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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF DRUG PRODUCT

Zetro Capsules 250mg

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each capsule contains:
Azithromycin USP....250mg (as dihydrate)
Excipient with known effect

Each capsule contains 120mg lactose monohydrate For the full list of excipients please refer to Section 6.1

3. PHARMACEUTICAL FORM

Hard gelatin capsule with light blue opaque cap and white opaque body, containing white granular powder.
4. CLINICAL PARTICULARS

Therapeutic indications

ZETRO (Azithromycin) is indicated for the treatment of patients with mild to moderate infections caused by susceptible strains of the designated micro-organisms in e specific conditions listed bebw:

. Lower respiratory tract infections (acute bacterial bronchitis and community acquired pneumonia in patients suitable for outpatient oral reatmentand in patient whorequire initial intravenous therapy ).

. Upper respiratory tract infections (acute sinusitis, acute streptococcal pharyngitis'tonsillitis and acute otiis media i children).

. Uncomplicated skin and skin structure infedtions.

. Sexually itted diseases (u icatad urethritis and cervicitis).

. Antimicobia agents used in high doses Hr shortperiods of times fo treatnon-gonococcal urethrits may mask ordelay the symptoms ofinaibating syphils. All patients with sexually transmitted urethritis or cewvicitis should
have sewlogic test for syphilis and appropriate cukures for gonorrhea perbrmed a the time of diagnosis. Appopriae antimicrobial therapy and followp test for these diseases should be itiated if the mfection is
confirmed.

. Pelvic inflammatory disease in patients who require initial intravenous therapy.

. Chlamydia trachomatis conjunctivitis and trachoma in adults and in children 12 months orolda.

. Prevention of infection due to Mycobacterium avium-intacellulare Complex (MAC)disease in adults and children aged more than 12 years.

4.2 Posology and method of admn stration

The capsule formulation should be given atleast an hourbefore or 2 hours aftermeals.

Adults:
For all indications except for those given below, theusual adultdose of ZETRO (Azithromycin) & 500mg as a single dose daily for 3 days. Altematively, an initial dose of 500mg maybe followed by 250mg daily for a further 4 days.

Sexually transmitted uncomplicated urethritis and cervicitis: 1gas asingle dose.

Conjuncivitis and trachoma due to Clamydia trachomatis: 1g either as a single dose or once weekly for up to 3 weeks.
Treatment of community acquired pneumonia following IV therapy: 500mg as asingle dailydoseto completea 7 to 10 day course of therapy .
Treatment of pelvic inflammatory diseasefollowing IV therapy: 250mg as asingle daily dose to complete a7 day course of therapy.

Prevention of disseminaed Mycobacterium avium complex (MAC): discase in adults with HIV infection: 1200mg taken as a single dose once week ly, either alone, or in combination with rifabutin, at its recommended dosage.

Children
ZETRO (Azithromycin) should be used for children <25kg. The dose in children is 1 0mg/kg as a single daily dose for 3 days. Altematively, 10mg/kg as asingle dose on the firstday followed by Smg/kg/day on days 2-5.

Conjunctvitis and trachoma due to Chlamydia trachomatis in children 12 months or older. 20mg/kg cither as a single dose or once weekly for up to three weeks.

I ion of disseminated Mycob ium avium complex (MAC) diseasein children aged more than 12 years:
1200mg taken as asinglk dose once weekly, cither alone, or in combination with rifabutin, at its recommended dosage.

Streptococal pharyngitis and tonsillitis:
20mg/kg once daily for 3 consecutive days providing atotal dose of 60mg/kg over a 3 day treatment period. Do notexceed a daily dose of 500mg (or 12.5mL ofthereconstituted powder for oral suspension).

Acute Otitis Media:
Total dose of 30mg/kg given as 30mg/kg as asingle dose or 10mg/kg once daily for 3 days or 10mg/kg as asingle dose on the firstday followed by 5Smg/kg/day on days 2-5.

4.3 Contraindications

. Azithromycin is contraindicated in patients with a known hy persensitivity to azithromycin or any macrolide antbiotics.
. The theoretical possibilty of agotism indicates the t use of azitk cin with ergot derivatives.

4.4 Special warnings and special precautions for use

. Azithromycin should not be used in patients with pneumonia who are judged to be inappropriate for oral therapy becauseofrisk factors such as:
. Patients with cystic fibrosis.
o Patients with nosocomiallyacquired infecfions.
. Patients with known or suspected badteraemia
. Patients requiring hospitalization.
. Elderly or debilitated patients.
. Patients with significantunderlying health problems that may compromise their ability to respond t their illness (including immunodeficiency or functional asplenia).
. It is important to consider hediagnoss ofpseudomenbranous wlitis in patients who develop diarthoeaor colitis in @sociation with antibiotic use (this may ocair up © several weeks after cessation of antibiotic therapy)

Mild cases may respond to drug discontinuation alone. In moderate to severe cases appropriate therapy with asuitable oral antibacterial agent may be required.

. No doseadjustmentis needed in patients withmild ormoderate renal impairment

. Caution should be exacised when azithromycin is administered to patients with severe renal impairment (GFR < 10ml/min).

. Since Azithromycin is metabolized in the liver and excreted in he bik, the drug should notbe given o patients suffering from severe liver disease.

. As with any antibiotic preparation, observation for signs of superinfection with non- susceptible organisms including fungi, is recommended.

. Ventriaular arrhythmias associaed with prolonged QT intevals, induding ventricular tachycadia and orsades de pointes have been reported with macrolide products. Azithronycin should beused with caition in patients

predisposed © QT interval prolongation or in patients taking other medications known to prolong the QT interval.
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45 Interaction with other medicaments and other forms ofinteraction

Antacids: In patents receiving both azithromycin and antacids, the drugs should not be taken simultaneously . Azithromycin should be taken at least 1 hourbefore or2 hours after antacid.
Cyclosporin: Caution should be exercised before considering concurrentadministration of fese drugs. If co-administration of these drugs is necessary, cyclosporine levels should be monitbored and the dose adjusted accordingly.

Theophylline: Theophylline levels may be increasad in patients taking Azthromydn.

Coumarin-type oral anticoagulants: Consideration should be given to the frequency o f monitoring prothrombin time, when azithromycin is used in patients receiving coumarin-type oral anticoagulants.

Digoxin: In patients receiving concomitant azithromycin, arelated azalide antibiotic, and digoxin, the possibility of raised digoxin levels should be bomne in mind.
4.6 Uses in Pregnancyand Lactation Pregnancy
There are no adequate and well-controlled studies in pregnant women. Therefore, azithromycin should be used during pregnancy only if the potential benfit justifies the potential risk to the fetus.

Nursing Mothers

It is not known whether azithromycin is excreted into human milk. Azithromycin should only be used in lactating women where adequate altematives are notavaikble.

4.7 Effects on ability to drive and oparate machines

There is no evidence to suggest that azithromycin may have an effect on apatients ability to drive or operate machinery.
4.8 Undesirable effeds

Azithomycin is well oleratad with a bw ncidenceof side effects. Gastointestinal distubances are the most frequent adverse effects but are usually mild. Transiant elevations of liver mzyme valies have been reportad and rarely
cholestatic jaundice. Rashes, headache, and dizziness may occur. Severe hy persensitivity reactions occur rarely but may be prolonged. Transient alterations in neutrophil counts have been seen in patients receiving azithromycin.

4.9 Overdosage

Adverse events experienced in higher than recommended doses were similar to those seen at normal doses. The typical synptoms of an overdose with macrolide antbiotics include reversble boss ofhearing, severe naisea vomiting
and diarrhea. In the event of overdose, the administration of medidnal charcoal and general symptomatic treatment and supportive measures are indicated as required.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacokinetic pro perties

Following oral alministration about40% of hedosc of azithromycin is bioavailable. Absorption from the cgpsule formulaion & raducad by food. Peak phsma concentrations areachieved 2 o 3 hours afer a dose, but azithronycin &
extensively distrbuted © the tissues, and tissue concantration subsequantly remain much higher than those in blood. High concentrations are t&ken up into whiteblood celk. Small anountof azthiomycin are demethylated i liver and
it is excreted in bileas unchanged drug and metabolites. About 20% of the amount in the systemic circulation is excreted in the urine. The terminal elimination haflife is probably in excess of 40 hours.

Special Populations

Renal Insufficiency

Folbwing a singledose of azthomycin 1g orally, the pharmacokindics in subjects with mild to moderate renal impairment (GFR 10 -80 mL/min) were not affectad. Significmtdifferences in AUC, Cmax and Cler wereobserved
between subjects with severe renal impaiment (GFR < 10mL/min) and subjects with normal renal function.

Hepatic Insufficiency

In patients with mild (Class A) o moderate (Class B) hepatic impairment, there is no evidence of amarked change in serum p harmacokinetics of azithromycin compared to those with normal hepatic function.

5.2 Pharmacodynamicpropaties Mechanismof Action
Azithromycin exerts itantbacterial action by binding to the 50S ribosomal subunit of susceptible
organisms and thus interfering with microbial protein synthesis and inhibition of peptide translocation. Nucleic acid synthesis is not effected.

Microbiology:

Azithromycin has been shown to be active against most isolates of the following micro- organisms, both in vitro and in clinicad infections.

Acrobic and facultative gram-p ositive organisms.
Strepiocoacus pnarnoniae, panicillin-resstant, panicillin-ntermediae, Strepiococars pyogenes, Suphylowccus aureus, Str 1lactiae, Strep i (Groups C F, G) Viridans group strepioecci, Cormebactaium
diptheriae. Azithromycin demonstrates i with erythromyd istant Gram-positive strains, induding Streptoco ccus faecalis (entrococcus) and most strains of methicillin-resistant staphylococci

Aecrobic and facutative gram-negative organisms.
Haenophilus duaevi, Haenop hilus inflienzae, Moraxella catarhals, Nesseia gonorrhoeie, Bordetella pertussis, Legiondla pnawnophila,Haanophilus parainfluenzae Acindobacter species, Yersinia species, Shigdla spedes,
Pasteurella species, Vibrio choleraeand parahaemolyticus, Plesiomonas shigelloides.

Anaerobic micro-organisms
Peptostreptococcus species Prevotella bivia, Bacteroides firagilis and Bacteroides species, Clostridium perfringens, Peptococcus species, Fuso bacterium necrophonim and Propionibacteium acres.

Others
Chlamydia pneumoniae, Chlamydia trachomatis, My plasma pneumoniae, Ureaplasma ureabticum, Escherichia coli, Salmonella, Shigella spp., Mycobacterium avium, Toxoplasma gondii, Plasmodium falip arum.

53 Safety, Efficacy & Toxicology
Azithomycin was Hund o have caisad reversble phospholipidosis, but & a rule there were no associated toxiclbgicd cnsequences. The relevance of this finding o humans receiving azihromydn in accordace with the
recommendations is unknown.

5.4 Carci is, Mut: is, Impai tofFertility

Long-term studies in animals have not been performed to evaluate carcinogenic potential.
There isno evidence of apotential forgaetic and chiomosome mutations in in-viw and in-vito test nodds. b rats, azithromycin dosages of 100 and 200 ng/kg bodyweight/ day lad 1o mikl retardaton in fodal ossificaion and in
matemal weight gain. In peri- and postnaal studies inrats mild retardations in physical and reflex development were noted following treatment with 50 mg/kg/day azithromy cin and above.

6. PHARMACEUTICAL PARTICULARS

6.1 List of Excipients

. Avicel PH-102(Microcrystalline Cdlulose)
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. Lactose Mono hydrate

. Pharmacoat 606 (HPMC)

. Sodium Lauryl Sulfate

. Croscarmellose Sodium

. Magnesium Stearate

. EGC Zetro Capsules 250mg Size #'0'

6.2 Incompatibilities

Not applicable

6.3 Shelflife

2 Years
The expirationdates refers to the product correctlystored in the required conditions.

6.4 Special precautions for storage

. Store below30°C.
. Protect from sunlight & moisture.
. The expiration date refers to the product correctly stored at the required conditions.

6.5 Nature and contents of container

Zetro Capsules 250mg are packed in Alu-Alu blister pack of 1x10’s in aunit carton along with the package information leaflet.

6.6 Instructions foruse/handling

Keep out of reach of children.
To be dispensed on prescription only.

7. MARKETING AUTHORISATION HOLDER

Getz Pharma (Private) Limited
29-30/27, Korangi Industrial Area Karachi 74900, Pakistan Tel: (92-21) 111-111-511
Fax: (92-21) 5057592

8. DATE OF REVISION OF THE TEXT

Nil

9. PRODUCT REGISTRATION NUMBER

045375

10. DATE OF PRODUCT REGISTRATION ISSUED

May 22, 2007



