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DESCRIPTION

Linezolid is a synthetic antibacterial agent of the oxazolidinone class. The chemical name for linezolid is (S)-N-[[3-[3-Fluoro-4-
(4-morpholinyl)phenyl]-2-oxo-5-oxazolidinyl] methyl]-acetamide. The empirical formula is C.H,,FN,O, Its molecular weight is 337.35,
and its chemical structure is represented below:
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PHARMACOLOGICAL PROPERTIES

Pharmacodynamic Properties

Mechanism of action

Linezolid is a synthetic antibacterial agent of the oxazolidinone class, which has clinical utility in the treatment of infections caused by
aerobic Gram-positive bacteria. The in vitro spectrum of activity of linezolid also includes certain Gram-negative bacteria and anaerobic
bacteria. Linezolid binds to a site on the bacterial 23S ribosomal RNA of the 50S subunit and prevents the formation of a functional 70S
initiation complex, which is essential for bacterial reproduction. The results of time-kill studies have shown linezolid to be bacteriostatic
against enterococci and staphylococci. For streptococci, linezolid was found to be bactericidal for the majority of isolates.
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Mechanisms of Resistance

In vitro studies have shown that point mutationsin the 23S rRNA are associated with linezolid resistance. Reports of vancomycin-resistant
Enterococcus faecium becoming resistant to linezolid during its clinical use have been published. Thee are reports of Staphylococcus
aureus (methicillin-resistant) developing resistance to linezolid during clinical use. The linezolid resistance in these organisms is associated
with a point mutation in the 23S rRNA (substitution of thymine for guanine at position 2576) of the organism. Organisms resistant to
oxazolidinones via mutations in chromosomal genes encoding 23S rRNA or ribosomal proteins (L3 and L4) are generally cross-resistant to
linezolid. Also linezolid resistance in staphylococci mediated by the enzyme methyltransferase has been reported. This resistance is
mediated by the cfr (chloramphenicol-florfenicol) gene located on a plasmid which is transferable between staphylococci.

Interaction with Other Antimicrobial Drugs
In vitro studies have demonstrated additivity or indifference between linezolid and vancomycin, gentamicin, rifampin, imipenem-
cilastatin, aztreonam, ampicillin, or streptomycin

Linezolid has been shown to be active against most isolates of the following microorganisms, both in vitro and in clinical infections.

Gram-positive bacteria

Enterococcus faecium (vancomycin-resistant isolates only)

Staphylococcus aureus (including methicillin-resistant isolates)

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Greater than 90% of the following bacteria exhibit an in vitro MIC less than or equal to the linezolid-susceptible breakpoint for
organisms of similar genus shown in Table 1. The safety and effectiveness of linezolid in treating clinical infections due to these bacteria
have not been established in adequate and well-controlled clinical trials.

Gram-positive bacteria

Enterococcus faecalis (including vancomycin-resistant isolates)
Enterococcus faecium (vancomycin-susceptible isolates)
Staphylococcus epidermidis (including methicillin-resistant isolates)
Staphylococcus haemolyticus

Viridans group streptococci

Gram-negative bacteria

Pasteurella multocida

Susceptibility Test Methods

When available, the clinical microbiology laboratory should provide the results of in vitro susceptibility test results for antimicrobial drug
products used in local hospitals and practice areas to the physician as periodic reports that describe the susceptibility profile of nosocomial
and community-acquired pathogens. These reports should aid the physicianin selecting an antibacterial drug product for treatment.

Dilution techniques

Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations (MICs). These MICs provide estimates of
the susceptibility of bacteria to antimicrobial compounds. The MICs should be determined using a standardized method (broth and/or
agar). The MIC values should be interpreted according to criteria provided in below table.

Diffusion techniques

Quantitative methods that require measurement of zone diameters can also provide reproducible estimates of the susceptibility of
bacteria to antimicrobial compounds. The zone size provides an estimate of the susceptibility of bacteria to antimicrobial compounds.
The zone size should be determined using a standardized test method. This procedure uses paper disks impregnated with 30 mcg
linezolid to test the susceptibility of bacteria to linezolid. The disk diffusion interpretive criteria are provided in below table.

Table 1: Susceptibility test interpretive criteria for linezolid

Susceptibility Interpretive Criteria

Minimal Inhibitory Disk Diffusion (Zone
Pathogen Concentrations (MIC in Diameters in mm)

mcg/mL)

S I R S I

Enterococcus spp <2 4 >8 >23 21-22 <20
Staphylococcus spp’ <4 - - >21 - -
Streptococcus <° ~ ~ 51° ~ ~
pneumoniae’ - -
Streptococcus spp other <P R ~ 521¢ ~ ~
than S pneumoniae’ - -

S=susceptible, I=intermediate, R=resistant

“The current absence of data on resistant strains precludes defining any categories other than “Susceptible.” Strains yielding test results
suggestive of a “nonsusceptible” category should be retested, and if the result is confirmed, the isolate should be submitted to a
reference laboratory for further testing.

" These interpretive standards for S. pneumoniae and Streptococcus spp. other than S. pneumoniae are applicable only to tests
performed by broth microdilution using cation adjusted Mueller-Hinton broth with 2 to 5% lysed horse blood inoculated with a direct
colony suspension and incubated in ambient air at 35°C for 20 to 24 hours.

“These zone diameter interpretive standards are applicable only to tests performed using Mueller-Hinton agar supplemented with 5%
defibrinated sheep blood inoculated with a direct colony suspension and incubated in 5% CO2 at 35°C for 20 to 24 hours.

A report of “Susceptible” indicates that the antimicrobial drug is likely to inhibit growth of the pathogen if the antimicrobial drug
reaches the concentration usually achievable at the site of infection. A report of “Intermediate” indicates that the result should be
considered equivocal, and, if the bacteria is not fully susceptible to alternative, clinically feasible drugs, the test should be repeated. This
category implies possible clinical applicability in body sites where the drug product is physiologically concentrated or in situations where
a high dosage of the drug product can be used. This category also provides a buffer zone that prevents small uncontrolled technical
factors from causing major discrepancies in interpretation. A report of “Resistant” indicates that the antimicrobial is not likely to inhibit
growth of the pathogen if the antimicrobial drug reaches the concentration usually achievable at the site of infection; other therapy
should be selected.

Quality Control

Standardized susceptibility test procedures require the use of laboratory controls to monitor and ensure the accuracy and precision of
supplies and reagents used in the assay, and the techniques of the individuals performing the test. Standard linezolid powder should
provide the following range of MIC values noted in below Table. For the diffusion technique using the 30 mcg linezolid disk, the criteria
in below Table should be achieved.

Table-2: Acceptable quality control ranges for linezolid

Minimum  Inhibitory | Minimum Inhibitory
Ranges (MIC in mcg/mL) | Ranges (MIC in mcg/mL)
Enterococcus faecalis ATCC 29212 1-4 Not applicable
Staphylococcus aureus ATCC 29213 1.4 Not applicable
Staphylococcus aureus ATCC 25923 Not applicable 25-32
Streptococcus pneumoniae ATCC 49619 025-2 25-34

“This organism may be used for validation of susceptibility test results when testing Streptococcus spp. other than S. pneumoniae.

Pharmacokinetic Properties

Absorption

Linezolid is extensively absorbed after oral dosing. Maximum plasma concentrations are reached approximately 1 to 2 hours after
dosing, and the absolute bioavailability is approximately 100%. Therefore, linezolid may be given orally without dose adjustment.

Linezolid may be administered without regard to the timing of meals. The time to reach the maximum concentration is delayed from 1.5
hoursto 2.2 hoursand C,,,is decreased by about 17% when high fat food is given with linezolid. However, the total exposure measured
as AUC, . is similar under both conditions.

Distribution

Animal and human pharmacokinetic studies have demonstrated that linezolid readily distributes to well-perfused tissues. The plasma
protein binding of linezolid is approximately 31% and is concentration-independent. The volume of distribution of linezolid at steady-
state averaged 40 to 50 liters in healthy adult volunteers.

Linezolid concentrations have been determined in various fluids from a limited number of subjects in Phase 1 volunteer studies following
multiple dosing of linezolid. The ratio of linezolid in saliva relative to plasma was 1.2 to 1 and the ratio of linezolid in sweat relative to
plasmawas 0.55to 1

Metabolism

Linezolid is primarily metabolized by oxidation of the morpholine ring, which results in two inactive ring-opened carboxylic acid
metabolites: the aminoethoxyacetic acid metabolite (A), and the hydroxyethyl glycine metabolite (B). Formation of metabolite A is
presumed to be formed via an enzymatic pathway whereas metabolite B is mediated by a non-enzymatic chemical oxidation mechanism
in vitro. In vitro studies have demonstrated that linezolid is minimally metabolized and may be mediated by human cytochrome P450
However, the metabolic pathway of linezolid is not fully understood.

Excretion

Nonrenal clearance accounts for approximately 65% of the total clearance of linezolid. Under steady-state conditions, approximately
30% of the dose appears in the urine as linezolid, 40% as metabolite B, and 10% as metabolite A. The mean renal clearance of linezolid
is 40 mL/min which suggests net tubular reabsorption. Virtually no linezolid appears in the feces, while approximately 6% of the dose
appears in the feces as metabolite B, and 3% as metabolite A.

A small degree of nonlinearity in clearance was observed with increasing doses of linezolid, which appears to be due to lower renal and
nonrenal clearance of linezolid at higher concentrations. However, the difference in clearance was small and was not reflected in the
apparent elimination half-life

CLINICAL PARTICULARS

TherapeuticIndications

Linezolid isindicated for the treatment infections caused by Gram positive pathogens of
+  Community-acquired pneumonia

. Complicated skin and skin structure infections

. Uncomplicated skin and skin structure infections

POSOLOGY AND METHOD OF ADMINISTRATION
The duration of treatment is dependent on the pathogen, the site of infection and its severity, and on the patient's clinical response.
Table-3:

Infection Dosage Duration

Community acquired pneumonia

Complicated skin and skin structure

infections 600 mg twice daily 10 to 14 days

Uncomplicated skin and skin
structure infections

CONTRAINDICATIONS

Patients who are known hypersensitivity to linezolid or to any of the product components.

Linezolid should not be used in patients taking any medicinal product which inhibits monoamine oxidases A or B (e.g., phenelzine,
isocarboxazid) or within two weeks of taking any such medicinal product.

WARNINGS AND PRECAUTIONS

Myelosuppression

Myelosuppression (including anemia, leukopenia, pancytopenia, and thrombocytopenia) has been reported in patients receiving
linezolid. In cases where the outcome is known, when linezolid was discontinued, the affected hematologic parameters have risen
toward pretreatment levels. Complete blood counts should be monitored weekly in patients who receive linezolid, particularly in those
who receive linezolid for longer than two weeks, those with pre-existing myelosuppression, those receiving concomitant drugs that
produce bone marrow suppression, or those with a chronic infection who have received previous or concomitant antibiotic therapy.
Discontinuation of therapy with linezolid should be considered in patients who develop or have worsening myelosuppression

Peripheral and Optic Neuropathy

Peripheral and optic neuropathies have been reported in patients treated with linezolid, primarily in those patients treated for longer
than the maximum recommended duration of 28 days. In cases of optic neuropathy that progressed to loss of vision, patients were
treated for extended periods beyond the maximum recommended duration. Visual blurring has been reported in some patients treated
with linezolid for less than 28 days. Peripheral and optic neuropathy has also been reported in children.

If patients experience symptoms of visual impairment, such as changes in visual acuity, changes in color vision, blurred vision, or visual
field defect, prompt ophthalmic evaluation is recommended. Visual function should be monitored in all patients taking linezolid for
extended periods (= 3 months) and in all patients reporting new visual symptoms regardless of length of therapy with linezolid. If
peripheral or optic neuropathy occurs, the continued use of linezolid in these patients should be weighed against the potential risks.

Serotonin Syndrome
Spontaneous reports of serotonin syndrome including fatal cases associated with the co-administration of linezolid and serotonergic
agents, including antidepressants such as selective serotonin reuptake inhibitors (SSRIs), have been reported.

Unless clinically appropriate and patients are carefully observed for signs and/or symptoms of serotonin syndrome or neuroleptic
malignant syndrome-like (NMS-like) reactions, linezolid should not be administered to patients with carcinoid syndrome and/or patients
taking any of the following medications: serotonin re-uptake inhibitors, tricyclic antidepressants, serotonin 5-HT1 receptor agonists
(triptans), meperidine, bupropion, or buspirone.

In some cases, a patient already receiving a serotonergic antidepressant or buspirone may require urgent treatment with linezolid. If
alternatives to linezolid are not available and the potential benefits of linezolid outweigh the risks of serotonin syndrome or NMS-like
reactions, the serotonergic antidepressant should be stopped promptly and linezolid administered. The patient should be monitored for
two weeks (five weeks if fluoxetine was taken) or until 24 hours after the last dose of linezolid, whichever comes first. Symptoms of
serotonin syndrome or NMS-like reactions include hyperthermia, rigidity, myoclonus, autonomic instability, and mental status changes
thatinclude extreme agitation progressing to delirium and coma. The patient should also be monitored for discontinuation symptoms of
the antidepressant.

Mortality Imbalance in an Investigational Study in Patients with Catheter-Related Bloodstream Infections, including those with catheter-
site infections

An imbalance in mortality was seen in patients treated with linezolid relative to vancomycin/dicloxacillin/ oxacillin in an open-label study
in seriously ill patients with intravascular catheter-related infections [78/363 (21.5%) vs. 58/363 (16.0%); odds ratio 1.426, 95% CI
0.970, 2.098]. While causality has not been established, this observed imbalance occurred primarily in linezolid-treated patients in
whom either Gram-negative pathogens, mixed Gram-negative and Gram-positive pathogens, or no pathogen were identified at
baseline, but was not seen in patients with Gram-positive infections only.

Linezolid is not approved and should not be used for the treatment of patients with catheter-related bloodstream infections or catheter-
site infections.

Linezolid has no clinical activity against Gram-negative pathogens and is not indicated for the treatment of Gram-negative infections. It
is critical that specific Gram-negative therapy be initiated immediately if a concomitant Gram-negative pathogen is documented or
suspected

Clostridium difficile Associated Diarrhea

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all antibacterial agents, including linezolid, and
may range in severity from mild diarrhea 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 diarrhea following antibiotic use.

Careful medical history is necessary since CDAD has been reported to occur over two months after the administration of antibacterial
agents.

If CDAD s suspected or confirmed, ongoing antibiotic use not directed against C. difficile may need to be discontinued. Appropriate
fluid and electrolyte management, protein supplementation, antibiotic treatment of C. difficile, and surgical evaluation should be
instituted as clinically indicated.

Potential Interactions Producing Elevation of Blood Pressure

Unless patients are monitored for potential increases in blood pressure, linezolid should not be administered to patients with
uncontrolled hypertension, pheochromocytoma, thyrotoxicosis and/or patients taking any of the following types of medications:
directly and indirectly acting sympathomimetic agents (e.g., pseudoephedrine), vasopressive agents (e.g., epinephrine,
norepinephrine), dopaminergic agents (e.g., dopamine, dobutamine).

Lactic Acidosis

Lactic acidosis has been reported with the use of linezolid. In reported cases, patients experienced repeated episodes of nausea and
vomiting. Patients who develop recurrent nausea or vomiting, unexplained acidosis, or a low bicarbonate level while receiving linezolid
should receive immediate medical evaluation.

Convulsions
Convulsions have been reported in patients when treated with linezolid. In some of these cases, a history of seizures or risk factors for
seizures was reported.

Hypoglycemia
Postmarketing cases of symptomatic hypoglycemia have been reported in patients with diabetes mellitus receiving insulin or oral
hypoglycemic agents when treated with linezolid, a reversible, nonselective MAQO inhibitor. Some MAO inhibitors have been associated
with hypoglycemic episodes in diabetic patients receiving insulin or hypoglycemic agents. While a causal relationship between linezolid
and hypoglycemia has not been established, diabetic patients should be cautioned of potential hypoglycemic reactions when treated
with linezolid.

If hypoglycemia occurs, a decrease in the dose of insulin or oral hypoglycemic agent, or discontinuation of oral hypoglycemic agent,
insulin, or linezolid may be required.

Development of Drug-Resistant Bacteria
Prescribing linezolid in the absence of a proven or strongly suspected bacterial infection or a prophylactic indication is unlikely to provide
benefit to the patient and increases the risk of the development of drug-resistant bacteria

DRUG INTERACTIONS

Monoamine Oxidase Inhibitors

Linezolid is a reversible, non-selective inhibitor of monoamine oxidase (MAQI). There are very limited data from drug interaction studies
and on the safety of linezolid when administered to patients on concomitant medications that might put them at risk from MAO
inhibition. Therefore, linezolid is not recommended for use in these circumstances unless close observation and monitoring of the
recipient s possible.

Potential interactions producing elevation of blood pressure

In normotensive healthy volunteers, linezolid enhanced the increases in blood pressure caused by pseudoephedrine and
phenylpropanolamine hydrochloride. Co-administration of linezolid with either pseudoephedrine or phenylpropanolamine resulted in
mean increases in systolic blood pressure of the order of 30-40 mmHg, compared with 11-15 mmHg increases with linezolid alone,
14-18 mmHg with either pseudoephedrine or phenylpropanolamine alone and 8-11 mmHg with placebo. Similar studies in
hypertensive subjects have not been conducted. It is recommended that doses of drugs with a vasopressive action, including
dopaminergic agents, should be carefully titrated to achieve the desired response when co-administered with linezolid.

Potential serotonergic interactions

The potential drug-drug interaction with dextromethorphan was studied in healthy volunteers. Subjects were administered
dextromethorphan (two 20 mg doses given 4 hours apart) with or without linezolid. No serotonin syndrome effects (confusion, delirium,
restlessness, tremors, blushing, diaphoresis and hyperpyrexia) have been observed in normal subjects receiving linezolid and
dextromethorphan.

Post marketing experience: there has been one report of a patient experiencing serotonin syndrome-like effects while taking linezolid
and dextromethorphan which resolved on discontinuation of both medications.

During clinical use of linezolid with serotonergic agents, including antidepressants such as selective serotonin reuptake inhibitors (SSRIs),
cases of serotonin syndrome have been reported. Therefore, while co-administration is contraindicated.

Use with tyramine-rich foods

No significant pressor response was observed in subjects receiving both linezolid and less than 100 mg tyramine. This suggests that it is
only necessary to avoid ingesting excessive amounts of food and beverages with a high tyramine content (e.g. mature cheese, yeast
extracts, undistilled alcoholic beverages and fermented soya bean products such as soy sauce).

Drugs metabolised by cytochrome P450

Linezolid is not detectably metabolised by the cytochrome P450 (CYP) enzyme system and it does not inhibit any of the clinically
significant human CYP isoforms (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). Similarly, linezolid does not induce CYP450 isoenzymes in rats.
Therefore, no CYP450-induced drug interactions are expected with linezolid.

Rifampicin
The effect of rifampicin on the pharmacokinetics of linezolid was studied in sixteen healthy adult male volunteers administered linezolid
600 mg twice daily for 2.5 days with and without rifampicin 600 mg once daily for 8 days.

Rifampicin decreased the linezolid C,,,, and AUC by a mean 21% [90% Cl, 15, 27] and a mean 32% [90% Cl, 27, 37], respectively. The
mechanism of this interaction and its clinical significance are unknown.

Warfarin

When warfarin was added to linezolid therapy at steady-state, there was a 10% reduction in mean maximum INR on co-administration
with a 5% reduction in AUC INR. There are insufficient data from patients who have received warfarin and linezolid to assess the clinical
significance, if any, of these findings.

USE IN SPECIAL POPULATION

Pregnancy

Pregnancy Category C

Linezolid was not teratogenic in mice, rats, or rabbits at exposure levels 6.5-fold (in mice), equivalent to (in rats), or 0.06-fold (in rabbits)
the expected human exposure level, based on AUCs. However, embryo and fetal toxicities were seen. There are no adequate and well-
controlled studies in pregnant women. Linezolid should be used during pregnancy only if the potential benefit justifies the potential risk
tothe fetus

Nursing Mothers

Linezolid and its metabolites are excreted in the milk of lactating rats. Concentrations in milk were similar to those in maternal plasma. It
is not known whether linezolid is excreted in human milk. Because many drugs are excreted in human milk, caution should be exercised
when Linezolid is administered to a nursing woman.

Pediatric Use

The safety and effectiveness of linezolid for the treatment of pediatric patients with the following infections are supported by evidence

from adequate and well-controlled studies in adults, pharmacokinetic data in pediatric patients, and additional data from a comparator-

controlled study of Gram-positive infections in pediatric patients ranging in age from birth through 11 years:

. nosocomial pneumonia

. complicated skin and skin structure infections

. community-acquired pneumonia (also supported by evidence from an uncontrolled study in patients ranging in age from
8 months through 12 years)

. vancomycin-resistant Enterococcus faecium infections

The safety and effectiveness of linezolid for the treatment of pediatric patients with the following infection have been established in a

comparator-controlled study in pediatric patients ranging in age from 5 through 17 years

. uncomplicated skin and skin structure infections caused by Staphylococcus aureus (methicillin-susceptible strains only) or
Streptococcus pyogenes

Pharmacokinetic information generated in pediatric patients with ventriculoperitoneal shunts showed variable cerebrospinal fluid (CSF)

linezolid concentrations following single and multiple dosing of linezolid; therapeutic concentrations were not consistently achieved or

maintained in the CSF. Therefore, the use of linezolid for the empiric treatment of pediatric patients with central nervous system

infections is not recommended

The pharmacokinetics of linezolid have been evaluated in pediatric patients from birth to 17 years of age. In general, weight-based
clearance of linezolid gradually decreases with increasing age of pediatric patients. However, in preterm (gestational age < 34 weeks)
neonates < 7 days of age, linezolid clearance is often lower than in full-term neonates < 7 days of age. Consequently, preterm neonates
<7 days of age may need an alternative linezolid dosing regimen of 10 mg/kg every 12 hours.

In limited clinical experience, 5 out of 6 (83%) pediatric patients with infections due to Gram-positive pathogens with minimum
inhibitory concentrations (MICs) of 4 mcg/mL treated with linezolid had clinical cures. However, pediatric patients exhibit wider
variability in linezolid clearance and systemic exposure (AUC) compared with adults. In pediatric patients with a sub-optimal clinical
response, particularly those with pathogens with MIC of 4 mcg/mL, lower systemic exposure, site and severity of infection, and the
underlying medical condition should be considered when assessing clinical response.

Geriatric Use

Of the 2046 patients treated with linezolid in Phase 3 comparator-controlled clinical trials, 589 (29%) were 65 years or older and 253
(12%) were 75 years or older. No overall differences in safety or effectiveness were observed between these patients and younger
patients, and other reported clinical experience has not identified differences in responses between the elderly and younger patients,
but greater sensitivity of some older individuals cannot be ruled out.

UNDESIRABLE EFFECTS
The below data provides a listing of adverse drug reactions with frequency based on all-casuality data from clinical studies that enrolled
more than 2,000 adult patients who received the recommended linezolid doses for up to 28 days.

Those most commonly reported were diarrhoea (8.4 %), headache (6.5%), nausea (6.3 %) and vomiting (4.0%).

The most commonly reported drug-related adverse events which led to discontinuation of treatment were headache, diarrhoea, nausea
and vomiting. About 3% of patients discontinued treatment because they experienced a drug-related adverse event.

Additional adverse reactions reported from post-marketing experience are included in the table with frequency category 'Not known’,
since the actual frequency cannot be estimated from the available data.

The following undesirable effects have been observed and reported during treatment with linezolid with the following frequencies: Very
common (=1/10); common (=1/100 to <1/10); uncommon (>1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000);
Not known (cannot be estimated from the available data)

Infections and infestations

Common: candidiasis, oral candidiasis, vaginal candidiasis, fungal infections
Uncommon: vaginitis

Rare: antibiotic-associated colitis, including pseudomembranous colitis

Blood and the lymphatic system disorders

Common: anaemia

Uncommon: leucopenia, neutropenia, thrombocytopenia, eosinophilia
Rare: pancytopenia

Unknown: myelosuppression, deroblastic anaemia

Immune system disorders

Unknown: lactic acidosis

Psychiatric disorders
Common: insomnia

Nervous system disorders

Common: headache, taste perversion (metallic taste), dizziness
Uncommon: convulsions, hypoaesthesia, paraesthesia
Unknown: serotonin syndrome, peripheral neuropathy

Eyedisorders

Uncommon: blurred vision

Rare: changes in visual field defect

Unknown: optic neuropathy, optic neuritis, loss of vision, changes in visual acuity, changes in colour vision

Ear and labyrinth disorders
Uncommon: tinnitus

Cardiac disorders
Uncommon: arrhythmia (tachycardia)

Vascular disorders
Common: hypertension
Uncommon: transient ischaemic attacks, phlebitis, thrombophlebitis

Gastrointestinal disorders
Common: diarrhoea, nausea, vomiting, localized or general abdominal pain, constipation, dydpepsia
Uncommon: pancreatitis, gastritis, abdominal distention, dry mouth, glossitis, loose stools, stomatitis, tongue discolouration or disorder

Hepato-biliary disorders
Common: abnormal liver function test; increased AST, ALT or alkaline phosphatase
Uncommon: increased total bilirubin

Skin and subcutaneous tissue disorders

Common: pruritus, rash

Uncommon: urticaria, dermatitis, diaphoresis,

Unknown: bullous disorders such as those described as Stevens-Johnson syndrome and toxic epidermal necrolysis, angioedema,
alopecia

Renal and urinary disorders
Common: increased BUN
Uncommon: renal failure, increased creatinine, polyuria,

Reproductive system and breast disorders
Uncommon: vulvovaginal disorder

General disorders and administration site conditions
Common: fever, localised pain
Uncommon: chills, fatigue, injection site pain, increased thirst

Investigations

Common

Chemistry: Increased LDH, creatine kinase, lipase, amylase or non-fasting glucose, decreased total protein, aloumin, sodium or calcium,
increased or decreased potassium or bicarbonate.

Hematology: Increased neutrophils or eosinophils, decreased haemoglobin, haematocrit or red blood cell count, increased or decreased
platelet or white blood cell counts

Uncommon:
Chemistry: Increased sodium or calcium, decreased non fasting glucose, increased or decreased chloride.

Haematology: Increased reticulocyte count, decreased neutrophils.
The following adverse reactions to linezolid were considered to be serious in rare cases: localised abdominal pain, transient ischaemic
attacks and hypertension

Paediatric population
Safety data from clinical studies based on more than 500 paediatric patients (from birth to 17 years) do not indicate that the safety
profile of linezolid for paediatric patients differs from that for adult patients.

OVERDOSAGE

In the event of overdosage, supportive care is advised, with maintenance of glomerular filtration. Hemodialysis may facilitate more rapid
elimination of linezolid. In a Phase 1 clinical trial, approximately 30% of a dose of linezolid was removed during a 3-hour hemodialysis
session beginning 3 hours after the dose of linezolid was administered. Data are not available for removal of linezolid with peritoneal
dialysis or hemoperfusion. Clinical signs of acute toxicity in animals were decreased activity and ataxia in rats and vomiting and tremors
in dogs treated with 3000 mg/kg/day and 2000 mg/kg/day, respectively.

INCOMPATIBILITIES: Not applicable
SHELF LIFE: Please refer to carton/strip

STORAGE: Store below 30° C. Protected from light and moisture.
Keep out of reach of children

Special Precautions for Disposal and Other Handling
Any unused medicinal product or waste material should be disposed off in accordance with local requirements

NATURE AND CONTENTS OF CONTAINER: Available in astrip of 10 tablets

Marketed by:

Biocon Biologics India Limited
Biocon House, Semicon Park,
Electronics City, Phase-II,
Bengaluru-560 100, India.
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To report adverse events and/or product complaints visit our website www.biocon.com or call toll free number: 1800 102 9465 or e-
mail us at drugsafety@biocon.com.
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