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PROPERTIES:
Enoxaparin is a low molecular weight heparin used for the prophylaxis of deep vein thrombosis and ischemic complications of unstable angina and non-Q-wave myocardial
infarction. Its emperical formulais (C,;H,,N,0,,S,)nand molecular weightis 4500 g/mol (average). Structural formulais as shown:

CLINICAL PHARMACOLOGY:
Pharmacndynamic§

F p: agent, heparin group, ATC code: BO1A B05

Pharmacodynamic effects

Enoxaparin is a LMWH with a mean molecular weight of approximately 4,500 daltons, in which the antithrombotic and anticoagulant activities of standard heparin have been
dissociated. The drug substance is the sodium salt. In the in vitro purified system, enoxaparin sodium has a high anti-Xa activity (approximately 100 1U/mg) and low anti-lla or anti
thrombin activity (approximately 28 IU/mg), with a ratio of 3 6. These amlcuagu\ant activities are mediated through anti-t mrornbrn Il (ATIII) resulting in anti- mrorrrbmlc activities in
humans. Beyond its anti-Xa/lla activity, further and anti y properties of inhealthy as well asinnon-
clinical models. These include ATIIl-dependent inhibition of other coagulation factors like factor Vlla, induction of endogenous Tissue Factor Pathway Inhibitor (TFPI) release as well
as a reduced release of von Willebrand factor (vWF) from the vascular endothelium into the blood circulation. These factors are known to contribute to the overall antithrombotic
effect of enoxaparin sodium. When used as prophylactic treatment, enoxaparin sodium does not significantly affect the aPTT. When used as curative treatment, aPTT can be
prolonged by 1.5-2.2 times the control time at peak activity.

Pharmacokinetics

General characteristics

The pharmacokinetic parameters of enoxaparin sodium have been studied primarily in terms of the time course of plasma anti-Xa activity and also by anti-lla activity, at the
recommended dosage ranges after single and repeated SC administration and after single IV administration. The quantitative determination of anti-Xa and anti-lla pharmacokinetic

surgery. For patients who undergo major orthopaedic surgery an extended thromboprophylaxis uplo 5 weeks is recommended. For patients with a high venous tnromhoembolrsm
(VTE) risk who undergo abdominal or pelvic surgery for cancer an extended up to 4 weeks is Prophylaxis of venous

timing of puncture/catheter placement or removal to at least 24 hours. The 2 hours preoperative initiation of enoxaparin sodium 2,000 IU (20 mg) is not compatible with neuraxial

nmedical patients The recommended dose of enoxaparin sodium is 4,000 IU (40 mg) once daily by SC injection. Treatment with enoxaparin sodium is prescribed for at least 6 to 14
days whatever the recovery status (e.g. mobility). The benefit is not established for a treatment longer than 14 days.Treatment of DVT and PE Enoxaparin sodium can be
administered SC either as a once daily |n1ec||on of 150 IU/kg (1.5mg/kg) or as twice daily injections of 100 1U/kg (1 mg/kg). The regimen should be selected by the physician based
on anindividual risk and of the risk of bleeding. The dose regimen of 150 1U/kg (1.5 mg/kg) administered once daily should
be used in uncomplicated patients with low risk u( VTE recurrence. The dose regimen of 100 IU/kg (1 mg/kg) administered twice daily should be used in all other patients such as
those with obesity, with symptomatic PE, cancer, recurrent VTE or proximal (vena iliaca) thrombosis. Enoxaparin sodium treatment is prescribed for an average period of 10 days.
Oral anticoagulant therapy should be initiated when appropriate. Prevention of thrombus formation during haemodialysis The recommended dose is 100 IU/kg (1 mg/kg) of
enoxaparin sodium. For patients with a high risk of the dose should 50 1U/kg (0.5 mg/kg) for double vascular access or 75 IU/kg (0.75 mg/kg) for single
vascular access. During haemodialysis, enoxaparin sodium should be introduced into the arterial line of the circuit at the beginning of the dialysis session. The effect of this dose is
usually sufficient for a 4-hour session; however, if fibrin rings are found, for example after a longer than normal session, a further dose of 50 U to 100 1U/kg (0.5 to 1 mg/kg) may be
given. No data are available in patients using enoxaparin sodium for prophylaxis or treatment and during haemodialysis sessions. Acute coronary syndrome: treatment of unstable
angina and NSTEMI and treatment of acute STEMI  For treatment of unstable angina and NSTEMI, the recommended dose of enoxaparin sodium is 100 1U/kg (1 mg/kg) every 12
hours by SC injection administered in combination with antiplatelet therap . Treatment should be maintained for a minimum of 2 days and continued until clinical stabilization. The
usual duration of treatment is 2 to 8 days. Acetylsalicylic acid is recommended for all patients without contraindications at an initial oral loading dose of 150-300 mg (ln
acetylsalicylic acid-naive patients) and amaintenance dose of 75-325 mg/day long-term regardless of treatment strategy. For treatment of acute STEMI, the

-Atdoses used for treatment

A puncture-free interval of at least 24 hours shall be kept between the last injection of enoxaparin sodium at curative doses and the needle or catheter placement. For continuous
techniques, a similar delay of 24 hours should be observed before removing the catheter. For patients with creatinine clearance [15-30] mL/min, consider doubling the timing of
puncture/catheter placement or removal to at least 48 hours. Patients receiving the twice daily doses (i.e. 75 IU/kg (0.75 mg/kg) twice daily or 100 IU/kg (1 mg/kg) twice-daily)
should omit the second enoxaparin sodium dose to allow a sufficient delay before catheter placement or removal. Anti-Xa levels are still detectable at these time points, and these
delays are nota guarantee that neuraxial hematoma will be avoided. Likewise, consider not using enoxaparin sodium until at least 4 hours after the spinal/epidural puncture or after
the catheter has been removed. The delay must be based on a benefit-risk assessment considering both the risk for thrombosis and the risk for bleeding in the context of the
procedure and patient risk factors.

CONTRAINDICATIONS:

Enoxaparin sndrum is comramdrcated in patients with:

of heparin or its derivatives, i low molecular weight heparins (LMWH) orto any of the excipients;
« History of i heparin-i lia (HIT) within the past 100 days or inthe presence of circulating antibodies;

significant bleeding and conditions with a high risk of ulcer, presence of malignant neoplasm
at rngn risk ol bleeding, recent brain, splna\ or ophthalmic surgery, known or suspected oesophageal varices, ar\erruvenous malformations, vascular aneurysms or major

enoxaparin sodium is a single intravenous (IV) bolus of 3,000 IU (30 mg) plus a 100 IU/kg (1 mg/kg) SC dose followed by 100 IU/kg (1 mg/kg) administered SC every 12 hours

lmaxlmurn 10,000 IU (100 mg) for each of the first two SC doses). Appropriate antiplatelet therapy such as oral acetylsalicylic acid (75 mg to 325 mg once daily) should be
unless i The duration of treatment is 8 days or until hospital discharge, whichever comes first. When administered in

conjunction with a thrombolytic (fibrin specific or non-fibrin specific), enoxaparin sodium should be given between 15 minutes before and 30 minutes after the start of fibrinolytic

therapy. For dosage in patients = 75 years of age, see paragraph “Elderly”. For patients managed with PCI, if the last dose of enoxaparin sodium SC was given less than 8 hours

before balloon inflation, no additional dosing is needed. If the last SC administration was given more than 8 hours before balloon inflation, an IV bolus of 30 IU/kg (0.3 mg/kg)

enoxaparin sodium should be administered.

Paediatric, populalmn

The safety of

Elderly

For all indications except STEMI, no dose reduction is necessary in the elderly patients, unless kidney function is impaired. For treatment of acute STEMI in elderly patients =75

years of age, an initial IV bolus must not be used. Initiate dosing with 75 1U/kg (0.75 mg/kg) SC every 12 hours (maximum 7,500 IU (75 mg) for each of the firsttwo SC doses only,

followed by 75 1U/kg (0.75 mg/kg) SC dosing for the remaining doses). For dosage in elderly patients with impaired kidney function.

population have not been established

The absolute bioavailability of enoxaparin sodium after SC injection, based on anti-Xa activity, is close to 100%. Different doses and g
The mean maximum plasma anti-Xa activity level is observed 3 to 5 hours after SC injection and achieves approximately 0.2, 0.4, 1.0 and 1.3 anti-Xa IU/mL following single SC
administration of 2,000 IU, 4,000 1U, 100 1U/kg and 150 IU/kg (20 mg, 40 mg, 1 mg/kg and 1.5 mg/kg) doses, respectively. A 3,000 U (30 mg) IV bolus immediately followed by a
100 1U/kg (1 mg/kg) SC every 12 hours provided initial maximum anti-Xa activity level of 1.16 IU/mL (n=16) and average exposure corresponding to 88% of steady-state levels.
Steady-state is achieved on the second day of treatment. After repeated SC administration of 4,000 U (40 mg) once daily and 150 1U/kg (1.5 mg/kg) once daily regimens in healthy
volunteers, the steady-state is reached on day 2 with an average exposure ratio about 15% higher than after a single dose. After repeated SC administration of the 100 IU/kg (1
mg/kg) twice daily regimen, the steady-state is reached from day 3 to 4 with mean exposure about 65% higher than after a single dose and mean maximum and trough anti-Xa
activity levels of about 1.2 and 0.52 IU/mL, respectively. Injection volume and dose concentration over the range 100-200 mg/mL does not affect pharmacokinetic parameters in
healthy volunteers. Enoxaparin sodium pharmacokinetics appears to be linear over the recommended dosage ranges. Intra-patient and inter-patient variability is low. Following
repealed SC adrnmrslralmn no accumulation takes place. Plasma anti-lla activity after SC administration is approximately ten-fold lower than anti-Xa activity. The mean maximum
o4 hour: injection and reaches 0.13 1U/mL and 0.19 IU/mL following repeated administration of 100 1U/kg (1 mg/kg)
twice daily and 1501U/kg (1.5 mg/kg) once daily, respectively.
Distribution

The volume of enoxaparin sodil iti-Xa activity is about 4.3 litres and is close to the blood volume.
Enoxaparin sodium s primaril lized i liver by ‘molecular weight species with much reduced biological potency.
Elimination

Hepatic impairment
Limited data and caution should b
Renalimpairment
Severe renal impairment Enoxaparin sodium is not recommended for pahents ‘with end stage renal disease (creatinine clearance <15 mL/min) due to lack of datain this population
thrombu:
Dosage table for pati t i atinine clearance [15—30] mL/min):
Indication Dosing régimen
Prophylaxis of venous thromboembolic disease 2,000 1U (20 mg) SC once dail
Treatment of DVT and PE 100 1U/kg (1 mgrkg) body weight SC once daily
Treatment of unstable angina and NSTEMI 100 1U/kg (1 mg/kg) body weight SC once daily
13,000 1U (30 mg) IV bolus plus 100 1U/kg (1 mg/kg) body weight
Treatment of acute STEMI (patients under 75) | " ang thon 100 iUkg (1 mavka) body weight SC every 24 hours
No IV inital bolus, 100 1U/kg (1 mg/kg) body weight SC and then 100
Treatment of acute STEMI (patients over 75) Uk (1 mglkg) body weight SG every 24 hours
T I applytothe indication. mild Although no dose
{ I 30-50 mL/min) and mild { -80 mL/min) renal impairment, careful clinical monitoring is advrsed
Method of
route. For the prophylaxis of venous thrombo-embolic disease following surgery, treatment of DVT and PE, treatment of

Ei by

unstable angina and NSTEMI, enoxaparin sodium should be administered by SC injection. For acute STEMI, treatment is to be initiated with a single IV bolus injection immediately
followed by a SC rn|ectron Forthe preventron of(hrembus formation in the extra corporeal circulation during haemodialysis, it is administered through the arterial line of a dialysis
circuit. The
The use of a tuberculin syringe or equivalent is recommended when using ampoules or multiple-dose vials to assure withdrawal of the appropriate volume of drug. SC injection
technique: Injection should be made preferably when the patientis lying down. Enoxaparin sodium is administered by deep SC injection. Do not expel the air bubble from the syringe
before the injection to avoid the loss of drug when using pre-filled syringes. When the quantity of drug to be injected requires to be adjusted based on the patient's body weight, use
the graduated pre-filled syringes to reach the required volume by discarding the excess before injection. Please be aware that in some cases it is not possible to achieve an exact
dese due to the graduations on the syringe, and in such case the volume shall be rounded up to the nearest graduation. The administration should be alternated between the left and
abdominal wall. The whole length of the be introduced vertically into a skin fold gently held between the thumb and index finger. The
skln fold should not be released until the injection is complete. Do not rub the injection site after administration. Note for the pre-filled syringes fitted with an automatic safety system:
The safety system is triggered at the end of the injection. In case of self-administration, patient should be advised to follow instructions provided in the patient information leaflet
included in the pack of this medicine. IV (bolus) injection (for acute STEMI indication only): For acute STEMI, treatment is to be initiated with a single IV bolus injection immediately
followed by a SC injection.For IV injection, either the multidose vial or prefilled syringe can be used. Enoxaparin sodium should be administered through an IV line. It should not be
mixed or coadministered with other medications. To avoid the possible mixture of enoxaparin sodium with other drugs, the IV access chosen should be flushed with a sufficient
amount of saline or dextrose solution prior to and following the IV bolus administration of enoxaparin sodium to clear the port of drug. Enoxaparin sodium may be safely

Enoxaparin sodiumis alow clearance drug with amean anti-Xa plasma clearance of 0.74 L/h aftera 150U /kg (1.5 mg/kg) 6-hour IV infusion. with

with norma\ saline solution (0. Q%i or 5% dextrose in water. Initial 3,000 IU (30 mg) bolus For the initial 3,000 IU (30 mg) bolus, using an enoxaparin sodium graduated

a half-life of about 5 hours after a single SC dose to about 7 hours after repeated dosing. Renal clearance of active fragments represents about 10% of the dose and
activeand g1 40% of the dose.

Special populations

Elderty

Based on the results of a population pharmacokinetic analysis, the enoxaparin sodium kinetic profile is not different in elderly subjects compared to younger subjects when renal

function is normal. However, since renal function is known to decline with age, elderly patients may show reduced elimination of enoxaparin sodium.

Hepatic impairment

Inastudy conducted in patients with advanced cirrhosis treated with enoxaparin sodium 4,000 1U (40 mg) once daily, a decrease in maximum anti-Xa activity was associated with

an increase in the severity of hepatic rrnpalrmem (assessed by Child-Pugh categories). This decrease was mainly attributed to a decrease in ATIII level secondary to a reduced
ynthesis of ATIII in patients

Renal impairment

Alinear relationship between anti-Xa plasma clearance and creatinine clearance at steadystate has been observed, which indicates decreased clearance of enoxaparin sodium in

patients with reduced renal function. Anti-Xa exposure represented by AUC, at steady-state, is marginally increased in mild (creatinine clearance 50-80 mL/min) and moderate

(creatinine clearance 30-50 mL/min) renal impairment after repeated SC 4,000 IU (40 mg) once daily doses. In patients with severe renal impairment (creatinine clearance <30

mL/min), the AUC at steady state average by 65% after rep C 4,0001U (40 mg) daily d

Haemodialysis

Enoxaparin sodium pharmacokinetics appeared similar than control population, after a single 25 1U, 50 IU or 100 1U/kg (0.25, 0.50 or 1.0 mg/kg) IV dose however, AUC was two-

fold higher than control.

Weight

After repeated SC 150 IU/kg (1.5 mg/kg) once daily dosing, mean AUC of anti-Xa activity is marginally higher at steady state in obese healthy volunteers (BMI 30-48 kg/m’)

compared to non-obese cenlru\ sublecls ‘while maximum plasma anti-Xa activity levelis notincreased.

Thereis alower with SC dosing. When non-weight adjusted dosing was administered, it was found after a single-SC 4,000 IU (40 mg)

dose, that anti-Xa expusurers 52% higher inlow-weight women (<45 kg) and 27% higher in low-weight men (<57 kg) when compared to normal weight

Pharmacokinetic interactions

N

re obser di ics when

INDICATIONS:

Enoxaparinisindicated in adults for:

« Prophylaxis of venous thromboembolic disease in moderate and high risk surgical patients, in particular those undergoing orthopaedic or general surgery including cancer
surgery.

« Prophylaxis of venous Ihromboernbuhc dlsease in medical patients wrln an acute illness (such as acute heart failure, respiratory insufficiency, severe infections or rheumatic
diseases)
«Treatment ofdeepvernlnrdmbosw (DVT) and pulmonary embolism (PE), exc\udlng PE likely to require thrombolytic therapy or surgery.

«Acute coronary syndrume

expel ive volume to ret: ly 3,000 IU (30 mg) mthe syringe. Thea 000 IU (30 mg) dose can then be directly injected into the IV line. Additional bolus
ror PClwhenlast SC was given more than ing managed with PCI, an additional IV bolus of 30 1U/kg (0.3 mg/kg) is to be

«Spinal or [ ional
WARNING AND PRECAUTIONS:

General

Enoxaparin sodium cannot be used interchangeably (unit for unit) with other LMWHSs. These medicinal products differ in their manufacturing process, molecular weights, specific
anti-Xa and anti-lla actrvrhes units, dosage and clinical efficacy and safety. This resulls in differences in pharmacokinetics and associated biological activities (e g. anti-thrombin

is used fortreatmentin 4 hours.

known potz . Plasma regularly especially in patients atrisk.
Traceability

LMWHs are biological medicinal products. In order to improve the LMWH traceability, itis
the administered product in the patient file.

DRUG INTERACTIONS:

that health care the trade name and batch number of

ended
Medicinal products affecting haemostasis It is recommended that some agents which affect haemostasis should be discontinued prior to enoxaparin sodium therapy unless
strictly indicated. If the combination is indicated, enoxaparin sodium should be used with careful clinical and laboratory monitoring when appropriate. These agents include
medlcrnal pmducls suchas:

ti-i 'y doses, and NSAIDs including ketorolac,
-Olhertnromha\yllcs (e.g. alteplase, reteplase, urokinase) {
Concomitantuse with caution:
The product
Other medic is such
- Platelet inhibitors including
inacute coronary syndrome due to the risk of bleeding,
- Dexiran 40,
- Systemic glucocorticoids.

acid used at dose

clopidogrel, ticlopidine, and glycoprotein lIb/llla antagonists indicated

Medicinal i m: i i i under
PREGNANCY AND LACTATION:
Pregnancy

laboratory monitoring.

activity, an teleti pecial ith th for use specific ar In humans, there is no evidence that enoxaparin crosses the placental barrier during the second and third trimester of pregnancy. There is no information available concerning the
History of HIT (>100 days) firsttrimester.
Use of enoxaparin sodium in patients with a history of immune mediated HIT within the past 100 days or in the presence of circulating antibodies is Circulating hown any evidence of dcity or Animal data h enoxaparin placentais minimal.
antibodies may persist several years. Enoxaparin sodium is to be used with extreme caution in patients with a history (>100 days) of h jiawithout  E i hould be used during pregnancy only if has established aclear need.
circulating antibodies. The decision to use enoxaparin sodium in such a case must be made only after a careful benefit risk assessment andafter non-heparin alternative treatments  Pregnant women receiving enoxaparin sodium should be carefully monitored for evidence of bleeding or excessive anticoagulation and should be warned of the hamorrhagic risk.
are considered (e.g. danaparoid sodium or lepirudin). Overall, the data suggest that mere is no evidence for an |ncreased risk of or with respect to the risk observed in non-pregnant
Monitoring of platelet counts women, other than that obser tvalve:
The risk of antibody-mediated HIT also exists with LMWHs. Should oceur, it usuall the 5"and the 21" day following the beginning of enoxaparin ~ Ifan it to withdraw enoxaparin sodi before.
sodium treatment. Breastfeeding
Therisk of HIT is higherin mainly after surgery and in pati Itis not known whether excretedin milk. In the passage of its metabolites in milk is very low. The oral absorption
Therefore, it that the platelet count before the initiation of therapy with enoxaparin sodium and then regularly thereafter during the treatment. Ifthere  Of enoxaparin sodiumis unlikely. canbe used during i
are clinical symptoms suggestive of HIT (any new episode of arterial and/or venous thromboembolism, any painful skin lesion at the injection site, any allergic or anapny\actold Fertility
reactions on treatment), platelet count should be measured. Patients must be aware that these symptoms may occur and if o, that they should inform their primary Th linical data for p infertilty. did not show any effect on fertilty.
In practice, if a confirmed significant decrease onnep\ale\etcoumrsobserved (301050 % of the initial value), treatment must be i inuedand ~ SIDEEFFECTS:
the patient switched to another non-h nd reported in post:
Haemorrhage Frequencies are defined as follows: very common (= 1/10) cornmon (> 1/100to < 1/10); uncommon (= 1/1000 to < 1/100); rare (> 1/10,000t0 <1/1 000) and very rare (<
As with other anticoagulants, bleeding may occur at any site. If bleeding occurs, the origin of the haemorrhage should be investigated and appropriate treatment instituted. 1/10,000) or notknown (cannot b organ class, a 9
as with any other therapy, should be used in condition: bleeding, such as: Blood and the lymphatic system disorders

~|mparred haemostasis, Common: i
« history of peptic ulcer, Rare: Cases of immuno-all is; in some of i i by
«recentischemic stroke, Immune system disorders
« severe arterial hypertension, Common: Alrergig reaction
« recent diabetic retinopathy, Rare:
*neuro-or| opmna\mologlc surgery, Nervous system disorders

use of affecting Common: Headache
Laboratory tests Vascular disorders
At doses used for prophylaxis of venous thromboembolism, enoxaparin sodium does not influence bleeding time and global blood coagulation tests significantly, nor does itaffect ~ Rare: (or i invarying d i i ling long-te permanent paralysis.

platelet aggregation or binding of fibrinogen to platelets. At higher doses, increases in activated partial thromboplastin time (aPTT), and activated clotting time (ACT) may occur.
Increases in aPTT and ACT are not linearly correlated with increasing enoxaparin sodium antithrombotic activity and therefore are unsuitable and unreliable for monitoring
enoxaparin sodium activity.

lumbar puncture
Spinal/epidural anaesthesia or lumbar puncture must not be performed within 24 hours of administration of enoxaparin sodium at therapeutic doses. There have been cases of
neuraxial haematomas reported with the concurrent use of enoxaparin sodium and spinal/epidural anaesthesia or spinal puncture procedures resulting in long term or permanent

Hepato-biliary disorders

Very common: Hepatic enzyme increases (mainly transaminases > 3 times the upper limit of normality)
Uncommon: Hepatocellular liver injury

Rare: Cholestatic liver injury

Skin and subcutaneous tissue disorders

Common: Urticaria, prun(us erythema

paralysis. These events are rare with enoxaparin sodium dosage regimens 4,000 IU (40 mg) once daily or lower. The risk of these events is higher with the use of post-ops Uncommon:

indwelling epidural catheters, with the concomitant use of additional drugs affecting haemostasis such as Non-Steroidal Anti-Inflammatory Drugs (NSAIDs), with traumatic or  Rare: Cutaneous vasculitis, skin necrosis usually occurring at the injection site (these phenomena have been usually preceded by purpura or erythematous plaques, infiltrated and
repeated epidural or spinal puncture, or in patients wrlh ahistory of spinal surgery or sprnal deformity. To reduce the patentlal risk of bleeding associated with the concurrent use of inful).

enoxaparin sodium and epidural or spinal ‘spinal puncture, consider f enoxaparin sodium. Placement or removal of an epidural Injection site nodules (inflammatory nodules, which were not cystic They after afew days and should not

catheter or lumbar tureis performe effect of enoxaparin sodium s low; however, the exact timing to reach a effectin ive ti i

each patient is not known. For patients with crea\lrnne clearance [15-30 mL/minute], additional considerations are necessary because elimination of enoxaparin sodium is more ~ Rare: Ostec is following long (greaterthan 3 months)

prolonged. Should the physician decide to administer anticoagulation in the context of epidural or spinal anaesthesia/analgesia or lumbar puncture, frequent monitoring must be
exercised to detect any signs and symptoms of neurological impairment such as midline back pain, sensory and motor deficits (numbness or weakness in lower limbs), bowel

Common: |H]BC|IOH i
Uncommon: L

injection site pain, other
skin necrosis at

reaction (such as oedema, mass, pain, or reaction)

and/or bladder dysfunction. \ns(ruclpanenls(o repor(|mmed|a(elyntneyexpenenceanyonheahcve signs or symptoms. If signs or sympt of spinal hematoma

initiate urgent. treatment for spinal may not preventor:
Skin necrosis / cutaneous vasculitis

administered if last SC administration was given more than 8 hours before balloon inflation. In order to assure the accuracy of the small volume to be injected, it i
dilute the drug to 300 1U/mL (3 mg/mL). To ob(aln a3001U/mL (3 mg/mL) solution, using a 6,000 IU (60 mg) enoxaparin sodium prefilled syringe, it is recommended to use a50 mL
infusion bag (i.e. using either 0.9%) or 5% dextrose in water) as follows: Withdraw 30 mL from the infusion bag with a syringe and discard the liquid. Inject the
complete contents of the 6,000 IU (60 mg) enoxaparin sodium pre-filled syringe into the 20 mL remaining in the bag. Gently mix the contents of the bag. Withdraw the required
volume of diluted solution with a syringe for administration into the IV line. After dilution is completed, the volume to be m]ec(ed can be calculated using the following formula

[Volume of diluted solution (mL) = Patient weight (kg) x0.1] or using the table below. Iti use.
‘Weight Required dose 30 1U/kg Volume to inject when diluted to a final concentration
mg/k of 300 1U
[Kg] [mL]
45 45
50 5
55 55
60 6
65 6.5
70 7
75 7.5
80 )
85 85
90 9
95 95
100 10
105 105
110 i1
115 115
120 12
125 125
130 13
135 135
Ar(enallrneln]eclron
through the arterial line of a dialy it forthe p inthe ext i ion during

w1tcn between enoxaparin sodium and oral
Switch between enoxaparin sodium and vitamin K antagonists (VKA) Clinical monitoring and laboratory tests [prothrombin time expressed as the International Normalized Ratio
(INR)] must be intensified to monitor the effect of VKA. As there is an interval before the VKA reaches its maximum effect, enoxaparin sodium therapy should be continued at a
constant dose for as long as necessary in order to maintain the INR within the desired therapeutic range for the indication in two successive tests. For patients currently receiving a
VKA, the VKA should be discontinued and the first dnse of enoxapann sodium should be grven when the INR has dropped below the therapeutic range. Switch between enoxaparin
o

- Treatment of and Non ST- (NSTEMI), i A

- Treatment of acute ST-segment elevation myocardial infarction (STEMI) including patients to b or intervention (PCI).
DOSAGE AND ADMINISTRATION:

Posology

Prophylaxis of venous thromboembolic disease in moderate and high risk surgical patients Individual thromboembolic risk for patients can be estimated using validated risk
stratification model. In patients at moderate risk of thromboembolism, the recommended dose of enoxaparin sodium is 2,000 IU (20 mg) once dai\y by subcutaneous (SC)
injection. Preoperative initiation (2 hours before surgery) of enoxaparin sodium 2,000 1U (20 mg) was ffe and safein

In moderate risk patients, enoxaparin sodium treatment should be maintained for a minimal period of 7-10 days whatever the recovery status (e.g mobnrty) Prophylaxis should be
continued until the patient no longer has significantly reduced mobility. In patients at high risk of thromboembolism, the recommended dose of enoxaparin sodium is 4,000 IU (40
mg) once daily given by SC injection preferably started 12 hours before surgery. If there is a need for earlier than 12 hours enoxaparin sodium preoperative prophylactic initiation
(e.g. high risk patient waiting for a differed orthopaedic surgery), the last injection should be administered no later than 12 hours prior to surgery and resumed 12 hours after

d direct oral. ) For patients , discont sodium and start the DOAC 0 to 2 hours before the time
that the next scheduled administration orenoxapann sodium would be due as perDOAC \abe\ Fcr patren(s currently recervlng aDOAC, the first dose of enoxaparin sodium should be
given atthe time the next DOAC dose would be taken.

Administration in spinal/epidural anaesthesia or lumbar puncture

Should the physician decide to administer anticoagulation in the context of epidural or spinal anaesthesia/analgesia or lumbar puncture, careful neurological monitoring is
tothe risk of

- At doses used for prophylaxis

A puncture-free interval of atleast 12 hours shall be kept between the last injection of enoxaparin sodium at prophylactic doses and the needle or catheter placement. For continuous

techniques, a similar delay of at least 12 hours should be observed before removing the catheter. For patients with creatinine clearance [15-30] mL/min, consider doubling the

vasculit ted with LMWHSs and should lead to prompt treatment discontinuation.

To minimize the risk of bleeding following the vascular instrumentation during the treatment of unstable angina, NSTEMI and acute STEMI, adhere precisely to the intervals
recommended between enoxaparin sodium injection doses. Itis important to achieve haemostasis at the puncture site after PCI. In case a closure device is used, the shea(h can De

Rare: Hyperkalaemia

OVERDOSE:

Signs and symptoms

Accidental overdose with enoxaparin sodium after IV, or SC
doses, itis unlikely that enoxaparin sodium will be absorbed.

may lead to Following oral of even large

removed Ifa methodis used, d 6 hours after the last IV/SC diuminjection. If

sodium is to be continued, the next scheduled dose should be given no sooner than 6 to 8 hours after sheath removal. The site of the procedure should be observed for srgns of

bleeding or hematoma formation

Acute infective endocarditis

Use of heparin is usually not recommended in patients with acute infective endocarditis due to the risk of cerebral haemorrhage. If such use is considered absolutely necessary, the
aftera careful individual benefit risk

Mechanical prosthetic heart valves

The use of enoxaparin sodium has not been adequately studied for thromboprophylaxis in patients with mechanical prosthetic heart valves. Isolated cases of prosthetic heart valve

thrombosis have been reported in patients with mechanical prosthetic heart valves who have received enoxaparin sodium for thromboprophylaxis. Confounding factors, including

underlying disease and insufficient clinical data, limit the evaluation of these cases. Some of these cases were pregnant women in whom thrombosis led to maternal and foetal

death.

Pregnant women
The use of enoxaparin sodium rortnromhopmphy\axrs in pregnam women with mechanical prosthetic heart valves has not been adequately studied. \n aclinical sludy ol pregnam
of8

The anticoagulant effects can be largely neutralized by the slow IV injection of protamine. The dose of protamine depends on the dose of enoxaparin sodium injected; 1 mg
protamine neutralizes the anticoagulant effect of 100 IU (1 mg) of enoxapann sodlum rf enoxaparin sodium was administered in the previous 8 hours. An infusion of 0.5 mg

ytamir 1001U (1 mg) of i may i greaterthan 8 he previous to i ini orifit
has been determined that a second dose of pmlamlne is required. Aﬁer 1 2 hours of the enoxaparin sodium injection, protamine administration may not be required. However, even
with protamine, the anti-Xa activity of i completely neutralized (maximum about 60%).

STORAGE CONDITIONS:

Store below 25°C. Store protected from light. Do not refrigerate or freeze.
SHELF LIFE:

24 months

DUSAGE FORM AND PACKAGINGAVAILABLE

women with mechanical prosthetic heart valves given enoxaparin sodium (100 IU/kg (1 mg/kg ) twice daily) to reduce the risk of d clots
resulting in blockage of the valve and leading to maternal and foetal death. There have been isolated postmarketing reports of valve thrombosis in pregnan( women with mecnanrca\
prosthetic heart valves while receiving enoxaparin sodium for thromboprophylaxis. Pregnant women with mechanical prosthetic heart valves may be at higher risk for
thromboembolism.

Elderly

No increased bleeding tendency is abserved in the elderly with the prophylactrc dnsage ranges. Eldeny patients (especially pallems elgmy years of age and older) may be at an
increased risk for bleeding peutic advised and d d might! idered in patients older than 75
years treated for STEMI

Renal impairment

In patients with i there is an increase f enoxaparin sodium risk of bleeding. In th i ful clinical monitoring is advised,

and biological monitoring by anti-Xa activity measurement might be considered. Enoxaparin sodium is not recommended for patients wrm end stage renal disease (creatinine
clearance <15 mL/min) due to lack of data in this population outside the prevention of thrombus formation in extra corporeal circulation during haemodialysis. In patients with
severe renal impairment (creatinine clearance 15-30 mL/min), since exposure of enoxaparin sodium is significantly increased, a dosage adjustment is recommended for
therapeutic and prophylactic dosage ranges. No dose adjustment is recommended in patients with moderate (creatinine clearance 30-50 mL/min) and mild (creatinine clearance
50-80 mL/min) renalimpairment.

Hepatic impairment
Enuxapann sodium should be used with caution in patients with hepatic impairment due to an increased potential for bleeding. Dose adjustment based on monitoring of anti-Xa
with liver
Luwwergm
dosag adjusted) has b ight women (<45 kg) and ight men (<57 kg),
whlchmayIead(oahlghernskolbleedlng Thererore, ful clinical monitoring is advi these pati
Obese Patients
Obese patients are at higher risk for The safety and efficacy of ic d in obese patients (BM\ >30kg/m2) has not been fully determined and there is
hould b

no consensus for dose adjustment. Tt
Hyperkalaemia
Heparins can suppress adrenal secretion of aldosterone leading to hyperkalaemia, particularly in patients such as those with diabetes melitus, chronic renal failure, preexisting

for signs and symptoms:

is Pre-filled syringes, packed 1 Pr inacarton along wit 1
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