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Indicated for:

Therapy is indicated only when an organism resistant to all other antibiotics is suspected.

Zyvoxid is indicated in adult and pediatric patients for the treatment of infections when known or suspected
to be caused by susceptible organisms including those associated with concurrent bacteraemia such as:

1) Pneumonia - community acquired and nosocomial pneumonia including multi drug resistant streptococcus
pneumonia (MDRSP).

2) Skin and soft tissue infections including diabetic foot infections.

3) Enterococcal infections.

Combination therapy may be indicated if a concomitant Gram negative pathogen is documented or
suspected.
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4.4 Special warnings and precautions for use

Mpyelosuppression

Myelosuppression (including anaemia, leucopenia, pancytopenia and thrombocytopenia) has been reported
in patients receiving linezolid. In cases where the outcome is known, when linezolid was discontinued, the
affected haematologic parameters have risen toward pretreatment levels. The risk of these effects appears to
be related to the duration of treatment. Elderly patients treated with linezolid may be at greater risk of
experiencing blood dyscrasias than younger patients. Thrombocytopenia may occur more commonly in
patients with severe renal insufficiency, whether or not on dialysis, and in patients with moderate to severe
hepatic impairment. Therefore, close monitoring of blood counts is recommended in patients who: have pre-
existing anaemia, granulocytopenia or thrombocytopenia; are receiving concomitant medications that may
decrease haemoglobin levels, depress blood counts or adversely affect platelet count or function; have severe
renal insufficiency or moderate to severe hepatic impairment; receive more than 10-14 days of therapy.
Linezolid should be administered to such patients only when close monitoring of haemoglobin levels, blood
counts and platelet counts is possible.

Serotonin syndrome

Spontaneous reports of serotonin syndrome associated with the co-administration of linezolid and
serotonergic agents, including antidepressants such as selective serotonin reuptake inhibitors (SSRIs) and
opioids have been reported (see section 4.5).- Co-administration of linezolid and serotonergic agents is
therefore contraindicated (see section 4.3) except where administration of linezolid and concomitant
serotonergic agents is essential. In those cases patients should be closely observed for signs and symptoms of
serotonin syndrome such as cognitive dysfunction, hyperpyrexia, hyperreflexia and incoordination. If signs
or symptoms occur physicians should consider discontinuing either one or both agents; if the concomitant
serotonergic agent is withdrawn, discontinuation symptoms can occur.

Rhabdomyolysis

Rhabdomyolysis has been reported with the use of linezolid. Linezolid should be used with caution in
patients with pre-disposing factors for rhabdomyolysis. If signs or symptoms of rhabdomyolysis are
observed, linezolid should be discontinued and appropriate therapy initiated.




Hyponatraemia and SIADH

Hyponatraemia and/or Syndrome of Inappropriate Antidiuretic Hormone Secretion (SIADH) have been
observed in some patients treated with linezolid. It is recommended that serum sodium levels are monitored
regularly in patients at risk of hyponatraemia such as elderly patients or patients taking medicines that may
lower blood sodium levels (e.g. thiazide diuretics such as hydrochlorothiazide).

4.5 Interaction with other medicinal products and other forms of interaction

Potential serotonergic interactions

During clinical use of linezolid with serotonergic agents, including antidepressants such as selective
serotonin reuptake inhibitors (SSRIs), and opioids, cases of serotonin syndrome have been reported.
Therefore, while co-administration is contraindicated (see section 4.3), management of patients for whom
treatment with linezolid and serotonergic agents is essential, is described in section 4.4.

4.8 Undesirable effects

The table below provides a listing of adverse drug reactions with frequency based on all-causality data from
clinical studies that enrolled more than 6,000 adult patients who received the recommended linezolid doses
for up to 28 days. Those most commonly reported were diarrhoea (8.9%), nausea (6.9%) , vomiting (4.3%)
and headache (4.2%).

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)
System Organ Common Uncommon Rare Very Rare Frequency not
Class (=1/100 to <1/10) (=>1/1,000 to <1/100) | (=1/10,000 (<1/10,000) | known (cannot
to <1/1,000) be estimated
from available
data)
Infections and candidiasis, oral candidiasis, | antibiotic-associated
infestations vaginal candidiasis, fungal colitis, including
infections pseudomembranous
colitis*,vaginitis
Blood and the thrombocytopenia*, pancytopenia*, sideroblastic myelosuppressi
lymphatic anaemia*’ leucopenia*, anaemia* on*
system disorders neutropenia,
eosinophilia
Immune system anaphylaxis
disorders
Metabolism and hyponatraemia lactic
nutrition acidosis*
disorders
Psychiatric insomnia
disorders
Nervous system headache, taste perversion convulsions*, serotonin
disorders (metallic taste), dizziness peripheral syndrome**,
neuropathy®,
hypoaesthesia,
paraesthesia
Eye disorders optic neuropathy*, changes in optic neuritis*,
blurred vision* visual field loss of vision*,
defect* changes in
visual acuity*,
changes in
colour vision*




System Organ Common Uncommon Rare Very Rare Frequency not
Class (=1/100 to <1/10) (=>1/1,000 to <1/100) | (=1/10,000 (<1/10,000) | known (cannot
to <1/1,000) be estimated
from available
data)
Ear and tinnitus
labyrinth
disorders
Cardiac arrhythmia
disorders (tachycardia)
Vascular hypertension transient ischaemic
disorders attacks, phlebitis,
thrombophlebitis
Gastrointestinal | diarrhoea, nausea, vomiting, | pancreatitis, gastritis, | superficial
disorders localised or general abdominal distention, | tooth
abdominal pain, dry mouth, glossitis, discolouratio
constipation, dyspepsia loose stools, n
stomatitis, tongue
discolouration or
disorder
Hepato-biliary abnormal liver function test, | increased total
disorders increased AST, ALT or bilirubin
alkaline phosphatase
Skin and pruritus, rash angioedema,, toxic alopecia
subcutaneous urticaria, dermatitis epidermal
tissue disorders bullous, dermatitis, necrolysis®,
diaphoresis Stevens-
Johnson
syndrome?,
hypersensiti
vity
vasculitis
Musculoskeletal rhabdomyol
and connective ysis*

tissue disorders

Renal and increased BUN renal failure,
urinary increased creatinine,
disorders polyuria
Reproductive vulvovaginal disorder
system and

breast disorders

General fever, localised pain chills, fatigue,
disorders and injection site pain,
administration increased thirst

site conditions

Investigations Chemistry Chemistry

Increased LDH, creatine
kinase, lipase, amylase or
non fasting glucose.
Decreased total protein,
albumin, sodium or calcium.
Increased or decreased
potassium or bicarbonate.
Haematology

Increased neutrophils or
eosinophils. Decreased
haemoglobin, haematocrit or
red blood cell count.
Increased or decreased
platelet or white blood cell
counts.

Increased sodium or
calcium. Decreased
non fasting glucose.
Increased or
decreased chloride.

Haematology
Increased reticulocyte

count.
Decreased
neutrophils.

* See section 4.4.
** See sections 4.3 and 4.5
# ADR frequency estimated using “The Rule of 3”

T See below




Paediatric population

Changes seen in other laboratory parameters, without regard to drug relationship, revealed no substantial differences
between linezolid and the comparators. These changes were generally not clinically significant, did not lead to
discontinuation of therapy, and were reversible. The incidence of pediatric patients with at least one substantially
abnormal hematologic or serum chemistry value is presented in Tables 4 and 5.

Table 4. Percent of Adult Patients who Experienced at Least One Substantially Abnormal® Hematology

Laboratory Value in Comparator-Controlled Clinical Trials with ZYVOXID

Uncomplicated Skin and Skin All Other Indications
Laboratory Assay Structure Infections

ZYVOXID Clarithromycin ZYVOXID All Other

400 mg every 250 mg every 600 mg every Comparators’
12 hours 12 hours 12 hours

Hemoglobin (g/dL) 0.9 0.0 7.1 6.6
Platelet count (x 103/mm?) 0.7 0.8 3.0 1.8
WBC (x 10/mm?) 0.2 0.6 2.2 1.3
Neutrophils (x 103/mm?) 0.0 0.2 1.1 1.2

*

<75% (<50% for neutrophils) of Lower Limit of Normal (LLN) for values normal at baseline;

<75% (<50% for neutrophils) of LLN and of baseline for values abnormal at baseline.

¥ Comparators included cefpodoxime proxetil 200 mg by mouth every 12 hours; ceftriaxone 1 g intravenously
every 12 hours; dicloxacillin 500 mg by mouth every 6 hours; oxacillin 2 g intravenously every 6 hours;
vancomycin 1 g intravenously every 12 hours.

Table 5. Percent of Adult Patients who Experienced at Least One Substantially Abnormal” Serum

Chemistry Laboratory Value in Comparator-Controlled Clinical Trials with ZYVOXID

Uncomplicated Skin and Skin All Other Indications
Laboratory Assay Structure Infections

ZYVOXID Clarithromycin ZYVOXID All Other

400 mg every 250 mg every 600 mg every Comparators’
12 hours 12 hours 12 hours

AST (U/L) 1.7 1.3 5.0 6.8
ALT (U/L) 1.7 1.7 9.6 9.3
LDH (U/L) 0.2 0.2 1.8 1.5
Alkaline phosphatase (U/L) 0.2 0.2 3.5 3.1
Lipase (U/L) 2.8 2.6 4.3 4.2
Amylase (U/L) 0.2 0.2 2.4 2.0
Total bilirubin (mg/dL) 0.2 0.0 0.9 1.1
BUN (mg/dL) 0.2 0.0 2.1 1.5
Creatinine (mg/dL) 0.2 0.0 0.2 0.6

>2 x Upper Limit of Normal (ULN) for values normal at baseline;
>2 x ULN and >2 x baseline for values abnormal at baseline.

¥ Comparators included cefpodoxime proxetil 200 mg by mouth every 12 hours; ceftriaxone 1 g intravenously
every 12 hours; dicloxacillin 500 mg by mouth every 6 hours; oxacillin 2 g intravenously every 6 hours;

vancomycin 1 g intravenously every 12 hours.

5.2 Pharmacokinetic properties

Table 5. Percent of Pediatric Patients who Experienced at Least One Substantially Abnormal” Serum
Chemistry Laboratory Value in Comparator-Controlled Clinical Trials with ZYVOX

Uncomplicated Skin and Skin Structure All Other Indications?

Laboratory Assay Infections’
7ZYVOX Cefadroxil 7ZYVOX Vancomycin

ALT (U/L) 0.0 0.0 10.1 12.5
Lipase (U/L) 0.4 1.2 -—- -—-
Amylase (U/L) -—- --- 0.6 1.3
Total bilirubin (mg/dL) --- --- 6.3 5.2
Creatinine (mg/dL) 0.4 0.0 2.4 1.0

TS x Upper Limit of Normal (ULN) for values normal at baseline; >2 x ULN and >2 (>1.5 for total bilirubin) x baseline for values
abnormal at baseline.

T Patients 5 through 11 years of age received ZYVOX 10 mg/kg by mouth every 12 hours or cefadroxil 15 mg/kg by mouth every 12
hours. Patients 12 years or older received ZYVOX 600 mg mouth every 12 hours or cefadroxil 500 mg by mouth every 12 hours.

¥ Patients from birth through 11 years of age received ZYVOX 10 mg/kg intravenously/by mouth every 8 hours or vancomycin 10 to
15 mg/kg intravenously every 6-24 hours, depending on age and renal clearance.



6.5 Nature and contents of container
Solution for infusion: Single use, ready-to-use, multilayered polyolefine film infusion bags sealed inside a
foil laminate. overwrap. The bag holds either 100 ml, 200 ml or 300 ml solution.
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