
SUMMARY OF PRODUCT CHARACTERISTICS 

1. NAME OF THE MEDICINAL PRODUCT 

Linezolid Tablets 600 mg

LINESPAN-600 

2. QUALITATIVE AND QUANTITATIVE COMPOSITION 
Each film-coated table! contains: 
Linezolid ................................... 600 mg 

Colour: Titanium Dioxide 

3. PHARMACEUTICAL FORM 
Table! 

4. CLINICAL PARTICULARS 
4.1 Therapeutic indications 
Linezolid 600 mg Tablets is indicated in combination with other anti tuberculosis agents for the treatment of tuberculosis 
caused by Mycobacterium tuberculosis in adults and adolescents weighing ;,30 kg. 
Linezolid 600 mg Tablets is only indicaled as a second-line antimycobacterial drug when use of firsl-line drugs is not 
appropriate due to resistance or intolerance (see sections 4.2, 4.4 and 5.1 ). 

Consideration should be given to official treatment guidelines for tuberculosis, e.g. those of WHO: http://www.who.int/tb/ 
MDRTBquidelines2016.pdf 

4.2 Posology and method of administration 
EQ§Q)Qgy 
Adults and adolescents aged 12 years and older and weighing :!:30 kg 
The dose of Linezolid 600 mg Tablels is one 600 mg table! once daily. The dose may be reduced to 400-300 mg/day if 
serious adverse affects develop (see sections 4.4 and 4.8). 

Special populations 
Eider/y 
No dose adjustment is required (see section 5.2). 

Rena/ lmpairment 
No dose adjustment is required, including in patients wilh severe renal impairment (CLcR < 30 ml/min) (see sections 4.4 and 
5.2). Due to the unknown clinical significance of higher exposure (up to 10 fold) to the two primary metabolites of linezolid 
in patients with severe renal insufficiency, linezolid should be used with special caution in these patients and only when the 
anticipated benefit is considered to outweigh the theoretical risk. 

As approximately 30% of a linezolid dose is removed du ring 3 hours of haemodialysis, linezolid should be given after dialysis 
in patients receiving such treatment. The primary melabolites of linezolid are removed to some extent by haemodialysis, 
but the concentrations of these metabolites are still very considerably higher following dialysis than those observed in 
patients with normal renal function or mild to moderate renal insufficiency. Linezolid should, therefore, be used with special 
caution in patients with severe renal insufficiency who are undergoing dialysis and only when the anticipated benefit is 
considered to oulweigh the theoretical risk. 
To date, there is no experience of linezolid administration to patients undergoing continuous ambulatory peritoneal dialysis 
(CAPD) or alternative treatments for renal failure (other !han haemodialysis). 

Hepatic impairment 
Limited clinical data are available in patients with hepatic impairment. Linezolid should, therefore, be administered with 
caution to patients wilh liver dysfunction and only be used in such patients when the anticipated benefit is considered to 
oulweigh the theoretical risk (see sections 4.4 and 5.2). 

Paediatric population 
Reduction in fertility of males was observed in animal studies (see sections 4.4, 4.6 and 5.3). The potential risk of reduced 
male fertility should be taken into account when treating adolescents. 
Linezolid 600 mg Tablets is not recommended for use in children below the age of 12 years and with a body weight <30 kg. 
The recommended dose is 10 mg/kg, lhree limes daily, which cannai be achieved with lhis formulation. 

Method of administration 
The recommended dose should be administered orally. 
Linezolid 600 mg Tablels may be taken with food or belween meals. 
For patients not able to swallow the tablels whole, the tablets may be crushed and added to a small amount of semi-solid 
food or liquid, all of which should be consumed immediately. 

4.3 Contraindications 
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1. 
Linezolid should no! be used in patients taking any medicinal product which inhibits monoamine oxidases A or B (e.g. 
phenelzine, isocarboxazid, selegiline, moclobemide) or within Iwo weeks of taking any such medicinal product. 

Unless there are facilities available for close observation and monitoring of blood pressure, linezolid should no! be 
administered to patients wilh the following underlying clinical conditions or on the following types of concomitant 
medications: 
• Patients with uncontrolled hypertension, phaeochromocy1oma, carcinoid, thyrotoxicosis, bipolar depression, 
schizoaffective disorder, acute confusional states. 
• Patients taking any of the following medications: serotonin re-uptake inhibilors (see section 4.4), tricyclic antidepressants, 
serotonin 5-HT1 receptor agonists (lriplans), directly and indireclly acting sympathomimetic agents (including the adrenergic 
bronchodilators, pseudoephedrine and phenylpropanolamine), vasopressive agents (e.g. epinephrine, norepinephrine), 
dopaminergic agents (e.g. dopamine, dobutamine), pethidine or buspirone. 

Linezolid is contraindicated in women who are breaslfeeding (see section 4.6). 

4.4 Special warnings and special precautions for use 
Given the potentially serious adverse effects of linezolid- particularly anaemia, thrombocytopenia, lactic acidosis, 
peripheral neuropathy and optic neuropathy • the decision to use linezolid must balance its risks and benefits and 
the availability of other TB medicines. Due to the potential for severe and life threatening adverse events, close 
monitoring is strongly advised. Where this is not possible, linezolid is best reserved for MDR-TB patients who 
have additional drug resistance, or XDR-TB, or who are intolerant to other components of the core regimen. 

Myelosuppression 
Myelosuppression (including anaemia, leucopenia, pancytopenia and thrombocy1openia) has been reported in patients 
receiving linezolid. This can be severe and life lhreatening. These adverse affects were on some occasions reversible 
wilh lowering the dose of drug (usually from 600 mg daily to 300 mg daily). Haemalologic toxicities are less common 
wilh current strategies of once-daily dosing. ln cases where the outcome is known, when linezolid was discontinued, the 
affected haematologic parameters have risen toward pretreatment levels. The risk of these affects appears to be related to 
the du ration of treatment. Elderly patients treated with linezolid may be al greater risk of experiencing blood dyscrasies !han 
younger patients. Thrombocy1openia may occur more commonly in patients with severe renal insufficiency, whether or no! 
on dialysis. Close monitoring of complete blood counts (including haemoglobin levels, platelets, and total and differentiated 
leucocy1e counts) is recommended in patients who receive linezolid. This is even more important in patients who have 
pre-existing anaemia, granulocy1openia or thrombocy1openia; are receiving concomitant medications that may decrease 
haemoglobin levels, depress blood counts or adversely affect plalelel counl or funclion; or have severe renal insufficiency. 
Linezolid should be adminislered to such patients only when close monitoring of haemoglobin levels, blood counts and 
platelet counts is possible. 

If significant myelosuppression occurs during linezolid therapy, treatment should be stopped unless il is considered 
absolutely necessary to continue therapy, in which case intensive monitoring of blood counts and appropriate management 
strategies should be implemented. 

ln addition, il is recommended that complele blood counts (including haemoglobin levels, platelets, and total and 
differentiated leucocy1e counts) should be monitored weekly in patients who receive linezolid regardless of baseline blood 
count. 

Post marketing reports and compassionate use studies showed a higher incidence of serious anaemia in patients receiving 
linezolid for longer !han 28 days. These patients more oflen required blood transfusion. 

Cases of sideroblastic anaemia have been reported post-marketing. Where lime of onset was known, most patients had 
received linezolid therapy for more !han 28 days. Most patients fully or partially recovered following discontinuation of 
linezolid with or without treatment for lheir anaemia. 

Lactic acidosis 
Lactic acidosis has been reported with the use of linezolid. Patients who develop signs and symptoms of melabolic acidosis 
including recurrent nausea or vomiting, abdominal pain, a low bicarbonate level, or hyperventilation while receiving linezolid 
should receive immediate medical attention. If lactic acidosis occurs, the benefits of continued use of linezolid should be 
weighed against the potentiel risks. 

Antibiotic-associated diarrhoea and colitis 
Anlibiolic-associaled diarrhoea and anlibiolic-associaled colilis, including pseudomembranous colitis and Clostridium 
difficile-associated diarrhoea, has been reported in association with the use of linezolid and may range in severity 
from mild diarrhoea to fatal colitis. Therefore, it is important to consider this diagnosis in patients who develop serious 
diarrhoea during or alter the use of linezolid. If antibiotic-associated diarrhoea or antibiotic-associated colitis is suspected 
or confirmed, ongoing treatment with anlibacterial agents, including linezolid, should be discontinued and adequate 
lherapeutic measures should be inilialed immediately. Drugs inhibiting perislalsis are contraindicated in lhis situation. 

Mitochondrial dysfunction 
Linezolid inhibils mitochondrial protein synthesis. Adverse events, such as lactic acidosis, anaemia and neuropathy (optic 
and peripheral), may occur as a resull of this inhibition; lhese events are more common when the drug is used longer !han 
28 days. 

Serotonin syndrome 
There have been spontaneous reports of serotonin syndrome associated with the co-administration of linezolid and 
serotonergic agents, including antidepressants such as selective serotonin reuptake inhibilors (SSRls) (see section 4.5). 
Therefore, linezolid and serotonergic agents, such as serotonin re-uptake inhibitors, tricyclic antidepressants, serotonin 
5-HT, receptor agonists (triptans), should not usually be co-administered (see section 4.3), except where administration 
of linezolid and concomitant serotonergic agents is essentiel. ln 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 healthcare providers should consider discontinuing either one or bolh agents; if the concomitant 
serotonergic agent is withdrawn, discontinuation symptoms can occur. 

Peripheral and optic neuropathy 
Peripheral neuropathy, as well as optic neuropathy and optic neuritis, sometimes progressing to loss of vision, have been 
reported in patients treated with linezolid; these reports have primarily been in patients treated for longer than 28 days. 
Peripheral neuropathy may or may no! improve with cessation of drug. The outcome of optic neuropathy upon cessation of 
linezolid is less clear, and should be trealed as a medical emergency. 

If possible, patients' visual function should be regularly monitored. Ophthalmologic examination should include tests for 
black-white/chromatic visual acuity (e.g. Sallen eye char! and 65-test) and ophthalmoscopy and should be repeated for any 
suspicion of change in acuity or colour vision. Ali patients should be advised to report symptoms of visu al impairment, such 
as changes in visual acuity, changes in colour vision, blurred vision, or visual field defect. ln such cases, prompt evaluation 
is recommended with referral to an ophthalmologist as necessary. 

If peripheral or optic neuropathy occurs, the continued use of linezolid should be weighed against the potentiel risks. 

Convulsions 
Convulsions have been reported to occur in patients when treated with linezolid. ln most of these cases, a history of 
seizures or risk factors for seizures was reported. Patients should be advised to inform their healthcare providers if they 
have a history of seizures. 

Monoamine oxidase inhibitors 
Linezolid is a reversible, non-selective inhibitor of monoamine oxidase (MAOI); however, al the doses used for antibacterial 
therapy, il does no! exert an anti-depressive effect. There are very limited data from drug interaction studies and on 
the safety of linezolid when administered to patients with underlying conditions and/or on concomitant medications (e.g. 
phenelzine, isocarboxazid, selegiline, moclobemide) which might put !hem al risk from MAO inhibition. Therefore, linezolid 
should not be used in these circumstances unless close observation and monitoring is possible (see sections 4.3 and 4.5). 

Use with tyramine-rich foods 
Patients should be advised against consuming large amounts of lyramine-rich foods (see section 4.5). 

Superinfection 
The affects of linezolid therapy on normal flora have no! been evaluated in clinical trials. 
The use of anlibiotics may occasionally result in an overgrowlh of non-susceptible organisms. For exemple, approximately 
3% of patients receiving the recommended linezolid doses experienced drug-relaled candidiasis during clinical trials. 
Should superinfection occur du ring therapy, appropriate measures should be taken. 

Special populations 
Linezolid should be used with special caution in patients with severe renal insufficiency and only when the anticipated 
benefil is considered to oulweigh the theoretical risk (see sections 4.2 and 5.2). 
Il is recommended that linezolid should be given to patients with severe hepatic insufficiency only when the perceived 
benefit outweighs the theoretical risk (see sections 4.2 and 5.2). 

lmpairment of fertility 
Linezolid reversibly decreased fertility and induced abnormal sperm morphology in male rais at exposure levels 
approximately equal to those expected in humans; possible affects of linezolid on the human male reproductive system are 
not known (see sections 4.2, 4.6 and 5.3). 

Potential interactions producing elevation of blood pressure 
Linezolid can enhance increases in blood pressure caused by drugs with a vasopressive action (see section 4.5). Linezolid 
and drugs with vasopressive action should, therefore, not be co-administered, except when concomitant use of these drugs 
is essentiel. 

Clinical trials 
The safety and effectiveness of linezolid when adminislered for periods longer !han 28 days have not been eslablished. 

Conlrolled clinical trials did no! include patients with diabetic foot lesions, decubitus or ischaemic lesions, severe burns or 
gangrena. Therefore, experience in the use of linezolid in the treatment of these conditions is limited. 

4.5 Interaction with other medicinal products and other forms of interaction 
Potential interactions producing elevation of blood pressure 
ln 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. Concomitant use of linezolid and pseudoephedrine or 
phenylpropanolamine is, therefore, contraindicated (see section 4.3). Linezolid should not be co-administered with other 
agents with a vasopressive action, unless concomitant use is essentiel. Il is recommended that doses of direclly and 
indireclly acting sympathomimetic agents (including adrenergic bronchodilators), vasopressive agents (e.g. epinephrine, 
norepinephrine), dopaminergic agents (e.g. dopamine, dobutamine), pethidine or buspirone, should be carefully titrated to 
achieve the desired response when co-administered with linezolid. 

Potential serotonergic interactions 
The potentiel drug-drug interaction with dextromethorphan was studied in healthy volunleers. Subjects were administered 
dextromethorphan (Iwo 20 mg doses given 4 hours apart) wilh or without linezolid. No serotonin syndrome affects 
(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 affects while 
taking linezolid and dextromethorphan which resolved on discontinuation of bolh medications. 

During clinical use of linezolid with serotonergic agents, including antidepressants such as selective serotonin reuptake 
inhibitors (SSRls), cases of serotonin syndrome have been reported. Therefore, although linezolid and serotonergic agents, 
such as serotonin re-uptake inhibitors, tricyclic antidepressants, serotonin 5-HT, receptor agonists (triptans), should not 
usually be co-administered (section 4.3), management of patients for whom treatment with linezolid and serotonergic 
agents is essentiel, is described in section 4.4. 

Monoamine oxidase inhibitors 
Linezolid is a reversible, non-selective inhibitor of monoamine oxidase (MAOI). There are very limited data from drug 
interaction studies and on the safety of linezolid when administered to patients on concomitant medications (e.g. 
phenelzine, isocarboxazid, selegiline, moclobemide) lhal might put !hem al risk from MAO inhibition. Therefore, linezolid 
is not recommended for use in lhese circumstances unless close observation and monitoring of the recipienl is possible 
(see sections 4.3 and 4.4). 

Use with tyramine-rich foods 
No significant presser response was observed in subjects receiving bolh linezolid and less !han 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 cy1ochrome P450 (GYP) enzyme system and it does not inhibit any of the 
clinically significant human GYP isoforms (1A2, 2C9, 2C19, 2D6, 2E1, 3A4). Similarly, linezolid does not induce P450 
isoenzymes in rats. Therefore, no CYP450-induced drug interactions are expected with linezolid. 

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

m,, and AUC by a mean 21 % [90% Cl, 15, 27] and a mean 32% [90% Cl, 27, 37], respectively. 
The mechanism of lhis interaction and ils clinical significance are unknown. 

Warfarin 
When wartarin was added to linezolid therapy al steady-state, there was a 10% reduction in mean maximum INR on co­
adminislralion 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 lhese findings. 

4.6 Ferlility, pregnancy and lactation 
Pregnancy 
There are limited data from the use of linezolid in pregnant women. Studies in animais have shown reproductive toxicity 
(see section 5.3). A potential risk for humans exists. 

Linezolid should not be used during pregnancy unless clearly necessary i.e. only if the potential benefil oulweighs the 
possible risk. 

Breastfeeding 
Linezolid is excreled in human milk. A risk to the suckling child cannot be excluded. Breast-feeding should be discontinued 
during treatment with Linezolid 600 mg Tablets. 

Fertility 
ln animal studies, linezolid caused a reduction in male fertility (see section 5.3). These affects were reversible in adult 
animais, but did no! reverse in juvenile animais treated with linezolid for nearly the entire period of sexual maturation. The 
affect on fertilily in humans is unknown, a risk of reduced ferlilily cannot be ruled out, specifically wilh long-term treatment 
in male adolescents (see section 4.2). 

4. 7 Effects on ability to drive and use machines 
Patients should be warned about the potentiel for dizziness or symptoms of visual impairment (see sections 4.4 and 4.8) 
while taking linezolid and should be advised not to drive or operate machines if any of these symptoms occur. 

4.8 Undesirable effects 
Of noie, the majority of available safety data on linezolid has been generated in patients with other conditions than 
tuberculosis in studies using higher doses of linezolid with a du ration of less !han four weeks. 

Adverse events 
The most commonly reported adverse reactions are diarrhoea, headache, nausea and vomiting. About 3% of patients 
discontinued treatment because they experienced a drug-related adverse event. 
The following adverse reactions have been observed and reported during treatment with linezolid with the following 
frequencies: 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), no! known (cannot be estimaled from the available data). 

System Organ Common Uncommon Rare Very Rare Not known 
Class 
Infections and candidiasis, vaginitis antibiotic-associaled 
infestations oral colitis, including 

candidiasis, pseudomembranous 
vaginal colitis" 
candidiasis, 
fungal 
infections 

Blood and the anaemia"t leukopenia", pancy1openia" myelosuppression, 
lymphatic system neutropenia, sideroblastic 
disorders thrombocytopenia", anaemia· 

eosinophilia 

Immune system anaphylaxis 
disorders 
Metabolic and hyponatraemia lactic acidosis· 
nutrition disorders 

Psychiatrie insomnia 

disorders 
Nervous system headache, convulsions·, serotonin 
disorders taste hypoaesthesia, syndrome··, 

perversion paraeslhesia peripheral 
(metallic neuropathy' 
taste), 
dizziness 

Eye disorders blurred vision changes in visual field optic neuropathy", 
(defect)" optic neuritis', loss 

of vision", changes 
in visual acuity", 
changes in colour 
vision 

Ear and labyrinth tinnitus 
disorders 
Cardiac disorders arrhy1hmia 

(tachycardie) 

Vascular disorders himertension transient ischaemic 
attacks, phlebitis, 
thrombophlebitis 




