.

FARMAKOLOGIESE KLASSIFIKASIE:
A20.1.2 Penisilliene

FARMAKOLOGIESE WERKING:

Farmakodinamiese eienskappe )

BIO-AMOKSIKLAV is h kombinasie van amoksisillien en klavulaansuur. Amoksisillien is h semi-sintetiese beta-laktamase-sensitiewe penisillien

wat in vitro kiemdodende werking teen h breé spektrum nie-beta-laktamase-produserende Gram-positiewe en Gram-negatiewe organismes het.

Die spektrum van werking sluit nie dié organismes wat beta-laktamese produseer, naamlik weerstandige Staphylococcus, en alle stamme van

Pseudomonas, Klebsiella én Enterobacter in nie. Klavulaansuur is in vitro getoon as n onomkeerbare inhibeerder van beta-laktamase.

Klavulaansuur is nie geindikeer vir chromosomale gemedieerde (Sykes Tipe T kefalosporinase) beta-laktamase geproduseer deur .

Acinetobacter spesies, itrobacter spesies, Enterobacter, indolepositiewe Proteus, Providencia spesies en Serratia marcescens. Die formulasie het /n

vitro sinergisme ﬁe'goon teen Amoksisillien-weerstandige organismes met geen bewyse van antq?qmsme en die aktiwiteit was nie verminder in

die teenwoordigheid van serum nie (in vitro aktiwiteit impliseer nie noodwendig in vivo effektiwiteit nie). Die klavulaansuurkomponent het baie

min bakteriedodende werking.

Farmakokinetiese eienskappe

Absopsie: _ . - .

Amoksisillien is stabiel in die teenwoordigheid van suur maagafskeidings. Piekbloedvlakke word 1 tot 2 uur na toediening bereik. Daar is'n

lineére dosis reaksie in piek serum vlakke: Die farmakokinetika van amoksisillien en klavulaansuur is nou verwant en word nie nadelig beinvioed

deur die teenwoordigheid van voedsel in die maag nie.

Distribusie:

On%eveer 18% van die totale plasma amoksisillien inhoud is proteien gebonde. Amoksisillien diffundeer maklik in die meeste liggaamsweefsels

met die uitsondering van die brein en ruggraatvloeistof.

lL'/]‘I‘]akmg]'aSie verhoog gewoonlik die permeabiliteit van die meninges vir penisilliene en dit mag van toepassing wees op amoksisillien.
itskeiding:

Die elimingasiehalﬂeeftyd van amoksisillien is ongeveer 1 uur. Gelyktydige toediening van probenesied het min effek op die uitskeiding van die

klavulaansuurkomponent van die formulasie. Kléin hoeveelhede amoksisillien word ook uitgeskei in ontlasting en gal.

INDIKASIES:

EILO»AASOK[S'KLAV kan gebruik word vir infeksies wat amoksisillien-weerstandig is wanneer die beta-laktamases sensitief is vir klavulaansuur.
lieronder tel:

- Boonste lugweg infeksies, soos sinusitis, herhalende akute otitis media, tonsillitis, te wyte aan H.influenzae.

- Onderste lugweg infeksies soos brongitis en brongopneumonie te wyte aan H.influenzde.

- Genitale urienweginfeksies soos sistitis, urethritis, piélonefritis te wyte aan £.coll, Klebsiella pneumonia.

-Vel-en sagtewee Selinfeksies te wyte aan Stafnhy!oco(cus aureus. ) o . _ . .

BIO-AMOKSIKLAV kan ook gebruik word vir infeksies waar die veroorsakende bakterieé sensitief s vir amoksisillien en waar die gebruikte dosis

ooreenstem met dié vir amoksisillien aangesien die klavulaansuur nie die terapeutiese effek van die amoksisillien sal potensieer nie.

In die behandeling van infeksies veroorsaak deur Pseudomonas aeruginosa word tegelyke toediening van aminoglikosiede aanbeveel.

KONTRA-INDIKASIES:

BIO-AMOKSIKLAV suspensie behoort nie gebruik te word by individue wat allergies is vir penisillien en behoort met omsigtigheid gebruik te word
by pasiénte met h geskiedenis van allergieé. o . . o o
Pasiénte wat allergies is vir kefalosporiene, kefamisiene of beta-laktamase inhibeerders mag ook allergies wees vir kombinasies van penisillien en
beta-laktamase (sien WAARSKUWINGS EN SPESIALE VOORSOORGMAATREELS).

Hipersensitiwiteit vir enige van die ander bestanddele van BIO-AMOKSIKLAV susg)ensie

Veiligheid tydens swangerskap en borsvoeding is nie bepaal nie (sien SWANGERSKAP EN LAKTASIE).

Veiliihei-- in kinders jonger as 6 maande is nie bepaal nie.

BIO-AMOKSIKLAV suspensie is teenaangedui in pasiénte met‘n vorige geskiedenis van amoksisillien/ klavulaansuur geassosieerde geelsug /
hepatiese disfunksie.

WAARSKUWINGS EN SPESIALE VOORSORGMAATREELS:

Emst}i&e en soms noodlottige anafilaktiese reaksies is aangemeld by pasiénte met penisillienterapie. Voordat die behandeling met BIO-
AMOKSIKLAV suspensie begin word, moet daar noukeurig ondersoek gedoen word na vorige hipersensitiwiteitsreaksies op penisillien
kefalosporien of ander allergene. Alhoewel anafilakse meer voorkom as gevolg van parenterale terapie, het dit by i)_asiénte op mondelinge
penisillien plaasgevind. Hierdie reaksies is meer Heneig om voor te kom in individue met‘n geskiedenis van penisillien hipersensitiwiteit, en/of

n geskiedenis van sensitiwiteit vir veelvuldige allergene. Daar is berigte van individue metn Feski_edenis van penisillien hipersensitiwiteit, wat
erge reaksies ervaar het toe hulle met kefalosporien behandel is. Indien n allergiese reaksie E aasvind, moet die suspensie van BI0-AMOKSIKLAV
onmiddellik gestaak word en reaktiewe konvensionele terapie soos epinefrien ?adrenallen), ortikosteroiede en antihistamiene begin. Suurstof,
intraveneuse steroiede en lugwegbestuur, insluitend intubasie, kan ook benodig word. Kontak met BIO-AMOKSIKLAV suspensie moet verm\/lword
aangesien se{mnwnen van die vel voorkom. Veranderinge in lewerfunksietoetse is waargeneem in sommige pasiénte wat BIO-AMOKSIKLA!
suspensie ontvang.

Ontwikkeling van cholestatiese geelsug en hepatitis is geassosieer met die gekombineerde gebruik van klavulansuur en amoksisillien soos in
BIO-AMOKSIKLAV suspensie. BIO-AMOKSIKLA su5|in(en5|e moet met omsigtigheid gebruik word by pasiénte met bewyse van emstige hepatiese
disfunksie. Pasiénte wat aan aansteeklike mononukleose ly, toon toenemende neiging om maku opaPuIére uitslag te ontwikkel. Aanfgeslen‘ )
BIO-AMOKSIKLAV suspensie amoksisillien bevat, 'n aminopenisillien, is dit nie die keuse van behandeling by pasiénte met seer keel of faringitis as
gevolg van die moontlikheid dat die onderliggende oorsaak aansteeklike mononukleose is, in die teenwoordigheid waarvan daar’n hoé voorkoms
van morbiliformis uitslag kan voorkom, as amoksisillien gebruik word. BIO-AMOKSIKLAV suspensie moet vermy word indien aansteeklike
mononukleose vermoed word. BIO-AMOKSIKLAV suspensie moet met omsigtigheid gegee word aan pasiénte met limfatiese leukemie aangesien
hulle veral vatbaar is vir amoksisillien-geinduseerde veluitslag. Pasiénte met hyperurikemie wat met allopurinol behandel word, kan ook
verhoogde risiko hé om veluitslag te ontwikkel (sien INTERAKSIES). Lan durige\?ebruik kan lei tot oorgroei van nie-vatbare organismes.
Pseudomembrane enterokolitis is aangemeld. Die gebruik van BIO-AMOKSIKLAV suspensie kan lei tot die seleksie van

weerstandhiedende stamme van organismes en sensitiwiteitstoetsin%moet dus sover moontlik uitgevoer word om die toe&naslikheid van terapie
te demonstreer. Die moontlikheid van superinfeksies met miotiese of bakteriese patogene moet in gedagte gehou word tydens terapie. As
superinfeksies voorkom (qewoonlik met Aerobacter, Pseudomonas of Candida), moet BIO-AMOKSIKLAV suspensie Sgiestaak word en /of toepaslike
terapie ingestel word. Verlenging van protrombientyd (verhoogde INR) is aangemeld by pasiénte wat BIO-AMOKSIKLAV suspensie ontvang.
Toepaslike monitering moet onderneem word met antistolmiddels wat gelykfydig voorgeskryf word. Periodieke assessering van orgaanfunksie,
insluitende renale, hepatiese en hematopoiétiese funksies, is aanbeveel tydens langdurige terapie. BIO-AMOKSIKLAV suspensie met voedsel, kan
gastro-intestinale simp verminder. Aangesien hierdie simp verband hou met die klavulaansuurkomponent, en waar hoér konsentrasie
amoksisillien benodig word, moet aparte toediening van bykomende amoksisillien oorweeg word. As die Coomb se toets positief word, moet
BIO-AMOKSIKLAV suspensie gestaak word (konvensionele terapie soos antihistamiene is gewoonlik effektief in die meeste gevalle). Wanneer
hoé dosisse toegedien word, moet voldoende vloeistofinname en urinére uitskeiding gehandhaaf word. Die natriuminhoud in pasiénte met'n
natrium-beperkte dieet moet in ag %eneem word indien die toediening van hoé dosisse nodiq is. B K)aﬂénte met matige of emstige
nierversaking moet BIO-AMOKSIKLAV suspensie dosering aangepas word (sien DOSIS EN GEBRUIKSAANWYSINGS). Produikte wat mannitol bevat,
mag 'n lakserende effek hé of diarree veroorsaak.

INTERAKSIES:

Die gebruik van BIO-AMOKSIKLAV saam met teen bloedstollingsmiddels (warfarien), heparien of trombolitiese middels mag die protrombien tyd

INR verhoog. Pasiénte moet versigtig gemonitor word vir tekens van bloe |[hg. . . )

BIO-AMOKSIKLAV suspensie mag die effektiwiteit van orale kontrasepsie middels verminder, en pasiénte moet dienooreenkomstig gewaarsku

word. Probenesied verminder renale buis sekresie van amoksisillien (maar nie klavulaan suur, wat deurelomerulereﬁltraSIe uitgeskei word nie),

wanneer saam met BIO-AMOKSIKLAV suspensie gebruik word. Gesamentlike gebruik van BIO-AMOKSIKCAV suspensie mag lei tot verhoogde en

verlenge bloedvlakke van amoksisillien, maar nie van klavulaan suur nie.’n Toename in voorkoms van veluitslag is gerapporteer in pasiénte wat

amoksisillien tesame met allopurinol ontvang het, teenoor die wat slegs die antibakteriese middel ontvang hef. Dit is nie bekend of hierdie
otensieéring van amoksisillien veluitslag te w]yte is aan allopurinol of aan hiperurisemie wat teenwoordig is in die pasiénte nie (sien
AARSKUWINGS EN SPESIALE VOORSORGMAATREELS).

Tetrasikliene en ander bakteriostatiese medisyne mag inmeng met die kiemdodende effek van amoksisillien.

Interaksie met Laboratorium toetse:

Dit word aanbeveel om die ensiematiese ?Iucose oksidasie metode te gebruik, wanneer getoets word vir die teenwoordigheid van glucose in

;Jrietne, tydei(ns BIO-AMOKSIKLAV behandeling. As gevolg van die hoé urine konsentrasie van amoksisillien, kan fals positiewe lesings van urine
oetse voorkom.

SWANGERSKAP EN LAKTASIE:
Swangerskap:
LDi(,e( rvei]ighmd van BIO-AMOKSIKLAV suspensie tydens swangerskap is nog nie vasgestel nie (sien KONTRA-INDIKASIES).

aktasie:
Amoksisillien word in borsmelk uitgeskei, maar daar is geen data wat die uitskeiding van klavulaansuur in borsmelk aandui nie. Alhoewel daar
nie beduidende probleme hiervan in mense aangeteken is nie, kan die gebrmkvan amoksisillien deur borsvoedende moeders lei tot sensitiwiteit,
diarrhoea, kandidiase en veluitslag in die baba. Daarom moet versigtigheid uitgeoefen word wanneer BIO-AMOKSIKLAV suspensie toegedien
word aan borsvoedende vroue (sien KONTRA-INDIKASIES)

DOSIS EN GEBRUIKSAANWYSINGS:

Aanwysings vir hersamestelling: ) ‘ . .
BIO-AMOKSIKLAV S: Voeg 86 ml water in twee dele bg en skud deeglik om 100 ml orale suspensie te berei.
BIO-AMOKSIKLAV SF: Voeg 85 ml water in twee dele by en skud deeglik om 100 ml orale suspensie te berei.
Gebruiksaanwysings:

Die suspensie behoort met voedsel geneem te word.

osisse:
Die BIO-AMOKSIKLAV dosis vir infeksies wat deur amoksisillien bakterieé veroorsaak word, is soortgelyk aan wat vir amoksisillien as h enkel
entiteit goedgekeur is.

Kinders oruleé:

BIO-AMOKSIKLAV dosering vir kinders is 25 — 50 mg/kg per dag van die kombinasie-suspensie (ekwivalent aan h daaglikse dosis van 20 — 40 mg/
kg amoksisillien en 5 — 10 mg/kg klavulaansuur) drie maal per dag met voedsel. Dosisse behoort verminder of aangepas te word by pasiénte met
matige ernstige nieraantasting.

Nierfunksie behoort gemonitor te word.

Dosistabel:
Amoksisillien sensitiewe organismes
Boonste Onderste Urienweg Vel- en sagteweefsel
lugweginfeksie lugweginfeksie infeksies infeksies
BIO-AMOKSIKLAV S 5-10ml ™ 8 uurliks 5—10ml " 8 uurliks 5—10ml ™ 8 uurliks 5-10ml " 8 uurliks
(9-18kg)
BIO-AMOKSIKLAV SF 5ml ™8 uurliks 5ml ™8 uurliks 5ml ™ 8 uurliks 5ml @8 uurliks
(18-37kg)
Amoksisillien weerstandige organismes
Boonste lugweginfeksie Onderste lugweginfeksie Urienweg-infeksie Vel- en sagteweefsel
(Otitis media) (Brongitis) E. coli infeksies
H. influenzae H. influenzae Klebsiella pneumoniae | Staphylococcus aureus
H. parainfluenzae H. parainfluenzae
BIO-AMOKSIKLAV S 5-10ml @ 8 uurliks 5-10ml ™ 8 uurliks 5-10ml 8 uurliks 5-10ml ™ 8 uurliks
(9-18kg)
BIO-AMOKSIKLAV SF 5-10ml @ 8 uurliks 5-10ml " 8 uurliks 5-10ml ™ 8 uurliks 5-10ml ™ 8 uurliks
(18—37kg)

(Ekwivalent aan h dosis van 25 — 50 mg/kg/dag
@ Ekwivalent aan h dosis van 50 mg/kg/dag

NEWE EFFEKTE:

Die mees gerapporteerde nadelige effekte is diarree, naarheid, brakin ,s;g/svertering, abdominale pyn, veluitslag, urtikariale en eriteme

multiforme, vaginitis, abnormale smaak, hoofpyn, duiseligheid, moegheid en warm gloede. Die voorkoms en erns van nadelige effekte, veral

naarheid en diarree, verhoog met die hoér aanbevole dosis en kan verminder word deur toediening van BIO-AMOKSIKLAV suspensie aan die begin

van‘n ete. Aangesien hierdie simptome veral verband hou met die kaliumklavulanaat komponent, waar Fastro-intestinale simptome voorkom'en

‘n hoér konsentrasie amoksisillien wel vereis word, moet dit oorweeg word om die addisionele amoksisillien apart te administreer.

Die volgende nadelige reaksies is aangemeld en kan met BIO-AMOKSIKLAV suspensie voorkom:

Immuunstelsel versteurings

Dikwels: Veluitslag, pruritus, urtikaria, serum siekte-agtige sindroom en eritem multiforme.

Minder dikwels: Allergiese reaksies, spesifieke anafilakse, Stevens-Johnson sindroom, hipersensitiwiteit, vaskulitis, interstitiéle nefritis, bulleuse

eksfoliatiewe dermatitis en toksiese epidermale nekrolise. Ernstige en af en toe fatale hipersensitiwiteit (anafilaktiese) reaksies en angioedeem

kan voorkom met BIO-AMOKSIKLAV suspensie (sien WAARSKUWINGS EN SPESIALE VOORSORGMAATREELS). Wanneer sulke reaksies voorkom,

moet BIO-AMOKSIKLAV suspensie gestaak word.

Hepato-biliére versteurings

Minder dikwels: Vlerhoodge lewerfunksie toetse, hepatiese disfunksie, insluitend hepatitis en cholestatiese geelsug. Die gebeurlikhede ma

ernstig wees, en kom hoofsaaklik voor in volwassenes en ouer pasiénte. Tekens en simptome verskyn gewoonlik tydens of kort na behandeling,

maar in sommige gevalle mag dit nie verskyn tot verskeie weke na behandeling gestaak is nie. Die hepatiese effekte is gewoonlik omkeerbaar,

alhoewel, sterftes al aangemeld is. Dit is egter altyd in gevalle waar ernstige onderliggende toestande of gesamentlike medisyne gebruik

aangemeld is.'n Matige verhoging van aspartaat transaminase (AST) en/of alanien transaminase (ALT) is opgemerk in BIO-AMOKSIKLAV suspensie

behandelde pasiénte, maar die beduidendheid hiervan is nog onbekend.

Infeksies en infestasies

Minder dikwels: Orale kandidiase, vaginale candidiasis.

Bloed- en limfstelselversteurings

Minder dikwels: Tromboflebitis, leukopenia of penia, bloedplaatjie disfunksie, eosinophilia, haemolitiese anemia, thrombocytopenia,

trombocytopeniese purpura, agranulositose. Hierdie reaksies is omkeerbaar wanneer die behandeling gestaak word, en word gesien as'n

hipersensitiwiteits phenomeen.

Trombositose en verlengde bloedings tyd en protrombien tyd (verhoogde INR).

GeiJaste monitering moet plaasvind wanneer antikoagulante tesame voorgeskryf word.

Vel- en subkutane weefselversteurings

Minder dikwels: Galbulte of jeuk.

FIL‘!’\WUI ie bek d: Mak

Hartversteurings

Minder dikwels: Borspyn

Gastrointestinale versteurings

Dikwels: Gastrointestinale reaksies (naarheid, brakinF en diarree), gastritis, spysverterings probleme, abdominale pyn, stomatitis, glossitis,
kolitis en antibioties-g iderde kolitis (insfuitende \)xseu omembraneuse kolitis en hemorragiese kolitis). Indien gastrointestinale

reaksies voorkom, kan dit béperk word deur BIO-AMOKSIKLA

Nier- en urinére versteurings

Minder dikwels: Disuria, urinére retensie, proteinuria, pyuria, kristaluria.

Vaskuléreversteurings

Minder dikwels: Edeem

AIEemene versteurinqhs en toedienings area toestande

Dikwels: Hoofpyn, moegheid

Minder dikwels: Aangetaste smaak, rillings, epitakse, malaise, swart “harige” tong, tandverkleuring (kan deur borsel verwyder word).

Senuwee Stelsel Effekte

Dikwels: Duiseligheid, warm gloede.

Minder dikwels: Hiperaktiwiteit, konvulsies. Konvulsies mag ook voorkom met ingeperkte renale funksie of tydens toediening van hoé doserings.

EEKEI\PIIEI\;\IEESI!IA:’I!E{?EMEVAN OORDOSERING EN BESONDERHEDE VAN DIE BEHANDELING DAARVAN:

ien | .

Behandeling is simptomaties en ondersteunend. Gastro-intestinale effekte soos naarheid, braking en diarree kan egter voorkom en simptome van

water en eléktroliet wanbalans moet simptomaties behandel word. Voldoende vloeistof inname en urinére uitskeiding moet gehandhaaf word

om die moontlikheid van kristallurie te verminder. Amoksisillien kan deur hemodialise uit die sirkulasie verwyder word. Die molekulérel?ewig,

graad van proteienbinding en farmakokinetiese profiel van klavulansuur, tesame met inligting van‘n enkele pasiént met nierversaking, dui daarop
at hierdie verbinding ook deur hemodialise verwyder kan word.

IDENTIFIKASIE:
BIO-AMOKSIKLAV S en SF: Wit tot geelwit kristallyne poeier wat na hersamestelling h byna wit tot geelwit homogene suspensie lewer.

AANBIEDING:
BIO-AMOKSIKLAV S en SF: Amberkleurige glas bottels met HDPE proppe bevattende h geelwit, kristallyne poeier wat 100 ml suspensie na
hersamestelling lewer. h Plastiese orale doseerspuit met gradering van 0,4 tot 5 ml is ingesluit.

BERGINGSAANWYSINGS:

BIO-AMOKSIKLAV S en SF moet in h koel, droé plek teen of benede 25 °C bewaar word.

Na hersamestelling moet BI0-AMOKSIKLAV S en SF suspensies in h yskas (2 — 8 °C) bewaar word en binne 7 dae gebruik word.
HOU BUITE BEREIKVAN KINDERS.

REGISTRASIENOMMERS:
BIO-AMOKSIKLAV S (suspensie): 31/20.1.2/0683
BIO-AMOKSIKLAV SF (suspensie forte): 31/20.1.2/0684
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