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COMPOSITION
Each Combipack Contains:
(a) 1 Vial of Meropenem Injection IP
Each vial contains:
Meropenem IP(Sterile) eq. to Anhydrous Meropenem 1000 mg
Sodium (as Sodium Carbonate) 90.2 mg
(b) 2 Ampoules of Sterile Water for Injections IP
Each ampoule contains:
Sterile Water for Injections IP 10 ml

PHARMACEUTICAL FORM

Powder for solution for injection or infusion.

THERAPEUTIC INDICATION

Meropenem injection is indicated for the treatment of Pneumonia, Nosocomial Pneumonia, UTI, intra-abdominal infection, gynaecological infection,
skin & soft tissue infection, meningitis, septicaemia & empiric treatment of presumed infection in adult patients with febrile neutropenia.

For treatment, in children, of the followmg infections caused by single or mulnple bacteria sensitive to Meropenem: Pneumonias and nosocomial
pneumonias, urinary tract i al infections, G infections.

DOSAGE AND ADMINISTRATION

Posology

The dose of Meropenem administered and the duration of treatment should take into account the type of infection to be treated, including its severity, and
the clinicalresponse.

Paediatric population:

Children under 3 months of age: The safety and efficacy of Meropenem in children under 3 months of age have not been established and the optimal
dose regimen has not been identified. However, limited pharmacokinetic data suggest that 20 mg/kg every 8 hours may be an appropriate regimen.
Paediatric patients 23 months of age: The recommended dose regimen of Meropenem is 10 - 40 mg/kg depending upon the severity of infection and to
be administered every 8 hours.

Children over 50 kg body weight: The adult dose should be administered.

There is no experience in children with renal impairment.

Adults and Adolescents: Meropenem is usually given by intravenous infusion over approximately 15 to 30 minutes. Alternatively, doses up to 1 g can
be given as an intravenous bolus injection over approximately 5 minutes. There are limited safety data available to support the administration of a 2 g

[0Se I adults as an Intravenou noluslgecnon. . n N N
Recommended Meropenem |V Dosage Schedule for Paediatric Patients with Normal Renal Function

Type of Infection Dose (mg/kg) Up to a Maximum Dose Dosing Interval
Complicated skin and skin structure* 10 500 mg Every 8 hours
Intra-abdominal 20 1g Every 8 hours
Meningitis 40 29 Every 8 hours

- Intravenous infusion is to be given over approximately 15 to 30 minutes.
- Intravenous bolus imection (5to 20 mL) is to be given over approximately 3-5 minutes.

- There is ng en edlf%mc 3| |e s wn al j \ m%rg 4 /K ldre be particularly
SRR e s

renalinsufficiency.
Renal impairment: The dose for adulls and adolescems should be adjusted when creatinine clearance is less than 51 ml/min, as shown below. There
are limited data to support the ofthese dose its for aunitdose of 2 g.

Infection Dose to be administered every 8 hours

Severe pneumonia including hospital and ventilator-associated pneumonia 500mgorlg

Complicated urinary tract infections 500mgor1lg

Complicated intra-abdominal infections . . L ?99"“9,4?{' 19 . . L s
zomplicated skin-and soft tissue infections - 500 mgor1g 7
hégute bacterial W"i"%b\ished dose i 1dations for pitieAtd __receiving peritoneal dialysis.

nenfgopenigopatier j is necessary in 19 patients with hepatic impairment

ose n elderly patients: No dose adjustmentis required for the elderly with normal renal function or creatinine clearance values above 50 mimin.

Method of administration: For Intravenous (1V) use only.

Meropenem is usually given by intravenous infusion over approximately 15 to 30 minutes. Alternatively, Meropenem doses of up to 20 mg/kg may be
given as an intravenous bolus over approximately 5 minutes. There are limited safety data available to support the administration of a 40 mg/kg dose in
children as an intravenous bolus injection.

Intravenous Bolus Admmlslrauon Meropenem IV injection vials re-constituted with sterile Water for Injection for bolus administration (up to 50 mg/mL of
deropenem | ma b tored for up. 10 hour: at up. 10 25°C___Intravenou

h d¥8Linfusion (Meropenem IV concentrations ranging from 1 mg/mL to 20 mjg/frLpepiemvetituted with

odium Chloride Injection 0(esed andynit” dmse rasgeeaf 500fmg or 1 g or ﬁogrsee table abpve) fo 25°C.  Solutions
TEpRTEE foT MfUSTOTT (v eTOpeTTeNT v TS T TS
L
Half of one unit dose Every 12 h
Contt@indicated in patients with known hypelfseheitieiynio dasective substance or any of the excipients. Every 24 h

-Hypersensiivity to any other carbapenem antibacterial agent.
- Severe hypersensitivity (e.g. anaphylactic reaction, severe skin reaction) to any other type of beta-lactam antibacterial agent (e.g. penicillins or
cephalosporins).

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

The selection of Meropenem to treat an individual patient should take into account the appropriateness of using a carbapenem antibacterial agent based
on factors such as severity of the infection, the prevalence of resistance to other suitable antibacterial agents and the risk of selecting for carbapenem-
resistant bacteria.

Enterobacteriaceae, Pseudomonas aeruginosa and Acinetobacter spp. Resistance

Resistance to penems of Enterobacteriaceae, Pseudomonas aeruginosa and Acinetobacter spp. varies across the European Union. Prescribers are
advised to take into account the local prevalence of resistance in these bacteriato penems.

Hypersensitivity reactions

As with all beta-lactam antibiotics, serious and occasionally fatal hypersensitivity reactions have been reported. Patients who have a history of
hypersensitivity to carbapenems, penicillins or other beta-lactam antibiotics may also be hypersensitive to Meropenem. Before initiating therapy with
Meropenem, careful inquiry should be made concerning previous hypersensitivity reactions to beta-lactam antibiotics. If a severe allergic reaction
occurs, the medicinal product should be discontinued and appropriate measures taken.

Severe cutaneous adverse reactions (SCAR), such as Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN), drug reaction with
eosinophilia and systemic symptoms (DRESS), erythema multiforme (EM) and acute generalised exanthematous pustulosis (AGEP) have been
reported in patients receiving Meropenem. If signs and symptoms suggestive of these reactions appear, Meropenem should be withdrawn immediately
and an alternative treatment should be considered.

Antibiotic-associated colitis

Antibiotic- colitis and anous colitis have been reported with nearly all anti-bacterial agents, including Meropenem, and may
range in severity from mild to life threatening. Therefore, it is important to consider this diagnosis in patients who present with diarrhoea during or
subsequent to the administration of Meropenem. Discontinuation of therapy with Meropenem and the administration of specific treatment for
Clostridium difficile should be considered. Medicinal products that inhibit peristalsis should not be given.

Seizures

Seizures have infrequently been reported during treatment with carbapenems, including Meropenem.

Hepatic function monitoring
Hepatic function should be closely monitored during treatment with Meropenem due to the risk of hepatic toxicity (hepatic dysfunction with cholestasis
and cytolysis).

Use in patients with liver disease: patients with pre-existing liver disorders should have liver function monitored during treatment with Meropenem.
There is no dose adjustment necessary.

Direct antiglobulin test (Coombs test) seroconversion

A positive direct or indirect Coombs test may develop during treatment with Meropenem.

Concomitant use with Valproic Acid/Sodium Valproate/Valpromide

The concomitant use of Meropenem and Valproic Acid/Sodium Valpi promide is not r

Meropenem containssodium

Meropenem 1000 mg: This medicinal product contains 90.2 mg sodium per 1000 mg vial, equivalent to 4.51% of the WHO recommended
maximum daily intake of 2 g sodium for an adult.

Meropenem to be used for bolus intravenous injection should be constituted with sterile water for injection.

For intravenous infusion Meropenem vials may be directly constituted with 0.9% sodium chloride or 5% dextrose solutions for infusion.

Standard aseptic techniques should be used for solution preparation and administration.

DRUG INTERACTION

No specific medicinal product interaction studies other than probenecid were conducted.

Probenecid Probenecid
competes with Meropenem for active tubular secretion and thus inhibits the renal excretion of Meropenem with the effect of increasing the elimination
half-life and plasma concentration of Meropenem. Caution is required if probenecid is co-administered with Meropenem.

The potential effect of Meropenem on the protein binding of other medicinal products or metabolism has not been studied. However, the protein binding
is solow that no interactions with other compounds would be expected on the basis of this mechanism.

Valproic acid

Decreases in blood levels of valproic acid have been reported when it is co-administered with carbapenem agents resulting in a 60-100 % decrease in
valproic acid levels in about two days. Due to the rapid onset and the extent of the decrease, co-administration of valproic acid/sodium
valproate/valpromide with carbapenem agents is not considered to be manageable and therefore should be avoided.

Oral anti-coagulants

Simultaneous administration of antibiotics with warfarin may augment its anti-coagulant effects. There have been many reports of increases in the anti-
coagulant effects of orally administered anti-coagulant agents, including warfarin in patients who are concomitantly receiving antibacterial agents. The
risk may vary with the underlying infection, age and general status of the patient so that the contribution of the antibiotic to the increase in INR
(international normalised ratio) is difficult to assess. It is recommended that the INR should be monitored frequently during and shortly after co-
administration of antibiotics with an oral anti-coagulant agent.

USE IN SPECIAL POPULATION

Pregnancy There
are no or limited amount of data from the use of Meropenem in pregnant women. Animal studies do not indicate direct or indirect harmful effects with
respect to reproductive toxicity. As a precautionary measure, itis preferable to avoid the use of Meropenem during pregnancy.

Lactation

Small amounts of Meropenem have been reported to be excreted in human milk. Meropenem should not be used in breast-feeding women unless the
potential benefit for the mother justifies the potential risk to the baby.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

No studies on the effect on the ability to drive and use machines have been performed. However, when driving or operating machines, it should be taken
into account that headache, paraesthesia and convulsions have beenreported for Meropenem.

UNDESIRABLE EFFECTS / ADVERSE DRUG REACTION

Hypokalemia

Hypokalemia as an Adverse drug reaction has been reported with the use of Meropenem.

In a review of 4,872 patients with 5,026 Meropenem treatment exposures, Meropenem-related adverse reactions most frequently reported were
Diarrhoea (2.3 %), Rash (1.4 %), Nausea/Vomiting (1.4 %) and injection site inflammation (1.1 %). The most commonly reported Meropenem-related
laboratory adverse events were thrombocytosis (1.6 %) and increased hepatic enzymes (1.5-4.3 %).

Risk of adverse reactions: Below all adverse reactions are listed by system organ class and frequency: very common (2 1/10); common (2 1/100 to
<1/10); uncommon (21/1,000 to <1/100); rare (21/10,000 to <1/1,000); very rare (< 1/10,000), not known (cannot be estimated from the available data).
Within each frequency grouping, undesirable effects are presented in order of decreasing seriousness.

Infections and infestations: Uncommon: oral and vaginal candidiasis.

Blood and lymphatic system disorders: Common: Thrombocythaemia. Uncommon: Eosinophilia, Thrombocytopenia, Leucopenia, Neutropenia,
Agranulocytosis, Haemolytic Anaemia.

Immune system disorders: Uncommon: ngi , hyl;

Nervous system disorders: Common: Hi Ur . Par Rare: Convulsions.

Gastrointestinal disorders: Common: Diarrhoea, Vomiting, Nausea, Abdominal pain. Uncommon: Antibiotic-Associated colitis.

Hepatobiliary disorders: Common: Transaminases Increased, Blood Alkaline Phosphatase increased, Blood Lactate Dehydrogenase increased.
Uncommon: Blood Bilirubin increased.

Skin and subcutaneous tissue disorders: Common: Rash, Pruritis. Uncommon: Urticaria, Toxic Epidermal Necrolysis, Stevens Johnson syndrome,
Erythema Multiforme. Not Known: Drug Reactions with Eosinophilia and Systemic Symptoms (DRESS Syndrome).

Renal and urinary disorders: Uncommon: Blood Creatinine increased, Blood Urea increased
General disorders and administration site conditions: Common: Ir ion, Pain. :Thr Pain at the injection site.
OVERDOSE

Relative overdose may be possible in patients with renal impairment if the dose is not adjusted. Limited postmarketing experience indicates that if
adverse reactions occur following overdose, they are consistent with the adverse reaction profile described above, are generally mild in severity and
resolve on withdrawal or dose reduction. Symptomatic treatments should be considered.

In individuals with normal renal function, rapid renal elimination will occur.

Haemodialysis will remove Meropenem and its metabolit

PHARMACOLOGICAL PROPERTIES

Pharmacotherapeutic group: Antibacterials for systemic use, Carbapenems

Meropenem is a broad-spectrum carbapenem antibiotic. It is active against Gram-positive and Gram-negative bacteria. Meropenem exerts its action by
penetrating bacterial cells readily and interfering with the synthesis of vital cell wall components, which leads to cell death. The bactericidal activity of
Meropenem results from the inhibition of cell wall synthesis. Meropenem readily penetrates the cell wall of most Gram-positive and Gram-negative
bacteria to reach penicillin-binding- protein (PBP) targets. Its strongest affinities are toward PBPs 2, 3 and 4 of Escherichia coli and Pseudomonas
aeruginosa; and PBPs 1, 2 and 4 of Staphylococcus aureus.

PHARMACOKINETIC PROPERTIES

Absorption

At the end of a 30-minute intravenous infusion of a single dose in healthy volunteers, mean peak plasma concentrations of Meropenem are
approximately 23 mcg/mL

Distribution

The average plasma protein binding of Meropenem was approximately 2 % and was i 1t of ion. After rapid ation (5 minutes
or less) the pharmacokinetics are biexponential but this is much less evident after 30 minutes infusion.

Metabolism

Meropenem is metabolised by hydrolysis of the beta-lactam ring generating a microbiologically inactive metabolite.

Elimination

Meropenem is primarily excreted unchanged by the kidneys; approximately 70 % (50 —75 %) of the dose is excreted unchanged within 12 hours.
INCOMPATIBILITY

The Meropenem injection must not be mixed with other medicinal products.

Chemical and physical in-use stability for a prepared solution for infusion using 0.9% sodium chloride solution has been demonstrated for 6 hours at
controlled room temperature (15-25°C).

Constituted solution of Meropenem in 5% glucose (dextrose) solution should be used immediately, i.e. within 30 minutes following Constitution.

Do not freeze the Constituted solution.

Injection: Meropenem to be used for bolus intravenous injection should be constituted with Sterile Water for Injections IP.

Infusion: For intravenous infusion Meropenem vial may be directly constituted with 0.9% sodium chloride or 5% glucose (dextrose) solutions for
infusion.

Standard aseptic technigues should be used for solution preparation and administration.

Eachvialis for single use only.

STORAGE INSTRUCTIONS

Store below 30°C. Protect from moisture & light. Do not freeze.

Keep medicine out of reach of children.

PRESENTATION

G Injection 1g is

in a vial & packed in mono carton with two ampoules of Sterile Water for Injections IP.

Manufactured by: Akums Drugs & Pharmaceuticals Ltd.
2,3,4 &5, Sector-6B, I.L.E., SIDCUL, Ranipur, Haridwar-249 403, INDIA.
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Marketed by :

Galengen Lifesciences Pvt Ltd
First floor, South Wing, No:51,
11th Cross Street, 9th Main Road,
Dhandeeswaram Nagar, Velachery,
Chennai-600042.
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