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DESCRIPTION:
INZYLE contln Lieznl, hich s syutheic aatbacteialaget of the oazoldinane cas.The chenical
name for Linezolid is N[[(5)-3-(3- 4 methyl] acetamide.

QUALITATIVE & quAmmmvz COMPOSITION:
1. LINZYLE 100mg/SmL Dry Suspen:

Each reconstituted SmL contains:

Linezolid USP......125mg

(Product Specs.: Sigma)

2.LINZYLE 400mg Tablet

Each fim conted tablet contins:

Linezolid U me

(Product Snecs S\g )

3. LINZYLE 600mg Tablet

Each film coated tablet contains:

Linezolid USP.......600mg.

(Product Specs.: Sigma)

CLINICAL PHARMACOLOGY:

Mechanism of Action:

LINZYLE inhibits initiation of bacterial protein synthesis at the level of ribosomes by binding with 50
ribosomal subunit.

Microbiology:

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

Gram positive aerobes:

faecalis, faecium, , Coagulase
agalactiae, pyogenes, Group C streptococci, Group G
streptococci.
Gram positive anaerobes:
Clostridium perfringens, bius, species.
Pharmacokin
Absorption:

Linezolid is rapidly and extensively absorbed after oral dosing. Maximum plasma concentrations are reached
approximately 1 to 2 hours after oral dosmg, and the absolute bioavailability is approximately 100%. Linezolid
may be given orally without dose adjustme:
inezolid my be administered without regard to the timing of meals.

buti

Linezolid is rezdl\y distributed to well-perfused tissues. Its volume of distribution at steady state is about 40-
50 itres in healthy adults and plasma protein binding is about 31% and is concentration dependant.
Metabolism:
Linezolid is primarily metabolized by oxidation into two inactive metabolites: the aminoethoxyacetic acid
metabolite (A) and the hydroxyethyl glycine metabolite (B). Formation of metabolite B is mediated by a
nonenzymatic chemical oxidation mechanism in vitro. Linezolid is not an inducer of cytochrome P4S0 (CYP)
in rats and it has been demonstrated from in vitro studies that linezolid is not detectably metabolized by
human cytochrome P450 and it does not inhibit the activities of clinically significant human CYP isoforms
(1A2,2C9, 2C19, 206, 2E1, 3A4).

n:
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 renal clearance of linezolid is low (average 40 mL/min) and suggests net tubular
reabscrptmn Virtually no linezolid sppears in the faeces, while approximately 6% of the dose appears in the
half lfe of linezolid averages at about 5-7 hours.

Speclal Pnpulatmns

Nennams less than 7 day: They have lower systemic linezolid clearance value. These neonates should be
initiated with a dose regimen of 10mg/kg every 12 hours.

INDICATIONS:

LINZYLE (Linezolid) is indicated for the treatment of infections caused by susceptible strains of the designated
icroorganams INZYLE (Lnezoi) i nt indicted for th restrvnt of Grar negatve nfectios. il
that therapy be initiated ifa pathogen is

documented or suspected.
- Vancomycin ReistantEnterococcus aecur nfections, nclucing cases with concurret bacteremis,
sed by h and resistant strains), or

streptococcus pneumomae [mcludlng multi-drug resistant s(rams[MDRS]

- Community-acquired pneumonia caused by streptococcus pneumoniae (including muiti- drug resistant
strains[MDRS]), including cases with concurrent bacteremia, or Staphylococcus aureus (methicillin-susceptible
strains only)

- Complicated skin and skin slvucture mlemons caused by Staphylococcus aureus (methicilin susceptible and
resistant strains),
- Uncomplicated skin and skin Stoctore nfections avsed by Slaphvlococcus aureus (methicillin susceptible
only) or Streptococcus pyogenes.

DOSAGE AND ADMINISTRATION:

The duration of treatment for all infections ranges from 7 to 28 days, depending on the pathogen, site and
severity of infection and on the patient's response.

Dosage and route of administration

Pediatric Patients

(Birth through 11
Years of age)

e Duration of
Injection Adults and Adolescent [ 1 280
(12 Year and Older) [ (congecutive days)

Complicated skin and
skin structure injections

10mg/kg IV or oral
every 8 hours

600mg IV or oral
every 12 Hours

Community-acquirted
pneumonia, including
concurrent bacteremia

10to 14

Nosocomial pneumonia

Vancomycin-resistant

Enterococcus faecium 10mg/kg IV or oral 600mg IV or oral

infections, including every 8 hours every 12 Hours 14t028
concurent bacteremia
Uncomplicated skinand | Less than
skin structure injections | 5 Years: 10mg/kg ::’a‘:‘;:fiuz’ﬁm
oral every 8 hours M 10t014

Adolescents: 600mg

S-11years: 10me/ke | ol every 12 Hours

oral every 12 hours

Directions for Preparing Oral Suspension:

- Gently tap the bottle to loosen powder.

-Add 23mL (previously boiled & cooled) water with a measuring cup.
- Shake vigorously.

- Add further 23mL water and shake vigorously.

Special Population:

Renal Impairment:
No dose adjustment is required. However, LINZYLE (Linezolid) should be used with special caution in patients
with severe renal insufficiency and in patients who are undergoing dialysis.

CONTRAINDICATIONS:

Linezolid s contraindicated in patients:

- Who have known hypersensitivity to Linezolid or to any of the excipient.

-~ Taking any medicinal product which inhibits monoamine oxidases A or B (e.g. phenelzine, isocarboxazid,
selegiline, moclobemide) or within two weeks of taking any such medicinal product.
- Patients with carcinoid,
schizoaffective disorder, acute confusional states.

PRECAUTIONS:

- Complete blood counts should be monitored weekly in patients who receive Linezolid. Discontinuation of
therapy with Linezolid should be considered in patients develop or have worsening mvelcsuppress\on

- If patients experience symptoms of visual impairment, prompt ophthalmic evaluatior ended.

- Spontaneous reports of serotonin syndrome including fatal cases associated with the coradminisration

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 medications like
serotonin re-uptake inhibitors, tricyclic antidepressants, serotonin 5-HT1 receptor agonists (triptans),
meperidine, bupropion or buspirone.

- Patients who develop recurrent nausea or vomiting, unexplained acidosis or a low bicarbonate level while
receiving Linezolid should receive immediate medical evaluation.

- 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 should be considered.

- Clostridium diffcile associated diarrhea (CDAD) has been reported with use of Linezolid and may range in
severity from mild diarrhea to fatal colitis. If CDAD is suspected or confirmed, ongoing antibiotic use not
directed against C. difficile may need to be discontinued.

Pregnancy:

Linezolid should be used during pregnancy only if the potential benefits justify the potential risk to the fetus.
Nursing Mothe
Cautions should be exercised when linezolid is administered to a nursing mother.

DRUG INTERACTIONS:

Adrenergic Agents: Patients receiving Linezolid need to avoid consuming large amounts of foods or beverages
with high tyramine content. It is that doses of ad ts, vasopressor or

agents should be carefully titrated to achieve the desired response when co-administered with Linezolid.
Serotonergic Agents: Since there is limited experience with concomitant administration of linezolid and
serotonergic agents, physicians should be alert to the possibiliy of signs and symptoms of serotonin
syndrome (e.g., cognitive dysfuncti 3 in patients receiving

such concomitant therapy.

Warfarin: There was a reduction in International Normalized Ratio (INR) when warfarin was added to
Linezolid therapy.

ADVERSE REACTIONS:

Linezolid is very well tolerated with relative few de effects which include headache, insomnia, convulsions,
dizziness, vertigo, dermatologic rashes, pharyngi thea, vomiting, nausea, generalized and localized
abdominal pain, GI bleeding, loose stools, consnpanon, a\(ered tas(e tongue discoloration, oral monilasis,
vaginal mam\am, anemia, icopenia, generalized edema
&lactic acidosis.

OVERDOSAGE:

In case of overdose supportive care is advised together with maintenance of glomerular filtration.
Haemodialysis may facilitate more rapid elimination of linezolid.

bipolar depression,

INSTRUCTIONS:
--Store below 3
- Protect from light & moisture
~Keep out of reach of children
To be sold. gi
HOW SUPPLIED: LI L ey S5 Sub
LINZYLE 100mg/Sm. Powder for oralsuspensionis avalable i _ 2 17y ,._U’Mr.ﬂ,, oely
pack size of 60mL Bottle. f W « J[ .
LINZYLE Tablet’s 400mg are available in pack of 12's e U?' <0l ’f“
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LINZYLE Tablet's 600mg are available in pack of 12's

Manfactured By:

LY [¢1]/[1:Y) SIGMA PHARMA (International Private Limited.)
E50 North Western Industrial Zone

[, LYY Fort Qasim Authority, Karachi-Pakistan
www.sigmapharma.com.pk
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