PRODUCT: MACROMAX 500
(Azithromycin 500 mg tablets)

MODULE 1 REGIONAL ADMINISTRATIVE INFORMATION

SECTION 1.3 — PRODUCT INFORMATION
SUB SECTION 1.3.1 SUMMARY OF PRODUCT CHARACTERISTICS

1.3.1 Summary of Product Characteristics (SPC)

1. NAME OF THE MEDICINAL PRODUCT

Macromax 500

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Macromax 500: Each film coated tablet contains Azithromycin 500 mg

Sr. . Quantity Function of
No Ingredients mg/ tablet Ingredients
Azithromycin dihydrate Active ingredient
1
531.9
Pregelatinized Starch
2 1242 Filler/Binder
3 Anhydrous Calcium hydrogen 198.0
phosphate ) Filler
. Croscarmellose sodium 36.0 Disinfeprant
5 Sodium Lauryl Sulphate 1.800 Surfactant
¢ | Magnesium Stearate 8.100 Tubricant
Hydroxy Propylmethyl cellulose type A
7 2910 (Methocel E5) 19.400 Film former
g | Polyethylene glycol 400 .00 Plasticizer
9 Titanium Dioxide 8.600 Opaquing agent
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3. PHARMACEUTICAL FORM

Macromax 500 mg are oblong, shallow, biconvex film-coated with 612 embossing on one side
and plain on other side.

4. CLINICAL PARTICULARS
4.1 THERAPEUTIC INDICATIONS

Macromax is indicated for the following bacterial infections induced by micro-organisms
susceptible to Macromax (see sections 4.4 and 5.1):

- Acute bacterial sinusitis (adequately diagnosed)

- Acute bacterial otitis media (adequately diagnosed)

- Pharyngitis, tonsillitis

- Acute exacerbation of chronic bronchitis (adequately diagnosed)
- Mild to moderately severe community acquired pneumonia

- Infections of the skin and soft tissues of mild to moderate severity e.g. folliculitis, cellulitis,
erysipelas

- Uncomplicated Chlamydia trachomatis urethritis and cervicitis

Consideration should be given to official guidance on the appropriate use of antibacterial agents.

4.2 POSOLOGY AND METHOD OF ADMINISTRATION

Macromax should be given as a single daily dose. Duration of the treatment for the different
infection diseases is given below.

The tablets can be taken with or without food.

The tablets should be taken with '4 glass of water.
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Children and adolescents with a body weight above 45 kg, adults and the elderly:

The total dose is 1500 mg, administered as 500 mg once daily for 3 days. Alternatively, the same
total dose (1500 mg) can be administered in a period of 5 days, 500 mg on the first day and 250
mg on day 2 to 5.

In the case of uncomplicated Chlamydia trachomatis urethritis and cervicitis, the dosage is 1000
mg as a single oral dose.

Children and adolescents with a body weight below 45 kg:

Macromax tablets are not suitable for patients under 45 kg body weight. Other dosage forms are
available for this group of patients.

Elderly patients

For elderly patients the same dose as for adults can be applied. Since elderly patients can be
patients with ongoing proarrhythmic conditions a particular caution is recommended due to the
risk of developing cardiac arrhythmia and torsades de pointes. (see Section 4.4).

Patients with renal impairment:

Dose adjustment is not required in patients with mild to moderate renal impairment (GFR 10-80
ml/min) (see section 4.4).

Patients with hepatic impairment:

Dose adjustment is not required for patients with mild to moderate hepatic dysfunction (see
section 4.4).
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4.3 CONTRAINDICATIONS

The use of this product is contraindicated in patients with hypersensitivity to Macromax,

erythromycin, any macrolide or ketolide antibiotic, or to any of the excipient listed in section 6.1.

4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

As with erythromycin and other macrolides, rare serious allergic reactions including
angioneurotic oedema and anaphylaxis (rarely fatal), have been reported. Some of these reactions
with Macromax have resulted in recurrent symptoms and required a longer period of observation
and treatment.

Since the liver is the principal route of elimination for Macromax, the use of Macromax should
be undertaken with caution in patients with significant hepatic disease. Cases of fulminant
hepatitis potentially leading to life-threatening liver failure have been reported with Macromax
(see section 4.8). Some patients may have had pre-existing hepatic disease or may have been
taking other hepatotoxic medicinal products.

In case of signs and symptoms of liver dysfunction, such as rapid developing asthenia associated
with jaundice, dark urine, bleeding tendency or hepatic encephalopathy, liver function tests/
investigations should be performed immediately. Macromax administration should be stopped if
liver dysfunction has emerged.

In patients receiving ergot derivatives, ergotism has been precipitated by coadministration of
some macrolide antibiotics. There are no data concerning the possibility of an interaction
between ergotamine derivatives and Macromax. However, because of the theoretical possibility
of ergotism, Macromax and ergot derivatives should not be co-administered (see section 4.5).

Superinfections:

As with any antibiotic preparation, it is recommended to pay attention to signs of superinfection
with non-susceptible micro-organisms like fungi. A superinfection may require an interruption of
the Macromax treatment and initiation of adequate measures.
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Clostridium difficile associated diarrhoea (CDAD) has been reported with use of nearly all
antibacterial agents, including Macromax, 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 C. difficile.

C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can
be refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in
all patients who present with diarrhoea following antibiotic use. Careful medical history is
necessary since CDAD has been reported to occur over two months after the administration of
antibacterial agents.

In patients with severe renal impairment (GFR < 10 ml/min) a 33% increase in systemic
exposure to Macromax was observed (see section 5.2).

Prolonged cardiac repolarisation and QT interval, imparting a risk of developing cardiac
arrhythmia and torsades de pointes, have been seen in treatment with other macrolides, including
Macromax (see section 4.8). Therefore as the following situations may lead to an increased risk
for ventricular arrhythmias (including torsade de pointes) which can lead to cardiac arrest,
Macromax should be used with caution in patients with ongoing proarrhythmic conditions
(especially women and elderly patients) such as patients:

- With congenital or documented acquired QT prolongation.

- Currently receiving treatment with other active substances known to prolong QT interval such
as antiarrhythmics of class IA (quinidine and procainamide) and class III (dofetilide, amiodarone
and sotalol), cisapride and terfenadine; antipsychotic agents such as pimozide; antidepressants
such as citalopram; and fluoroquinolones such as moxifloxacin and levofloxacin.

- With electrolyte disturbance, particularly in cases of hypokalaemia and hypomagnesaemia
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- With clinically relevant bradycardia, cardiac arrhythmia or severe cardiac insufficiency.

Exacerbations of the symptoms of myasthenia gravis and new onset of myasthenia syndrome
have been reported in patients receiving Macromax therapy (see section 4.8).

Safety and efficacy for the prevention or treatment of Mycobacterium Avium Complex (MAC) in
children have not been established.

The following should be considered before prescribing Macromax:

Macromax is not suitable for treatment of severe infections where a high concentration of the
antibiotic in the blood is rapidly needed.

The selection of Macromax to treat an individual patient should take into account the
appropriateness of using a macrolide antibacterial agent based on adequate diagnosis to ascertain
the bacterial etiology of the infection in the approved indications and the prevalence of resistance
to Macromax or other macrolides.

In areas with a high incidence of erythromycin A resistance, it is especially important to take into
consideration the evolution of the pattern of susceptibility to Macromax and other antibiotics.

As for other macrolides, high resistance rates of Streptococcus pneumoniae have been reported
for Macromax in some European countries (see section 5.1). This should be taken into account
when treating infections caused by Streptococcus pneumoniae.

In bacterial pharyngitis the use of Macromax is recommended only in cases where first line
therapy with beta-lactams is not possible.

Skin and soft tissue infections

The main causative agent of soft tissue infections, Staphylococcus aureus, is frequently resistant
to Macromax. Therefore, susceptibility testing is considered a precondition for treatment of soft
tissue infections with Macromax.
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Infected burn wounds:
Macromax is not indicated for the treatment of infected burn wounds.
Sexually transmitted disease:

In case of sexually transmitted diseases a concomitant infection by 7. pallidium should be
excluded.

Neurological or psychiatric diseases:
Macromax should be used with caution in patients with neurological or psychiatric disorders.

Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose- galactose malabsorption should not take this medicine.

4.5 INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS
OF INTERACTION

Antacids:

In a pharmacokinetic study investigating the effects of simultaneous administration of antacids
with Macromax, no effect on overall bioavailability was seen, although peak serum levels were
reduced by approximately 25%. Macromax must be taken at least 1 hour before or 2 hours after
antacids.

Cetirizine:

In healthy volunteers, coadministration of a 5-day regimen of Macromax with cetirizine 20 mg at
steady-state resulted in no pharmacokinetic interaction and no significant changes in the QT
interval.
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Didanosins (Dideoxyinosine): Coadministration of 1200 mg/day Macromax with 400 mg/day
didanosine in 6 HIV-positive subjects did not appear to affect the steady-state pharmacokinetics
of didanosine as compared with placebo.

Digoxin (P-gp substrates):

Concomitant administration of macrolide antibiotics, including Macromax, with P-glycoprotein
substrates such as digoxin, has been reported to result in increased serum levels of the P-
glycoprotein substrate. Therefore, if Macromax and P-gp substrates such as digoxin are
administered concomitantly, the possibility of elevated serum concentrations of the substrate
should be considered.

Zidovudine:

Single 1000 mg doses and multiple doses of 600 mg or 1200 mg Macromax had little effect on
the plasma pharmacokinetics or urinary excretion of zidovudine or its glucuronide metabolite.
However, administration of Macromax increased the concentrations of phosphorylated
zidovudine, the clinically active metabolite, in peripheral blood mononuclear cells. The clinical
significance of this finding is unclear, but it may be of benefit to patients.

Macromax does not interact significantly with the hepatic cytochrome P450 system. It is not
believed to undergo the pharmacokinetic drug interactions as seen with erythromycin and other
macrolides. Hepatic cytochrome P450 induction or inactivation via cytochrome-metabolite
complex does not occur with Macromax.

Ergotamine derivatives: Due to the theoretical possibility of ergotism, the concurrent use of
Macromax with ergot derivatives is not recommended (see section 4.4).

Pharmacokinetic studies have been conducted between Macromax and the following drugs
known to undergo significant cytochrome P450 mediated metabolism.
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6. 4 Special precautions for storage

Store below 30°C. Protect from light & moisture.

6.5 NATURE AND CONTENTS OF CONTAINER

PVDC coated white opaque PVC blisters backed up with printed aluminium foil.

7. MARKETING AUTHORISATION HOLDER

National Pharmaceutical Industries Co. (SAOG)
Road No. 15,

P.O Box 120

Postal Code 124

Rusayl, Sultanate of Oman
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