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SUMMARY OF PRODUCT CHARACTERISTICS (SMPC)

MICFOX Dry Syrup
(Cefixime for Oral Suspension USP 100mg/5ml)

1. Name Of The Product

MICFOX Dry Syrup
(Cefixime for Oral Suspension USP 100mg/5ml)

2. Qualitative & Quantitative Composition
Each 5ml(after reconstitution) contains:
Cefixime Trihydrate USP
Eqg. to Anhydrous Cefixime 100 mg

2. Pharmaceutical Form

Dry Syrup.
4. Clinical Particulars
4.1 Therapeutic indications

Cefixime is indicated for oral treatment of the following bacterial infections when caused by
susceptible organisms (see sections 4.4 and 5.1): - Acute exacerbations of chronic bronchitis -
Community — acquired pneumonia - ENT infections (e.g. otitis media, sinusitis, tonsillitis,
pharyngitis, laryngitis) - Uncomplicated lower urinary tract infections including gonococcal
urethritis - Uncomplicated pyelonephritis The use of cefixime should be reserved for infections
in which the causative organism is known or suspected to be resistant to other commonly used
antibacterial agents or when treatment failure may carry significant risk. Consideration should be
given to official guidance on the appropriate use of antibacterial agents.

4.2 Posology and method of administration

Posology Sandoz Business use only Page 2 of 14 1.3.1 spc-label-pl - common-spc - 6,071
(AT/H/0137-0140- interaction BSA) 20151019 CEFIXIME 100 MG / 5 ML GRANULES FOR
ORAL SUSPENSION 172-3010.01 Adults and adolescents: 1 x 400 mg (= 20 ml of the
reconstituted suspension) per day, as a once-a-day dose or 2 x 200 mg (= 10 ml) with an interval
of 12 hours. Children from 6 months to 11 years of age: 8 mg cefixime/kg bodyweight per day:
either as a once-a-day dose or twice daily 4 mg/kg bodyweight with an interval of 12 hours.
Children less than 6 months of ageThe safety and efficacy of cefixime has not been established
in children less than 6 months of age. Dosage recommendations for syringe (10 ml, marked at
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each half ml) and spoon (5 ml with 1.25, 2.5 ml graduation) are given in the table below, as the
medicinal product [nationally completed name] 100 mg/5 ml granules for oral suspension will be
either provided with syringe or spoon (see section 6.5). 1 ml reconstituted suspension contains 20
mg cefixime: SYRINGE SPOON Body weight (kg) Daily dosage (mg) Daily dosage (ml) Daily
dosage (measuring spoons) 2520154021 x% (or2xY¥)6482575603108041x1(or
2Xx%)12510051512061x 2 (or2x1)17,51407 20 160 8 22,5 180 9 25 200 10 27,5 220
1130240121x3(or2x1%)37,530015>37,540020 1 x4 (or 2 x 2) Sandoz Business use
only Page 3 of 14 1.3.1 spc-label-pl - common-spc - 6,071 (AT/H/0137-0140- interaction BSA)
20151019 CEFIXIME 100 MG /5 ML GRANULES FOR ORAL SUSPENSION 172-3010.01 It
is recommended that adolescents and adults without complaints in swallowing take Cefixime
capsules or tablets. The duration of treatment is dependent on the course of the infection.
Generally, the duration of treatment with antibiotics is 7-10 days. It should be noted that
streptococcal infections require a minimum therapy of 10 days in order to avoid secondary
illnesses (rheumatic fever, glomerulonephritis) 1-3 days' treatment is often sufficient for
uncomplicated pyelonephritis in women. A once-only dose of 400 mg cefixime is generally
sufficient for gonococcal infections. Patients with impaired renal function: Cefixime may be
administered in the presence of impaired renal function. Normal dose and schedule may be given
in patients with creatinine clearances of 20 ml/min or greater. In patients whose creatinine
clearance is less than 20 ml/min, it is recommended that a dose of 200 mg once daily should not
be exceeded. The dose and regimen for patients who are maintained on chronic ambulatory
peritoneal dialysis or haemodialysis should follow the same recommendation as that for patients
with creatinine clearances of less than 20 ml/min/1.73 m2. There are insufficient data regarding
use of cefixime in the pediatric and adolescent age group in the presence of renal insufficiency.
Therefore, the use of cefixime in these patient-groups is not recommended. Older people: Older
patients may be given the same dose as recommended for adults. Renal function should be
assessed and dosage should be adjusted in severe renal impairment (see “Dosage in renal
impairment”). The ready-to-use suspension is to be taken undiluted either prior or with meal. For
the preparation of the ready-to-use suspension the bottle with the granules is first vigorously
shaken, then fresh drinking water is added up to the filling mark and the suspension is
immediately vigorously shaken again. After allowing the suspension to stand for a short time
water is added up to the marked level of filling once more and it is again vigorously shaken. The
white to light-yellow suspension is now ready for use. The bottle should be shaken vigorously
before every administration. For the exact administration of the dosage a 5 ml measuring spoon
(with 1.25 and 2.5 ml graduation) or 10 ml syringe with adapter is included in the package to aid
correct dosing. After preparation of the ready-to-use suspension Cefixime 100 mg / 5 ml
granules for oral suspension should be used within 2 weeks!

Method of Administration

Oral use
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4.3 Contraindications

Cefixime is contraindicated in cases of hypersensitivity to cefixim, to any other cephalosporin antibiotics,
or a known immediate and severe hypersensitivity reaction to penicillin or any beta-lactam antibiotic or to
one of the excipients of the medicinal product. For cross allergy see section 4.4.

4.4 Special warnings and precautions for use

Severe cutaneous adverse reactions such as toxic epidermal necrolysis, Stevens-Johnson
syndrome and drug rash with eosinophilia and systemic symptoms (DRESS) have been reported
in some patients on cefixime. When severe cutaneous adverse reactions occur, cefixime should
be discontinued and appropriate therapy and/or measures should be taken. Cefixime should be
given with caution to patients who have shown hypersensitivity to other drugs. Special care is
indicated in patients who have experienced any allergic reaction to penicillins or any other beta-
lactam antibiotics as cross-reactions may occur (for contraindications due to known
hypersensitivity reactions see section 4.3). If any allergic reaction to cefixime occurs (see section
4.8), treatment with cefixime must be discontinued immediately and appropriate emergency
measures must be initiated. Particular caution is necessary in patients with allergic diathesis or
asthma when using R-lactam antibiotics, as hypersensitivity is more common in these patients.
Particular caution should be exercised when using cefixime in patients with severe renal function
disorders (creatinine clearance < 20 ml/min (see sections 4.2 and 5.2). There are insufficient data
regarding use of cefixime in the pediatric and adolescent age group in the presence of renal
insufficiency: the wuse of cefixime in these patient-groups is not recommended.
Pseudomembraneous colitis has been reported with the use of broad spectrum antibiotics and
may range in severity from mild to life threatening (see section 4.8). Therefore it is important to
consider its diagnosis in patient who develop serious diarrhea during or after antibiotic use. In
case of pseudomembraneous colitis the use of cefixime should be discontinued and appropriate
measures should be installed. The use of agents inhibiting the peristaltis is contraindicated. Renal
function, hepatic function and blood account should be monitored under long-term therapy with
cefixime at high doses. As with any long-term antibiotic therapy, the patient should be monitored
for increased growth of nonsensitive bacteria or fungi.

Renal function is to be particularly well monitored under a combination therapy with cefixime
preparations and aminoglycoside antibiotics, polymyxin B, colistin or high-dose loop diuretics
(e.g. furosemide) because of the probability of additional renal impairment up to acute renal
failure, in particular in case of secondary diseases correlated with reduced renal perfusion (e.g.
severe infections, sepsis). This applies particularly for patients with already restricted renal
function. Hypersensitivity to other B-lactam antibiotics may cause cross allergy. Therefore
caution is required in patients who have experienced an anaphylactic reaction to penicillin.
Treatment with cefixime should be avoided in patients with severe gastrointestinal disorders,
since sufficient absorption cannot be guaranteed. (In such cases a parenteral therapy with a
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suitable antibiotic is recommended). Note: Proven staphylococcal infections should not be
treated with cefixime, since staphylococci are resistant. Warning for patients with diabetes taking
Cefixime granules for oral suspension: 5 ml of the ready-to-use suspension of Cefixime granules
for oral suspension: contains 2.5 g sucrose (correspond. to 0.21 BE). Influence on laboratory
diagnostic tests A false positive reaction for glucose in the urine may occur with Benedict's or
Fehling's solutions or with copper sulphate test tablets, but not with tests based on enzymatic
glucose oxidase reactions. A false positive direct Coombs test has been reported during treatment
with cephalosporin antibiotics, therefore it should be recognized that a positive Coombs test may
be due to the drug. Patients with rare hereditary problems of fructose intolerance, glucose-
galactose malabsorption or sucrose-isomaltase insufficiency should not take this medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Concomitant intake with: Potentially nephrotoxic substances (such as aminoglycoside
antibiotics,colistin, polymyxin and viomycin) and strong-acting diuretics (e.g. ethacrynic acid or
furosemide) induce an increased risk of impairment of renal function. Nifedipine, a calcium
channel blocker, may increase bioavailability of cefixime up to 70 %. Isolated cases have been
reported of patients taking cefixime and cumarin anticoagulants concomitantly with prolonged
prothrombin times with and without bleeding. In such cases clotting parameters should be
monitored.

4.6 Pregnancy and lactation
Pregnancy: There is insufficient evidence of safety for use during human pregnancy. Animal

studies do not reveal a teratogenic effect.

Lactation

Cefixime passes through the placenta. The risk/benefit of administration of cefixime should be
highly critically considered, in particular during the first 3 months of pregnancy. Lactation: No
cefixime concentrations could be determined in breast milk. Nevertheless, until further clinical
experience is available, cefixime should not be given to nursing mothers or they should use a
breast pump for the duration of therapy and dispose of the milk. Fertility: Reproduction studies
performed in mice and rats have revealed no evidence of impaired fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

Cefixime has no or negligible influence on the ability to drive or use machines. However
cefixime may cause side effects (see section 4.8) influencing the capacity of reaction and the
abililty to drive and use machines.

4.8 Undesirable effects
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Very commah/10)( Common (=1/100 to < 1/1,000) Very rare (

Adverse Drug Reactions
Frequency Category
System Organ
Class Common Uncommon Rare
(= 1/100 to < 1/10) | (= 1/1000 to < 1/100) | (»21/10,000 to <1/1000)
Blood and Neutropenia’
lymphatic
system
disorders
Immune system Hypersensitivity including
disorders anaphylactic reaction and
anaphylactoid reaction”
Nervous system Convulsions®
disorders Dizziness®
Gastrointestinal | Abdominal pain® Abdominal
disorders discomfort™
Diarrhoea™
Flatulence®
Hepatobiliary Hepatitis”;
disorders Abnormal liver function
tests”
Skin and Rash®
subcutaneous Toxic epidermal
tissue disorders necrolysis”;
Stevens-Johnson
syndromeh;
Exanthem a";
Angioedema”;
Urticariab;
Alopecia®

* ADR frequency data derived from Clinical Trials or Epidemiological Studies

® ADRs not observed in clinical trials and frequency calculated using “Rule of 37, as detailed
in SmPC guideline 2009. 6276 patients exposed in clinical trials and epidemiclogical studies,
divided by 3 (Frequency = 1/2092). Note: frequencies differ from those reported in the August
2009 CCDS, as these were not calculated using the formula detailed in the SmPC guideline
2009,

4.9 Overdose
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Symptoms of intoxication Intoxication in its strictest sense is unknown. Treatment of
intoxication Treatment is done by symptomatic measures. No relevant amounts of substance are
eliminated by haemodialysis or peritoneal dialysis. There is no specific antidote known.

5. Pharmacological Properties

5.1 Pharmacodynamic properties

General properties Cefixime is an oral cephalosporin antibiotic similar in structure, bacterial spectrum and
R-lactamase stability to third generation parenteral cephalosporins of the cefotaxime type.
Pharmacotherapeutic group: Third generation cephalosporins. ATC Code: J01DD08 Mode of action
Cefixime demonstrates bactericidal action against both Gram-positive and -negative bacteria and has a
high level of stability to many clinically relevant beta-lactamases. Cefixime works through an inhibition
of the bacterial cell-wall synthesis by blocking of penicillin-binding proteins (PBP3, 1la and 1b). The
antibacterial spectrum of cefixime is not however, as broad as that of the parenteral third generation
cephalosporins. Antibacterial efficacy of cefixime mainly depends on the time period, in which its level is
above the minimum inhibitory concentration (MIC). Mechanisms of resistance Inactivation of -
lactamases: Cefixime can be hydrolyzed by certain -lactamases, especially by extended broad-spectrum
B-lactamases (ESBL) of e.g. Escherichia coli or Klebsiella pneumoniae or by constitutively expressed
AmpC-type B-lactamases of e.g Enterobacter cloacae. Using cefixime for infections, caused by bacteria
with inducible AmpC-type B-lactamases and in vitro susceptibility against cefixime, might cause the risk
of bacterial mutant selection, which constitutively express AmpC-type -lactamases, Reduced affinity of
PBPs to cefixime: Acquired resistance of pneumococcus or other streptococcus strains is based on
modification of PBPs after mutation. Reduced outer cell-wall penetration of cefixime in gram-negative
bacteria causes insufficient blocking of PBPs. Active transport of cefixime to the outside of the cell via
efflux-pumps. Partial or complete cross-resistance between cefixime and other cephalosporins and
penicillins exists. Breakpoints According to the European Committee on Antimicrobial Susceptibility
Testing (EUCAST January 2015 v.5.0) for cefixime are: H.influenzael : sensitive <0.125 mg/L, resistant
> 0.125 mg/L. M.catarrhalis: sensitive < 0.5 mg/L, resistant > 1.0 mg/L Neisseria gonorrhoeae: sensitive
<0.125 mg/L, resistant > 0.125 mg/L. Enterobacteriaceae: sensitive < 1.0 mg/L, resistant > 1.0 mg/L (for
uncomplicated urinary tract infections only). Non-species related breakpoints: insufficient data. 1 Isolates
with MIC values above the susceptible breakpoint are very rare or not yet reported. The identification and
antimicrobial susceptibility tests on any such isolate must be repeated and if the result is confirmed the
isolate must be sent to a reference laboratory. Until there is evidence regarding clinical response for
confirmed isolates with MIC above the current resistant breakpoint they should be reported resistant.
Susceptibility

The prevalence of resistance may vary geographically and with time for selected species and local
information on resistance is desirable, particularly when treating severe infections. As necessary, expert
advice should be sought when the local prevalence of resistance is such that the utility of the agent in at
least some types of infections is questionable. Commonly susceptible species Aerobes, Gram positive
Streptococcus pyogenes Aerobes, Gram negative Haemophilus influenzae Moraxella catarrhalis Neisseria
gonorrhoeae Proteus mirabilis % Species for which acquired resistance may be a problem Aerobes, Gram
positive Streptococcus pneumoniae Aerobes, Gram negative Citrobacter freundii $ Enterobacter cloacae $
Escherichia coli % & Klebsiella oxytoca % Klebsiella pneumoniae % Morganella morganii $ Serratia
marcescens $ Inherently resistant species Aerobes, Gram positive Enterococcus spp. Staphylococcus spp.
Streptococcus pneumoniae (Penicillin-intermedidr und —resistent) Aerobes, Gram negative Legionella
pneumophila Pseudomonas aeruginosa Others Chlamydia spp. Chlamydophila spp. Mycoplasma spp. $
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Natural intermediate susceptibility. % Extended spectrum beta-laktamase (ESBL) producing strains are
always resistant. & Resistance rate

5.2 Pharmacokinetic properties

After oral administration of 400 mg Cefixime, mean maximum serum concentrations between 2,5 and 4,9
pg/ml were reported 3 — 4 hours after application. After administration of 200 mg Cefixime mean
maximum serum concentrations were between 1,49 and 3,25 pg/ml. In children below 12 years a dose of
4 mg/kg bw. Cefixime leads to serum concentrations of 1,8 pg/ml and a dose of 8 mg/kg to serum
concentrations of 3,6 pg/ml. The serum protein binding of cefixime is approximately 65%. The
elimination half-life is 2 to 4 hours and is not dependent on either the dose or the galenic formulation.
Blister fluid showed somewhat higher cefixime concentrations than those measured in serum (on average
133% of the equivalent serum concentration). At 6.7 hours, maximum concentration was achieved later
than in serum. Following an oral dose of 200 to 400 mg, 10 - 20% of the substance is excreted unchanged
with urine within 24 hours; this is equivalent to 50 — 55% of the resorbed amount of substance. A once-
only oral dose of 400 mg cefixime results in urine concentrations that exceed the MHK for relevant
bacteria over 24 hours. High concentrations are achieved in the bile. Concentrations were determined for
the following tissue and body fluids as follows: tonsils 5 hours after administration of 4 mg/kg b.w. (right
on average 0.74 ug/g, left on average 0.53 ug/g); lung tissue 7.8 hours after administration of 200 mg on
average 0.99 pg/g, 8 hours after administration of 400 mg 1.76 pg/g: Otorrhea 2 to 3 hours after
administration of twice daily 100 mg over several days >1 pg/ml; nasal sinus mucous membranes 2 to 3
hours after administration of 200 mg 1.2 — 1.4 pg/g; sputum after 100 mg 0.02 to 0.05 pg/ml. There was
no evidence of metabolisation of cefixime.

5.3 Preclinical safety data

The investigations on toxicity after repeated application showed substance-related effects in the
gastrointestinal system and in the kidneys. Cefixime is, as other cephalosporines, to be classified as
potentially nephrotoxic. In three-week old dogs the daily oral administration of 400 mg/kg b.w./d
cefixime over 5 weeks led to occasional necrosis of the tubule epithelia of the kidneys. The non-toxic
dose was determined at 100 mg/kg b.w./d in this study, which is equivalent to approximately fifteen times
the therapeutic dose. In adult dogs histological signs of nephrotoxicity were observed after a 14-day i.v.
administration of 1 g/kg b.w./d cefixime (regeneration of renal tubuli after previous necrosis).

6. Pharmaceutical Particulars

6.1 List of excipients

As per Q and Q

6.2 Incompatibilities

None

6.3 Shelf life

2 years

6.4 Special precautions for storage

This medicinal product does not require any special storage conditions.

6.5 Contents of container

Preparation is packed in pet bottle with) cap carton( inner, outer, insert.
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6.6 Special precautions for disposal and other handling
Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7. Marketing Authorisation Holder

ATL.DE MEDI IMPEX 1.TD)

1076, 101TH FLOOR, AGARWAL MILLENNIUM TOWER - 1Ind,
NETAJI SUBHASH PLACE

WAZIRPUR, NORTH WEST

NEW DLLIII -110034 (INDIA)

8. Marketing Authorisation Number




