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Clexane

1. NAME OF THE MEDICINAL PRODUCT

1.1 Product name: Clexane (Enoxaparin sodium)

1.2 Strength: 2,000 anti-Xa 1U/0.2 ml, 4,000 anti-Xa IU/0.4 ml, 6,000 anti-Xa 1U/0.6 ml, 8,000 anti-

Xa IU/0.8 ml and 10,000 anti-Xa 1U/1.0 ml

1.3 Pharmaceutical Dosage Form: Sterile pyrogen-free solution for Injection

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Active ingredient: enoxaparin sodium

Solvent: water for injections

Each ml of the solution contains 10,000 anti-Xa IU equivalent to 100 mg enoxaparin sodium. One mg

(0.01 ml) of enoxaparin sodium corresponds approximately to 100 anti-Xa IU.
CLEXANE 2,000 anti-Xa IU is equivalent to 20 mg

CLEXANE 4,000 anti-Xa IU is equivalent to 40 mg

CLEXANE 6,000 anti-Xa U is equivalent to 60 mg

CLEXANE 8,000 anti-Xa IU is equivalent to 80 mg

CLEXANE 10,000 anti-Xa IU is equivalent to 100 mg

3. PHARMACEUTICAL FORM
Sterile pyrogen-free solution for Injection

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Clexane is a low-molecular-weight heparin (LMWH).

Solution for injection containing 2,000 anti-
Xa IU and 4,000 anti-Xa IU

1. Prophylaxis of venous thrombo-embolic
disease in patients undergoing an
orthopedic or general surgery procedure,
including cancer surgery, with a moderate
or high risk of thromboembolism.

2. Prevention of clotting in the extra-
corporeal circulation during hemodialysis
(generally a session of 4 hours or less).

Solution for injection containing 4,000 anti-
Xa lU

3. Prophylaxis of venous
thromboembolism in medical patients
bedridden due to acute illnesses including
acute heart failure (NYHA class Ill or V),
acute respiratory failure, acute infectious
disease or acute rheumatic disease.
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Solution for injection containing 6,000 anti-Xa | 4. Curative treatment of established deep
IU 8,000 anti-Xa IU and 10,000 anti-Xa IU vein thrombosis, with or without pulmonary
embolism, without signs of clinical severity,
excluding pulmonary embolism likely to
require treatment with a thrombolytic agent
or by surgery.

5. Treatment of unstable angina and acute
non-Q-wave myocardial infarction, in
combination with aspirin.

6. Treatment of acute ST-segment
elevation myocardial infarction, in
combination with a thrombolytic agent in
patients eligible or not for subsequent
coronary angioplasty.

All strengths Additional indication of use: Extended
treatment of deep vein thrombosis (DVT)
and pulmonary embolism (PE) and
prevention of its recurrence in patients with
active cancer.

4.2 Posology and method of administration

Administration

SUBCUTANEOUS ROUTE (except for hemodialysis indication for solution for injection containing
2,000 & 4,000 anti-Xa IU and except for patients with acute ST-segment elevation myocardial
infarction, in whom IV bolus administration is required for solution for injection containing 6,000, 8,000
and 10,000 anti-Xa 1U)

These presentations are suitable for adults.

This drug is not to be injected via the intramuscular route.
One milliliter of solution for injection is equivalent to approximately 10,000 anti-Xa IU of enoxaparin.

- Subcutaneous injection technique:

Injection should be made preferably when the patient is lying down. Enoxaparin sodium is
administered by deep subcutaneous injection. Do not expel the air bubble from the syringe before
the injection to avoid the loss of drug when using the 20 and 40 mg pre-filled syringes. The
administration should be alternated between the left and right anterolateral or posterolateral
abdominal wall.

The whole length of the needle should be introduced vertically into a skin fold gently held between
the thumb and index finger. The skin fold should not be released until the injection is complete. Do
not rub the injection site after administration. (See section Patient information: Instruction for use)

- Intravenous (bolus) injection technique for the treatment of acute ST-segment elevation myocardial
infarction only:

Enoxaparin sodium should be administered through an intravenous line. It should not be mixed or co-
administered with other medications. To avoid the possible mixture of enoxaparin sodium with other
drugs, the intravenous access chosen should be flushed with a sufficient amount of saline or dextrose
solution prior to and following the intravenous bolus administration of enoxaparin sodium to clear the
port of drug. Enoxaparin sodium may be safely administered with normal saline solution (0.9 %) or 5%
dextrose in water.
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e Initial 3,000 anti-Xa IU bolus

For the initial 3,000 anti-Xa IU bolus, using an enoxaparin sodium graduated prefilled syringe,
expel the excessive volume to retain only 3,000 anti-Xa IU (0.3 ml) in the syringe. The 3,000 anti-
Xa IU dose can be directly injected into the intravenous line.

e Additional bolus for patients treated by coronary angioplasty when last SC administration was
given more than 8 hours before balloon inflation

For patients undergoing subsequent coronary angioplasty, an additional IV bolus of 30 anti-Xa

IU/kg is to be administered if last SC administration was given more than 8 hours before balloon

inflation (see Posology and method of administration: Treatment of acute STEMI)

In order to assure the accuracy of the small volume to be injected, it is recommended to dilute the

drug to 300 anti-Xa IU/ml).

To obtain a 300 anti-Xa IU/ml solution, using a 6,000 anti-Xa IU enoxaparin sodium prefilled syringe,
it is recommended to use a 50 ml infusion bag (i.e. using either normal saline solution (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 anti-Xa IU enoxaparin sodium prefilled 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 intravenous line.

After dilution is completed, the volume to be injected can be calculated using the following formula
[Volume of diluted solution (ml) = Patient weight (kg) x 0.1] or using the table below. It is recommended
to prepare the dilution immediately before use.

Volumes to be injected through intravenous line after dilution is completed

Izequired Volume to inject when diluted to final
. ose (30 concentration of 300 IU/ml
Weight IU/kg)

Kg U ml

45 1,350 4.5

50 1,500 5

55 1,650 5.5

60 1,800 6

65 1,950 6.5

70 2,100 7

75 2,250 7.5

80 2,400 8

85 2,550 8.5

90 2,700 9

95 2,850 9.5

100 3,000 10
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General recommendation
Regular monitoring of the platelet count is essential throughout the treatment due to the risk of heparin-
induced thrombocytopenia (HIT) (see Section Special warnings and special precautions for use).

General

e Prophylactic treatment of venous thromboembolic disease in surgery
Duration and dose of Clexane therapy are based upon patient risk. The thromboembolic risk for
individual patient can be estimated using validated risk stratification models.

- In patients with a moderate risk of thrombo-embolism, the recommended dose of enoxaparin
sodium is 20 mg or 40 mg once daily by subcutaneous injection. In general surgery, the first
injection should be given 2 hours before the surgical procedure.

Enoxaparin sodium treatment is usually prescribed for an average period of 7 to 10 days. A longer
treatment duration may be appropriate in some patients and enoxaparin sodium should be continued
for as long as there is a risk of venous thromboembolism and until the patient is ambulatory.

In patients with a high risk of thrombo-embolism the recommended dose of enoxaparin
sodium given by subcutaneous injection, is 40 mg once daily, initiated 12 hours prior to
surgery or 30 mg twice daily, initiated 12 to 24 hours after surgery.

- For patients who undergo major orthopedic surgery with a high venous thromboembolism
risk, a thromboprophylaxis up to 5 weeks is recommended.

- For patients who undergo cancer surgery with a high venous thromboembolism risk, a
thromboprophylaxis up to 4 weeks is recommended.

For special recommendations concerning dosing intervals for Spinal/Epidural Anesthesia and
Percutaneous coronary revascularization procedures: See Warnings.

e Prophylactic treatment of deep vein thrombosis in acute medical conditions:

Dosage:
The dosage is 40 mg or 4,000 anti-Xa 1U/0.4 ml injected subcutaneously once daily.

Duration of treatment:

Therapeutic benefit has been established for a treatment duration of between 6 to 14 days.

To date, no efficacy and safety data are available concerning prophylaxis for more than 14 days. If
the risk of venous thromboembolism persists, prolonged prophylactic treatment, particularly with oral
anticoagulants, must be considered.

¢ Prevention of clotting in extracorporeal circulation/hemodialysis:
Injection by the intravascular route (in the arterial line of the dialysis circuit).

In patients undergoing repeated hemodialysis sessions, prevention of clotting in the extrarenal
purification system is obtained by injecting an initial dose of 100 anti-Xa IU/kg in the arterial line of the
dialysis circuit at the beginning of the session.

This dose, administered as a single intravascular bolus injection, is only suitable for hemodialysis
sessions of 4 hours or less. It can be adjusted subsequently as a result of high inter- and intra-
individual variability. However, if fibrin rings are found, for example after a longer than normal
session, a further dose of 0.5 to 1 mg/kg may be given.

The maximum recommended dose is 100 anti-Xa 1U/kg.

In hemodialysis patients at high risk of hemorrhage (particularly pre- and post-operative dialysis) or
with active hemorrhage, dialysis sessions may be carried out using a dose of 50 anti-Xa 1U/kg
(double vascular access) or 75 anti-Xa IU/kg (single vascular access).

e Curative treatment of deep vein thrombosis (DVT), with or without pulmonary embolism,
without signs of clinical severity
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Any suspected deep vein thrombosis should be quickly confirmed by the appropriate examinations.

Administration schedule and Dose:

Clexane can be administered subcutaneously either as a single daily injection of 150 anti Xa IU/Kg or
as twice daily injections of 100 anti-Xa IU/kg.

In patient with complicated thromboembolic disorders, a dose of 100 anti-Xa twice daily is
recommended.

LMWH dosage has not been evaluated in terms of bodyweight in patients weighing more than 100 kg
or less than 40 kg. The efficacy of LMWH treatment may be slightly lower in patients weighing more
than 100 kg, and the risk of hemorrhage may be higher in patients weighing less than 40 kg. Specific
clinical monitoring must be carried out in these patients.

DVT treatment duration:

Treatment with low-molecular-weight heparin should be quickly replaced by oral anticoagulant
therapy, unless contraindicated. Treatment duration with LMWH should not exceed 10 days, including
the time needed to reach the required oral anticoagulant effect, except when this is difficult to achieve
(see Section Special warnings and special precautions for use, platelet monitoring). Oral anticoagulant
treatment should therefore be initiated as soon as possible.

In the extended treatment of deep vein thrombosis (DVT) and pulmonary embolism (PE) and
prevention of its recurrence in patients with active cancer, physicians should carefully assess the
individual thromboembolic and bleeding risks of the patient.

The recommended dose is 1 mg/kg administered twice daily by SC injections for 5 to 10 days, followed
by a 1.5 mg/kg once daily SC injection up to 6 months. The benefit of continued anticoagulant therapy
should be reassessed after 6 months of treatment

e Curative treatment of unstable angina/non-Q-wave myocardial infarction

A dose of 100 anti-Xa 1U/kg of enoxaparin is administered by subcutaneous injection twice daily at 12-
hour intervals, in combination with aspirin (recommended doses: 75 to 325 mg orally, following a
minimum loading dose of 160 mg).

The recommended duration of treatment is about 2 to 8 days, until the patient is clinically stable.

e Treatment of acute ST-segment elevation myocardial infarction in combination with a
thrombolytic agent in patients eligible or not for subsequent coronary angioplasty

An initial IV bolus injection of 3,000 anti-Xa IU followed by an SC injection of 100 anti-Xa IU/kg within
15 minutes, then every 12 hours (a maximum of 10,000 anti-Xa IU for each of the first two SC doses
followed by 1 mg/kg SC dosing for the remaining doses).

The first dose of enoxaparin should be administered at any time between 15 minutes before and 30
minutes after the start of thrombolytic treatment (whether fibrin-specific or not).

The recommended duration of treatment is 8 days, or until the patient is discharged from hospital if
the hospitalization period is less than 8 days.

Concomitant treatment: administration of aspirin must be instituted as soon as possible after
symptoms appear, and maintained at a dosage of between 75 mg and 325 mg daily for at least 30
days, unless otherwise indicated.

Patients treated by coronary angioplasty:

- if the last SC injection of enoxaparin was performed less than 8 hours before balloon inflation, no
additional administration is necessary.

- if the last SC injection was performed more than 8 hours before balloon inflation, an IV bolus of 30
anti-Xa IU/kg of enoxaparin must be administered. In order to improve the accuracy of the volumes
to be injected, it is recommended to dilute the drug to 300 IU/ml (see sub-section Intravenous (bolus)
injection technique for the treatment of acute STEMI only).

In patients aged 75 and over, treated for acute ST-segment elevation myocardial infarction, the initial
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IV bolus injection should not be administered. An SC dose of 75 anti-Xa IU/kg every 12 hours should
be administered (maximum of 7,500 anti-Xa 1U for each of the first two injections only, followed by
0.75 mg/kg SC dosing for remaining doses).

4.3 Contraindications

Whatever the dose (curative or prophylactic), this medicinal product must not be used in the following
situations:

- Hypersensitivity to enoxaparin sodium, heparin or its derivatives, including the other

LMWHSs,

- Bleeding or tendency to bleed related to impaired hemostasis (a possible exception to this
contraindication may be disseminated intravascular coagulation, when not related to
heparin treatment (see Section Precautions for use),

- Organic lesion likely to bleed,

- Clinically significant active major bleeding and conditions with a high risk of uncontrolled
hemorrhage, including recent hemorrhagic stroke.

- History of immune mediated heparin-induced thrombocytopenia (HIT) within the past 100

days or in the presence of circulating antibodies (see section Special warning and
precautions for use)

This medicinal product must not be used at curative doses in the following situations:
- Intracerebral hemorrhage,
- Spinal or epidural anesthesia must never be performed in patients under curative LMWH
treatment.

4.4 Special warning and precautions for use

This medicinal product is generally not advisable at curative doses in the following cases:

- Acute extensive ischemic stroke, with or without impaired consciousness.
If the stroke is caused by embolism, enoxaparin must not be administered for 72

hours following the event.
The efficacy of curative doses of LMWH has however not yet been established, regardless
of the cause, extent or clinical severity of cerebral infarction.

- Acute infectious endocarditis (except for some emboligenic cardiac conditions)

- Mild to moderate kidney failure (creatinine clearance between 30 and 60 mi/min).

In addition, in subjects of any age, curative doses of this medicinal product are generally not advisable
when combined with the following (see Interaction with other medicinal products and other forms of
interaction):

1. Acetylsalicylic acid at analgesic, antipyretic and anti-inflammatory doses,

2. NSAIDs (systemic use),

3. Dextran 40 (parenteral use).

This medicinal product is generally not advisable at prophylactic doses in the following cases:

- In patients with severe renal failure (creatinine clearance of approximately 30 ml/min as per
the Cockroft formula, see Special warnings and special precautions for use

- During the first 24 hours following intracerebral hemorrhage

In addition, in subjects over 65 years of age, prophylactic doses of this medicinal product are generally
not advisable when combined with the following (see Interactions with other medicinal products and
other forms of interaction):

1. Acetylsalicylic acid at analgesic, antipyretic and anti-inflammatory doses,

2. NSAIDs (systemic use),

3. Dextran 40 (parenteral use).

Warnings
e General

Low Molecular Weight Heparins should not be used interchangeably since they differ in their
manufacturing process, molecular weights, specific anti-Xa activities, units and dosage.
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Although the concentrations of the various low-molecular-weight heparins are all expressed in anti-Xa
international units (1U), their efficacy is not only related to their anti-Xa activity. It would be dangerous
to replace one LMWH dosage regimen by another as each regimen has been validated by specific
clinical studies. Particular care is therefore required and the specific instructions for use of each drug
must be followed.

Spinal/epidural anesthesia in patients given preventive treatment with LMWH
There have been rare reports of spinal hematomas following administration of LMWH during
spinal/epidural anesthesia, resulting in long-term or permanent paralysis.
The risk of intra-spinal hematoma appears to be higher in epidural anesthesia with a catheter than in
spinal anesthesia.
The risk also appears to be increased by traumatic or repeated neuraxial puncture or in patients with
a history of spinal surgery or spinal deformity.

The occurrence of these rare events may be increased by prolonged post-operative use of epidural
catheters.

To reduce the potential risk of bleeding associated with the concurrent use of enoxaparin sodium
and epidural or spinal anesthesia/analgesia, the pharmacokinetic profile of the drug should be
considered (see Section Pharmacokinetics). Placement and removal of the catheter is best
performed when the anticoagulant effect of enoxaparin is low; however, the exact timing to reach a
sufficiently low anticoagulant effect in each patient is not known.

If pre-operative LMWH treatment is required (long term bedridden patients, trauma) and if the benefit
of local/regional spinal anesthesia has been carefully weighed, patients who received a pre-operative
injection of LMWH can be anesthetized provided that an interval of at least 12 hours is respected
between the heparin injection and the spinal anesthesia. Close neurological monitoring is
recommended due to the risk of intraspinal hematoma.

In almost all patients, prophylactic treatment with LMWH can be initiated within 6 to 8 hours after the
anesthesia or removal of the catheter, under neurological monitoring.

Placement or removal of a catheter should be delayed for at least 12 hours after administration of
lower doses (20 mg once daily, 30 mg once or twice daily or 40 mg once daily) of enoxaparin, and at
least 24 hours after the administration of higher doses (0.75 mg/kg twice daily, 1 mg/kg twice daily,
or 1.5 mg/kg once daily) of enoxaparin. Anti-Xa levels are still detectable at these time points, and
these delays are not a guarantee that neuraxial hematoma will be avoided. Patients receiving the
0.75 mg/kg twice-daily dose or the 1 mg/kg twice-daily dose should not receive the second
enoxaparin dose in the twice-daily regimen to allow a longer delay before catheter placement or
removal. Likewise, although a specific recommendation for timing of a subsequent enoxaparin dose
after catheter removal cannot be made, consider delaying this next dose for at least four hours,
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. For patients with creatinine clearance < 30
ml/minute, additional considerations are necessary because elimination of enoxaparin is more
prolonged; consider doubling the timing of removal of a catheter, at least 24 hours for the lower
prescribed dose of enoxaparin (30 mg once daily) and at least 48 hours for the higher dose (1
mg/kg/day).

Extra caution should be exercised during co-administration with other drugs which affect hemostasis
(specifically non-steroidal anti-inflammatory drugs, aspirin).

Should the physician decide to administer anticoagulation in the context of epidural/spinal
anesthesia 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 and/or bladder dysfunction. Patients should be
instructed to inform their physician immediately if they experience any of the above signs or
symptoms. If signs or symptoms of spinal hematoma are suspected, urgent diagnosis and treatment
including spinal cord decompression should be initiated.

e Risk of heparin-induced thrombocytopenia (HIT):
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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 contraindicated (see section 4). Circulating antibodies
may persist several years.

Enoxaparin sodium is to be used with extreme caution in patients with a history (more than 100 days)
of heparin-induced thrombocytopenia without circulating antibodies. The decision to use enoxaparin
sodium in such a case must be made only after a careful benefit risk assessment and after non-heparin
alternative treatments are considered.

e Solution for injection containing 6,000 anti-Xa 1U, 8,000 anti-Xa IU and 10,000 anti-Xa 1U
Coronary angioplasty revascularization procedure

To minimize the risk of hemorrhage during coronary angioplasty for unstable angina, non-Q-wave
myocardial infarction and acute ST-segment elevation myocardial infarction, it is recommended that
the advised intervals between enoxaparin injections be strictly complied with. It is important to perform
hemostasis at the vascular puncture site following coronary angioplasty. If an occlusion device is used,
the introducer can be removed immediately. If manual compression is performed, the introducer must
be removed 6 hours after the last SC/IV injection of enoxaparin. If enoxapatrin treatment is continued,
the following injection must be performed at the earliest 6 to 8 hours after removal of the introducer.
The puncture site must be monitored to detect any signs of bleeding or hematoma.

e Pregnant women with Mechanical prosthetic heart valves

The use of Clexane Injection for thromboprophylaxis in pregnant women with mechanical
prostheticheart valves has not been adequately studied. During a clinical study in pregnant women
with mechanical prosthetic heart valves receiving 100 anti-Xa IU/kg enoxaparin twice daily to reduce
the risk of thromboembolic events, two of eight women developed thrombosis which led to an
obstructed valve with fatal outcome for both the woman and the fetus. In addition, other isolated post-
marketing cases of thrombosis have been reported in pregnant women with mechanical prosthetic
heart valves who received thromboembolic prophylaxis with enoxaparin. Therefore, the risk of
thromboembolic events in this population might be higher (see Section Special warnings and special
precautions for use: Mechanical prosthetic heart valves).

e Use in children:
As no relevant data are available, use of LMWH is not recommended in children.

e Prophylactic treatment in acute medical conditions

In patients with an acute infection or acute rheumatic disorder, prophylactic treatment is only justified
if the disorder is associated with at least one of the following venous thromboembolic risk factors:

e age > 75 years,

cancer,

history of venous thromboembolism,

obesity,

hormone therapy,

heart failure,

e chronic respiratory failure.

In medical prophylaxis, there is very limited clinical experience in elderly patients over 80 years of age
whose bodyweight is below 40 kg.

Precautions for use
¢ Do not administer by the intramuscular route.

e hemorrhage:

The recommended dosage regimens must be respected (dosage and duration of treatment). Failure
to comply with these recommendations can lead to hemorrhage, particularly in high-risk patients (the
elderly, patients with renal failure, etc.).

As with other anticoagulants, bleeding may occur at any site (see Section Undesirable effects).

If bleeding occurs, the origin of the hemorrhage should be investigated and appropriate treatment
instituted.

Serious hemorrhagic events have been reported in the following situations:
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- elderly subjects, particularly due to age-related renal impairment,

- patients with renal failure,

- bodyweight below 40 kg,

- treatment lasting longer than the recommended mean duration of ten days,

- non-compliance with treatment recommendations (particularly treatment duration and dose
adjustment based on bodyweight in curative treatment),

- co-administration with drugs increasing the risk of hemorrhage (see Section Interactions with other
medicinal products and other forms of interaction).

Enoxaparin sodium, as with any other anticoagulant therapy, should be used with caution in
conditions with increased potential for bleeding.

In any event, special monitoring is essential in the elderly and/or patients with renal failure, as well as
during treatment prolonged beyond ten days.

Elderly patients (especially patients eighty years of age and older) may be at an increased risk for
bleeding complications with the therapeutic dosage ranges. Careful clinical monitoring is advised.
Assay of anti-Xa activity may in certain cases be useful in detecting drug accumulation (see Special
warnings and special precautions for use, Laboratory tests).

e Mechanical prosthetic heart valves

The use of Clexane injection in the prevention of thromboembolic events in patients with mechanical
prosthetic heart valves has not been specifically investigated. However, some isolated cases of
thrombosis have been reported in patients with this device who received enoxaparin as prophylactic
treatment of thromboembolic events. 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 fetal death. Pregnant women with prosthetic heart
valves may be at higher risk for thrombo-embolism (see Section Warnings: Pregnant women with
mechanical prosthetic heart valves).

e Renal function

In patients with renal impairment, there is an increase in exposure of enoxaparin sodium which
increases the risk of bleeding. Since exposure of enoxaparin sodium is significantly increased in
patients with severe renal impairment (creatinine clearance < 30 ml/min), a dosage adjustment is
recommended for therapeutic and prophylactic dosage ranges. Although no dose adjustment is
recommended in patients with moderate (creatinine clearance 30-50 ml/min) and mild (creatinine
clearance 50-80 ml/min) renal impairment, careful clinical monitoring is advised.

Before low-molecular-weight heparin treatment is initiated, it is essential to evaluate renal function,
particularly in subjects 75 years or older, by determining creatinine clearance (Clg), using the
Cockcroft formula and based on a recent bodyweight measurement:

In male patients: Cle = (140-age) x weight / (0.814 x serum creatinine) where age is expressed in
years, weight in kg and serum creatinine in umol/l.

This formula must be adjusted for female patients by multiplying the result by 0.85.

When serum creatinine is expressed in mg/ml, the value should be multiplied by a factor of 8.8.

The following dosage adjustments are recommended for therapeutic dosage ranges:

Standard Dosing Severe renal impairment
1 mg/kg SC twice daily 1 mg/kg SC once daily
1.5 mg/kg SC once daily 1 mg/kg SC once daily

Extended treatment of DVT and PE in patients with active cancer
1 mg/kg SC twice daily for 5 to 10 days

1 mg/kg SC once daily up to 6 months*
1.5 mg/kg SC once daily for up to 6 months*

For treatment of acute STEMI in patients <75 years of age
30mg-single IV bolus plus a 1 mg/kg SC dose | 30mg-single 1V bolus plus a 1 mg/kg SC dose
followed by 1 mg/kg SC twice daily followed by 1 mg/kg SC once daily
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(Max 100mg for each of the first two SC doses) | (Max 100mg for first SC dose only)
For treatment of acute STEMI in elderly patients > 75 years of age
0.75 mg/kg SC twice daily without initial bolus 1 mg/kg SC once daily without initial bolus
(Max 75mg for each of the first two SC doses) (Max 100mg for first SC dose only)
*The benefit of continued anticoagulant therapy should be reassessed after 6 months of treatment.

The following dosage adjustments are recommended for prophylactic dosage ranges:

Standard Dosing Severe renal impairment
40 mg SC once daily 20 mg SC once daily
20 mg SC once daily 20 mg SC once daily

e Hepatic impairment
In the absence of clinical studies, caution should be used in hepatically impaired patients.

e Low weight
An increase in exposure of enoxaparin sodium with prophylactic dosages (non-weight adjusted) has

been observed in low-weight women (< 45 kg) and low-weight men (< 57 kg), which may lead to a
higher risk of bleeding. Therefore, careful clinical monitoring is advised in these patients.

e Obese Patients
Obese patients are at higher risk for thromboembolism. The safety and efficacy of prophylactic doses

in obese patients (BMI > 30 kg/m?) has not been fully determined and there is no consensus for dose
adjustment. These patients should be observed carefully for signs and symptoms of
thromboembolism.

e Laboratory tests

Platelet monitoring

Heparin-induced thrombocytopenia (HIT)

There is a risk of serious, occasionally thrombogenic, heparin-induced thrombocytopenia (reported
with unfractionated heparin and less often with LMWH) of immunologic origin, called type Il HIT (see
Section Undesirable effects).

As a result of this risk, platelet counts must be performed regardless of the therapeutic indication and
the dose administered.

Platelet counts must be performed before administration or at the latest within 24 hours of initiating
treatment, then twice a week during the usual treatment duration.

Should long-term treatment prove necessary in certain specific cases (i.e. hip surgery, second and
third trimesters of high-risk pregnancy (see Pregnancy and Lactation), the schedule for platelet counts
is twice a week during the first month of treatment (highest risk period) and then once a week until
treatment discontinuation.

HIT should be suspected when the platelet count is below 100,000/mm? and/or when there is a drop
of 30% to 50% between two successive platelet counts. HIT mainly develops 5 to 21 days after heparin
treatment is instituted (with a peak incidence after about 10 days).

This complication can however occur much earlier in patients with a history of heparin-induced
thrombocytopenia, and isolated cases have been reported after 21 days. This type of patient history
must therefore be systematically investigated by means of an in-depth interview before starting
treatment. Furthermore, the risk of recurrence when reinstituting heparin may remain for several years
or even indefinitely (see Section Contraindications).

In all cases, the occurrence of HIT constitutes an emergency situation and requires a specialist
opinion.
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Any significant drop in the platelet count (30% to 50% versus baseline) is a warning sign even before
values reach a critical level. Should a decrease in platelets be observed, the following must be
performed in all cases:

1) animmediate platelet count for verification,

2) discontinuation of heparin treatment, if the drop is confirmed or even increased based on these
results and when no other obvious cause is identified.

A sample must be taken using a citrate tube in order to perform in vitro platelet aggregation and
immunological tests. However, under these conditions, the immediate measures to be taken are not
based on in vitro platelet aggregation or immunological test results as only a few specialized
laboratories perform these tests routinely and the results are available at best after several hours.
These tests are however necessary to assist in diagnosis of the complication as the risk of thrombosis
is very high if heparin treatment is continued.

3) prevention or treatment of HIT-related thrombotic complications.

If continued anticoagulant therapy appears to be essential, heparin must be replaced by an
antithrombotic agent of a different group such as sodium danaparoid or hirudin, prescribed at curative
or preventive doses on a case-by-case basis.

Replacement by oral anticoagulants can only take place after the platelet count has reverted to normal
due to the risk of exacerbation of thrombosis by oral anticoagulants.

Extended treatment of DVT and PE in patients with active cancer

In patients with cancer with a platelet count below 80 g/L (corresponding to 80,000 platelets/mms3),
anticoagulation treatment should only be considered on a case-by-case basis and careful monitoring
is recommended.

Replacement of heparin by oral anticoagulants

Clinical monitoring and laboratory tests (prothrombin time expressed as the INR) must be intensified
to monitor the effect of oral anticoagulants.

As there is an interval before the oral anticoagulant reaches its maximum effect, heparin therapy
should be continued at a constant dose for as long as necessary in order to maintain INR within the
desired therapeutic range, for the indication in two successive tests.

Monitoring of anti-factor Xa activity:

As most of the clinical studies which demonstrated the efficacy of LMWH were conducted using a
dose based on bodyweight without specific laboratory monitoring, the usefulness of laboratory tests
for assessing the efficacy of LMWH treatment has not been established. However, laboratory tests,
i.e. monitoring of anti-Xa activity may be useful in managing the risk of bleeding in certain clinical
conditions often associated with a risk of overdose.

These situations mainly involve the curative indications of LMWH, due to the doses administered, in
patients with:

- mild to moderate renal failure (creatinine clearance of approximately 30 ml/min to 60 ml/min
calculated using the Cockroft formula). As LMWH is primarily eliminated by the renal route, unlike
standard unfractionated heparin, any renal failure can result in relative overdose. Severe renal failure
is a contraindication to the use of LMWH at curative doses (see Section Contraindications);

- extreme high or low bodyweight (thinness or even cachexia, obesity);

- unexplained bleeding.

In contrast, laboratory monitoring is not recommended at prophylactic doses if the LMWH treatment
complies with the therapeutic recommendations (particularly treatment duration), nor during
hemodialysis.

To detect possible heparin accumulation following repeated administration, it is recommended, if
necessary, to collect a blood sample at peak activity (based on available data), i.e. approximately 4
hours after the third injection when the drug is given as 2 subcutaneous injections per day.

Repeating anti-Xa activity assays to determine blood heparin levels, for example every 2 to 3 days,

should be decided on a case-by-case basis, depending on the results of the preceding assay, and a
possible LMWH dose adjustment should be considered.
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The anti-Xa activity observed varies for each LMWH and each dosage regimen.

For information, based on available data, the mean value (x standard deviation) observed 4 hours
after the 7™ injection of enoxaparin given at a dose of 100 anti-Xa IU/kg/injection b.i.d. was 1.20 + 0.17
anti-Xa lU/ml.

This mean value was observed during clinical trials for anti-Xa activity assays carried out by a
chromogenic method (amidolytic).

Activated partial thromboplastin time (aPTT)

Some LMWHSs moderately increase aPTT. As no clinical relevance has been established, monitoring
of treatment using this test is of no use.

e Situations involving particular risk:
Monitoring of treatment should be intensified in the following cases:
hepatic insufficiency,
history of gastro-intestinal ulcers or any other organic lesion likely to bleed,
chorioretinal vascular disease,
post-operatively, following cerebral or spinal cord surgery,
lumbar puncture: this should only be considered taking into account the risk of intra-spinal bleeding
and should be postponed whenever possible,
concomitant use of medicinal products affecting hemostasis (see Section Interaction with other
medicinal products and other forms of interaction).

4.5 Interactions with other medicinal products and other forms of interaction

Certain drugs or therapeutic classes may promote the occurrence of hyperkalemia: potassium salts,
potassium-sparing diuretics, conversion enzyme inhibitors, angiotensin Il inhibitors, non-steroidal anti-
inflammatory drugs, heparins (low-molecular-weight or unfractionated heparin), ciclosporin and
tacrolimus, trimethoprim.

Occurrence of hyperkalemia may depend on possible related risk factors.

This risk is potentiated when the above-mentioned drugs are co-administered.

It is recommended that agents which affect hemostasis should be discontinued prior to enoxaparin
sodium therapy unless strictly indicated. These agents include medications such as:

- Systemic salicylates, acetylsalicylic acid, and NSAIDs including ketorolac,

- Dextran 40, ticlopidine and clopidogrel

- Systemic glucocorticoids,

- Thrombolytics and anticoagulants,

- Other anti-platelet agents including glycoprotein llb/llla antagonists.

If the combination is indicated, enoxaparin sodium should be used with careful clinical and laboratory
monitoring when appropriate.

Preventive forms (Elderly patients — over 65 years of age) & curative forms
Inadvisable combinations

+ Acetylsalicylic acid at analgesic, antipyretic and anti-inflammatory doses (and, by extrapolation,
other salicylates):
Increased risk of bleeding (salicylate-induced platelet function inhibition and gastroduodenal
mucosal damage).
Use a non-salicylate antipyretic analgesic (such as paracetamol).

+ NSAIDs (systemic use):
Increased risk of bleeding (NSAID-induced platelet function inhibition and gastroduodenal mucosal
damage).
If co-administration cannot be avoided, close clinical monitoring is required.

+ Dextran 40 (parenteral use):
Increased risk of bleeding (inhibition of platelet function by dextran 40).
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Combinations requiring precautions for use

+ Oral anticoagulants
Potentiation of the anticoagulant effect.
When heparin is replaced by an oral anticoagulant, clinical monitoring must be intensified.

Combinations to take into consideration

+ Platelet aggregation inhibitors (other than acetylsalicylic acid at analgesic, anti-pyretic and anti-
inflammatory doses; NSAIDs): abciximab, acetylsalicylic acid at antiaggregant doses in
cardiological and neurological indications, beraprost, clopidogrel, eptifibatide, iloprost, ticlopidine,
tirofiban. Increased risk of bleeding.

Preventive forms (Patients under 65 yars of age)

Combinations to take into consideration

Combined use of drugs which variably affect hemostasis potentiate the risk of bleeding. Therefore,
regardless of the age of the patients, co-administration of LMWH at preventive doses with the following
drugs must be taken into consideration by means of continued clinical monitoring and possible
laboratory tests: oral anticoagulants, platelet aggregation inhibitors (abciximab, NSAIDS,
acetylsalicylic acid at any dose, clopidogrel, eptifibatide, iloprost, ticlopidine, tirofiban) and thrombolytic
agents.

4.6 Pregnancy and lactation
Pregnancy

There is no evidence from animal studies that enoxaparin has teratogenic effects.

To date, substances responsible for malformation in humans have proved to be teratogenic in animals
during well-conducted studies in two species.

As there are no adequate and well-controlled studies in pregnant women and because animal studies
are not always predictive of human response, this drug should be used during pregnancy only if the
physician has established a clear need.

Prophylactic treatment during the first trimester:

There are currently not enough relevant clinical data concerning possible teratogenic or fetotoxic
effects of enoxaparin when the drug is administered preventively during the first trimester.

As a precautionary measure, enoxaparin prophylaxis should not be administered during the first
trimester.

If epidural anesthesia is planned, preventive heparin treatment should be interrupted whenever
possible within 12 hours before anesthesia at the latest.

Prophylactic treatment during the second and third trimesters:

Administration of prophylactic doses of enoxaparin to women during the second and third trimesters
in a limited number of pregnancies has apparently not resulted in any particular teratogenic or fetotoxic
effects. However, additional studies are needed to evaluate the effects of exposure under these
conditions.

Therefore, enoxaparin prophylaxis during the second and third trimesters should only be administered
if necessary.

If epidural anesthesia is planned, preventive heparin treatment should be interrupted whenever
possible within 12 hours before anesthesia at the latest.

Curative treatment
Current clinical data are insufficiently relevant to determine a possible malformative or fetotoxic effect
of enoxaparin administered at curative doses throughout pregnancy.

The use of curative doses of enoxaparin is therefore not recommended throughout pregnancy as a
precaution.

Spinal or epidural anesthesia must never be performed during curative treatment with LMWH.
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Lactation

Since gastro-intestinal absorption by neonates is unlikely in principle, treatment with enoxaparin is
not contraindicated in breast-feeding women. As a precaution, lactating mothers receiving
enoxaparin sodium should be advised to avoid breast-feeding.

4.7 Effects on ability to drive and use machine
Enoxaparin sodium has no effect on the ability to drive and operate machines.
4.8 Undesirable effects

Enoxaparin has been evaluated in more than 15,000 patients who received enoxaparin in clinical
trials These included 1,776 for prophylaxis of deep vein thrombosis following orthopaedic or
abdominal surgery in patients at risk for thromboembolic complications, 1,169 for prophylaxis of
deep vein thrombosis in acutely ill medical patients with severely restricted mobility, 559 for
treatment of deep vein thrombosis with or without pulmonary embolism, 1,578 for treatment of
unstable angina and non-Q-wave myocardial infarction and 10,176 for treatment of acute ST-
elevation myocardial infarction. Enoxaparin sodium regimen administered during these clinical trials
varies depending on indications. The enoxaparin sodium dose was 40 mg SC once daily for
prophylaxis of deep vein thrombosis following surgery or in acutely ill medical patients with severely
restricted mobility. In treatment of deep vein thrombosis (DVT) with or without pulmonary embolism
(PE), patients receiving enoxaparin were treated with either a 1 mg/kg SC dose every 12 hours or a
1.5 mg/kg SC dose once a day. In the clinical studies for treatment of unstable angina and non-Q-
wave myocardial infarction, doses were 1 mg/kg SC every 12 hours and in the clinical study for
treatment of acute ST-segment elevation myocardial infarction enoxaparin sodium regimen were a
30 mg IV bolus followed by 1 mg/kg SC every 12 hours.

The safety profile of enoxaparin for extended treatment of deep vein thrombosis (DVT) and
pulmonary embolism (PE) in patients with active cancer is similar to its safety profile for the
treatment of DVT with or without PE.

The adverse reactions observed in these clinical studies and reported in post-marketing experience
are detailed below.

Frequencies are defined as follows: 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); and very rare (< 1/10,000). Or not known
(cannot be estimated from available data). Post-marketing adverse reactions are designated with a
frequency “not known”.

Hemorrhages

In clinical studies, haemorrhages were the most commonly reported reaction. These included major
hemorrhages, reported at most in 4.2% of the patients (surgical patients). Some of these cases have
been fatal.

As with other anticoagulants, hemorrhage may occur in the presence of associated risk factors such
as: organic lesions liable to bleed, invasive procedures or the concomitant use of medications affecting
hemostasis (see Section Special warning and precautions for use and Interactions with other
medicinal products and other forms of interaction).

MedDR | Prophylaxi | Prophylaxis | Treatment | Extended | Treatment | Treatment
A sin in in treatment in in patients
system surgical medical patients of DVT patients with acute
organ patients patients with and PE in with STEMI
class DVT with or | patients unstable
without PE with angina and
active non-Q-wave
cancer M
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Vascular | Very Common: Very common: | Common® Common: Common:
disorders | common: Hemorrhage? Hemorrhage? Hemorrhag | Hemorrhage? Hemorrhage?
Hemorrhage? e
Uncommon: Rare: Uncommon:
Rare: Intracranial Retroperitonea | Intracranial
Retroperitonea hemorrhage, I hemorrhage,
hemorrhage Retroperitonea hemorrhage Retroperitone
al
hemorrhage hemorrhage

asuch as hematoma, ecchymosis other than at injection site, wound hematoma, hematuria, epistaxis
and gastro-intestinal hemorrhage.
b: Frequency based on a retrospective study on a registry including 3526 patients.

Thrombocytopenia and thrombocytosis (see Section 4.4 Platelet monitoring)

MedDR | Prophyla | Prophylaxi | Treatmentin Extended Treatment | Treatment
A xis in sin patients with | treatment of in in patients
system | surgical medical DVT with or DVT and PE patients with acute
organ patients patients without PE in patients with STEMI
class with active unstable
cancer angina and
non-Q-
wave M
Blood Very Uncommon: Very common: Unknown: Uncommon: Common:
and common: Thrombocyto- | Thrombocytosis® | Thrombocytope | Thrombocyto | Thrombocyto
lymphatic | Thrombocy | penia nia penia sis®
system tosis® Common: Thrombocyto
disorders Thrombocytopenia penia
Common:
Thrombocy Very rare:
topenia Immuno-
allergic
thrombocytop
enia

¢ Platelet increased > 400 G/L

Other clinically relevant adverse reactions
These reactions are presented below, whatever the indications, by system organ class, frequency
grouping and decreasing order of seriousness.

MedDRA system All indications

organ class
Immune system Common: Allergic reaction
disorders Rare: Anaphylactic / anaphylactoid reaction (see also Post marketing

experience)

Hepatobiliary disorders Very common: Hepatic enzymes increase (mainly transaminases**)

Skin and subcutaneous
tissue disorders

Common: Urticaria, pruritus, erythema,
Uncommon: Bullous dermatitis

Common: Injection site hematoma, injection site pain, other injection site
reaction*

General disorders and
administration site
conditions Uncommon: Local irritation; skin necrosis at injection site

Investigations Rare: Hyperkaliaemia

*such as injection site oedema, haemorrhage, hypersensitivity, inflammation, mass, pain, or reaction
**fransaminases levels > 3 times the upper limit of normality

Post marketing experience
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The following adverse reactions have been identified during post-approval use of Clexane. The
adverse reactions are derived from spontaneous reports and therefore, the frequency is “not known”
(cannot be estimated from the available data).

e Immune System Disorders
- Anaphylactic/anaphylactoid reaction including shock

e Nervous System Disorders
- Headache

e Vascular Disorders
- Cases of spinal hematoma (or neuraxial hematoma) have been reported with the
concurrent use of enoxaparin sodium as well as spinal/epidural anesthesia or spinal
puncture. These reactions have resulted in varying degrees of neurologic injuries including long-term
or permanent paralysis (see Section Special warning and precautions for use — Spinal/epidural
anesthesia).

e Blood and Lymphatic System Disorders
- Hemorrhagic anemia
- Cases of immune-allergic thrombocytopenia with thrombosis; in some of them thrombosis
was complicated by organ infarction or limb ischaemia (see Section Special warning and
precautions for use — Monitoring of platelet counts).
- Eosinophilia

e Skin and subcutaneous disorders
- Cutaneous vasculitis, skin necrosis usually occurring at the injection site (these phenomena
have been usually preceded by purpura or erythematous plaques, infiltrated and painful).
Treatment with enoxaparin sodium must be discontinued.
- Injection site nodules (inflammatory nodules, which were not cystic enclosure of enoxaparin).
They resolve after a few days and should not cause treatment discontinuation.
- Alopecia

e Hepatobiliary disorders
- Hepatocellular liver injury
- Cholestatic liver injury

e Musculoskeletal and connective tissue disorders
- Osteoporosis following long-term therapy (greater than 3 months)

4.9 Overdose

Signs and Symptoms

Accidental overdosage with enoxaparin sodium after intravenous, extracorporeal or subcutaneous
administration may lead to hemorrhagic complications. Following oral administration of even large
doses, it is unlikely that enoxaparin sodium will be absorbed.

Management

Antidote and treatment

In case of hemorrhage, certain patients can be treated with protamine sulfate, taking the following

factors into account:

- its efficacy is far lower than that reported in overdoses with unfractionated heparin,

- due to its undesirable effects (particularly anaphylactic shock), the benefit/risk ratio of protamine
sulfate should be carefully weighed beforehand.

Neutralization is performed by slow intravenous injection of protamine (sulfate or hydrochloride).

The protamine dose required depends on:

- the heparin dose injected (100 anti-heparin units of protamine neutralizes the activity of 100 anti-Xa
IU of low-molecular-weight heparin), if enoxaparin sodium was administered within the last 8 hours.

- the time since the heparin injection:
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- an infusion of 50 anti-heparin units of protamine per 100 anti-Xa IU of enoxaparin sodium may be
administered if enoxaparin sodium was given more than 8 hours previously, or if a second dose of
protamine seems necessary.

- if the injection of enoxaparin sodium was given more than 12 hours previously, it is not necessary
to administer protamine.

These recommendations concern patients with normal renal function receiving repeated doses.

Nevertheless, the anti-Xa activity cannot be completely neutralized. (maximum about 60%)
Furthermore, the neutralization may be transient due to the absorption pharmacokinetics of low-
molecular-weight heparin, which may require dividing the total calculated dose of protamine into
several injections (2 to 4) given over 24 hours.

In principle, no serious consequences are likely after ingestion of low-molecular weight heparin, even
in massive quantities (no cases reported), due to the very low gastric and intestinal absorption of the
drug.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
ATC code: BO1 ABO5: Antithrombotic agents; Heparin group

Enoxaparin is a low-molecular-weight heparin in which the antithrombotic and anticoagulant
activities of standard heparin have been dissociated. It is characterized by higher anti-Xa activity
than anti-lla or antithrombin activity. For enoxaparin, the ratio between these two activities is 3.6.
These anticoagulant activities are mediated through anti-thrombin 11l (ATIII) resulting in anti-
thrombotic activities in humans.

Beyond its anti-Xa/lla activity, further anti-thrombotic and anti-inflammatory properties of enoxaparin
have been identified in healthy subjects and patients as well as in non-clinical models. These include
ATIlI-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 anti-thrombotic effect of enoxaparin.

At prophylactic doses, it does not significantly affect the aPTT.
At curative doses, aPTT can be prolonged by 1.5 to 2.2 times the control time at peak activity. This
prolongation reflects the residual antithrombin activity.

Prophylactic treatment of venous thromboembolism in patients who are bedridden due to an
acute medical disorder:

A randomized, double-blind, placebo-controlled study (Medenox) was carried out to compare the
safety and efficacy of enoxaparin 2,000 anti-Xa 1U/0.2 ml (20 mg/0.2 ml) and enoxaparin 4,000 anti-
Xa [U/0.4 ml (40 mg/0.4 ml) in preventing venous thromboembolism. The study medication or placebo
were administered once daily for 6 to 14 days to 1,102 patients who were bedridden due to an acute
medical disorder occurring within the previous three days and who were at moderate risk of venous
thromboembolism. The patients were over 40 years of age and had heart failure (NYHA class Ill or
IV), acute respiratory failure revealing or complicating chronic respiratory insufficiency, an acute
infectious or rheumatic disease associated with at least one thromboembolic risk factor (age > 75
years, cancer, history of venous thromboembolism, obesity, varicose veins, hormone therapy, chronic
heart or respiratory failure).

Medical patients at high risk of venous thromboembolism complications (acute phase of myocardial
infarction, heart disease such as arrhythmia or valvular disease requiring anticoagulant therapy,
intubated patients or patients who had experienced a stroke within the last three months) were not
included in the study.

The primary efficacy criterion was the incidence of venous thromboembolic events on treatment day
10 (#4) defined as:
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e deep vein thrombosis (DVT) documented systematically by venography (83.4% of evaluable
patients) or by Doppler ultrasound (16.6% of evaluable patients) in patients with symptomatic DVT,

¢ Non-fatal symptomatic pulmonary embolism confirmed by pulmonary angiography or spiral CT,

e or fatal pulmonary embolism.

A significant decrease in the incidence of venous thromboembolic events was observed in the 866
evaluable patients on day 10 (+4), 16/291 (5.5%) in the Clexane
4,000 anti-Xa 1U/0.4 ml (40 mg/0.4 ml) group versus 43/288 (14.9%) in the placebo group (p=0.0002).
This was mainly due to the significant decrease in the incidence of total DVT (proximal and distal), i.e.
16/291 (5.5%) in the Clexane 4,000 anti-Xa 1U/0.4 ml (40 mg/0.4 ml) group versus 41/288 (14.2%) in
the placebo group (p=0.0004). Most DVTs were asymptomatic (only 6 were symptomatic). The
observed benefit was maintained after 3 months.

Fifty-nine percent (59%) of patients in the Clexane 4,000 anti-Xa 1U/0.4 ml (40 mg/0.4 ml) group
regained autonomous mobility (> 10 meters) during the treatment period.

Regarding safety, the incidence of hematomas or ecchymoses larger than 5 cm at the injection site
was significantly higher in the Clexane 4,000 anti-Xa 1U/0.4 ml/day (40 mg/day) group than in the
placebo group.

This study showed no significant difference in efficacy between

Clexane 2,000 anti-Xa 1U/0.2 ml (20 mg/0.2 ml) and the placebo.

Treatment of acute ST-segment elevation myocardial infarction (STEMI), in combination with a
thrombolytic agent in patients who are eligible or not for subsequent coronary angioplasty:

In a large multicenter study, 20,479 patients with acute ST-segment elevation myocardial infarction
having received fibrinolytic treatment were randomized to receive either: enoxaparin as an IV bolus
injection of 3,000 anti-Xa IU immediately followed by a dose of 100 anti-Xa IU/kg SC, then by an SC
injection of 100 anti-Xa IU/kg every 12 hours, or unfractionated heparin by the IV route as a bolus
injection of 60 1U/kg (maximum 4,000 1U) followed by a continuous infusion at a dose adjusted to the
activated partial thromboplastin time. The SC injections of enoxaparin were administered until
discharge from hospital or for a maximum period of 8 days (in 75% of cases for at least 6 days). Half
the patients receiving heparin were administered the drug for less than 48 hours (in 89.5% of cases >
36 hours). All the patients were also treated with aspirin for at least 30 days. The enoxaparin dosage
was adjusted for patients aged 75 years or more: 75 IU/kg as an SC injection every 12 hours, without
an initial IV bolus injection.

During the study, 4,716 (23%) patients underwent coronary angioplasty under antithrombotic
treatment using blinded study drugs. Patients did not receive an additional dose if the last SC injection
of enoxaparin had been given less than 8 hours before balloon inflation, or, received an IV bolus
injection of 30 anti-Xa 1U/Kkg if the last SC injection of enoxaparin had been given more than 8 hours
before balloon inflation.

Enoxaparin significantly reduced the incidence of primary end point events (composite end point
consisting of myocardial infarction relapse and all-cause mortality within 30 days after inclusion: 9.9%
in the enoxaparin group versus 12.0% in the unfractionated heparin group (relative risk reduction of
17% (p<0.001)). The incidence of myocardial infarction relapse was significantly lower in the
enoxaparin group (3.4% versus 5%, p<0.001, relative risk reduction 31%). The incidence of deaths
was lower in the enoxaparin group, with no statistically significant difference between the groups (6.9%
versus 7.5%, p=0.11).

The benefit of enoxaparin in terms of the primary endpoint was consistent, irrespective of sub-group:
age, sex, location of myocardial infarction, history of diabetes or myocardial infarction, type of
thrombolytic administered and interval between the first clinical signs and treatment initiation.

Enoxaparin demonstrated a significant benefit versus unfractionated heparin in terms of the primary
efficacy criterion, both in patients who had undergone coronary angioplasty within 30 days after
inclusion (10.8% versus 13.9%, 23% reduction in relative risk) and in patients who did not have
coronary angioplasty (9.7% versus 11.4%, 15% reduction in relative risk).

The incidence of major bleeding at 30 days was significantly higher (p<0.0001) in the enoxaparin group
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(2.1%) versus the heparin group (1.4%). There was a higher incidence of gastrointestinal bleeding in
the enoxaparin group (0.5%) versus the heparin group (0.1%), while the incidence of intracranial
bleeding was similar in both groups (0.8% with enoxaparin versus 0.7% with heparin).

The analysis of the composite criteria measuring overall clinical benefit showed statistically significant
superiority (p<0.0001) for enoxaparin versus unfractionated heparin: a relative risk reduction of 14%
in favor of enoxaparin (11.0% versus 12.8%) for the composite criteria consisting of death, myocardial
infarction relapse, or major bleeding (TIMI criteria) at 30 days, and of 17% (10.1% versus 12.2%) for
the composite criteria consisting of death, myocardial infarction relapse or intracranial bleeding at 30
days.

The beneficial effect of enoxaparin on the primary end point observed during the first 30 days was
maintained over a 12 month follow-up period.

Extended treatment of deep vein thrombosis and pulmonary embolism and prevention of its
recurrence in patients with active cancer

In clinical trials with limited number of patients, reported rates of recurrent venous thromboembolism
(VTE) in patients treated with enoxaparin given once or twice daily for 3 to 6 months appear
comparable to those with warfarin.

Effectiveness in real-life setting was assessed in a cohort of 4,451 patients with symptomatic VTE and
active cancer from the multinational registry RIETE of patients with VTE and other thrombotic
conditions. 3,526 patients received SC enoxaparin up to 6 months and 925 patients received
tinzaparin or dalteparin SC. Among the 3,526 patients receiving enoxaparin treatment, 891 patients
were treated with 1.5 mg/kg once daily as initial therapy and extended treatment up to 6 months (once
daily), 1,854 patients received initial 1.0 mg/kg twice daily regimen and extended treatment up to 6
months (twice daily), and 687 patients received 1.0 mg/kg twice daily as initial treatment followed by
1.5 mg/kg once daily (twice daily-once daily) as the extended treatment up to 6 months. The mean
and median duration of treatment until regimen change was 17 days and 8 days, respectively. There
was no significant difference for VTE recurrence rate between the two treatments groups (see table),
with enoxaparin meeting the prespecified criterion for non-inferiority of 1.5 (HR adjusted by relevant
covariates 0.817, 95% CI: 0.499-1.336). There was no statistically significant difference between the
two treatment groups with regards to the relative risks of major (fatal or non-fatal) bleeding and all-
cause death (see table).

Efficacy and safety outcomes in the RIETECAT study

. Adjusted Hazard Ratios
Outcome Enrf);(gé);gln Oth(;r:;ggWH enoxjaparin / other LMWH
[95% confidence interval]
VTE recurrence 70 (2.0%) 23 (2.5%) 0.817,10.499-1.336]
Major bleeding 111 (3.1%) 18 (1.9%) 1.522, [ 0.899-2.577]
mggd’;‘fgor 87 (2.5%) 24 (2.6%) 0.881, [0.550-1.410]
Overall death 666 (18.9%) 157 (17.0%) 0.974, [ 0.813-1.165]

An overview of outcomes per treatment regimen used in the RIETECAT study among 6-month
completers is provided below:

6-month outcomes in patients completing 6-month treatment, by different regimens

Outcome Enoxaparin Enoxaparin all regimens - Dalteparin
NO(%) all regimens | Enoxaparin | Enoxaparin | Enoxaparin | Enoxaparin I?\;l]g)r(:i)r?;n _and
(95% ClI) oD BID BIDtoOD | ODtoBID ; Tinzaparin

one switch
N=1432 N=444 N=529 N=406 N=14 N=39 N=428
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Recurrence
of VTE

70 (4.9%)
(3.8%-6.0%)

33 (7.4%)
(5.0%-9.9%)

22 (4.2%)
(2.5%-5.9%)

10 (2.5%)
(0.9%-4.0%)

1(7.1%)
(0%-22.6%)

4(10.3%)
(0.3%-20.2%)

23 (5.4%)
(3.2%-7.5%)

Major
bleeding

(fatal and
non-fatal)

111 (7.8%)
(6.4%-9.1%)

31 (7.0%)
(4.6%-9.4%)

52 (9.8%)
(7.3%-12.4%)

21 (5.2%)
(3.0%-7.3%)

1(7.1%)
(0%-22.6%)

6 (15.4%)
(3.5%-27.2%)

18 (4.2%)
(2.3%-6.1%)

Non-major
bleedings of
clinical
significance

87 (6.1%)
(4.8%-7.3%)

26 (5.9%)
(3.7%-8.0%)

33 (6.2%)
(4.2%-8.3%)

23 (5.7%)
(3.4%-7.9%)

1(7.1%)
(0%-22.6%)

4(10.3%)
(0.3%-20.2%)

24 (5.6%)
(3.4%-7.8%)

All-cause
death

666 (46.5%)
(43.9%- 49.1%)

175 (39.4%)
(34.9%-44.0%)

323 (61.1%)
(56.9%-65.2%)

146 (36.0%)
(31.3%-40.6%)

6 (42.9%)
(13.2%-72.5%)

16 (41.0%)
(24.9%-57.2%)

157 (36.7%)
(32.1%-41.3%)

Fatal PE or
fatal
bleeding

48 (3.4%)
(2.4%-4.3%)

7 (1.6%)
(0.4%-2.7%)

35 (6.6%)
(4.5%-8.7%)

5(1.2%)
(0.2%-2.3%)

0 (0%)

1(2.6%)
(0%-7.8%)

11 (2.6%)
(1.1%-4.1%)

related death

*All data with 95% Cl
OD: once daily, BID: twice daily; BID to OD: twice daily-once daily, OD to BID: once daily-twice daily.

5.2 Pharmacokinetic properties

The pharmacokinetic parameters of enoxaparin have been evaluated based on the time course of
plasma anti-Xa and anti-lla activity at the recommended doses (validated amidolytic methods)
following single and repeated sub-cutaneous administration, and following single intravenous
injection.

Bioavailability

Subcutaneously administered enoxaparin is rapidly and almost completely absorbed (nearly 100%).
Peak plasma activity is observed between 3 and 4 hours after administration. This peak activity
(expressed as anti-Xa V) is 0.18%£0.04 (after 2,000 anti-Xa V),
0.43%0.11 (after 4,000 anti-Xa IU) in prophylactic treatment, and 1.01+0.14 (after 10,000 anti-Xa 1U)
in curative treatment.

An IV bolus injection of 3,000 anti-Xa IU followed by 100 anti-Xa IU/kg by the SC route every 12 hours
leads to a first peak in anti-Factor Xa levels of 1.16 IU/ml (n=16) and a mean exposure corresponding
to 88% of the steady state level. Steady state is reached as of the second day of treatment.

Enoxaparin pharmacokinetics appear to be linear over the recommended dose ranges. Intra-patient
and inter-patient variability is low. After repeated subcutaneous administration of 4,000 anti-Xa 1U
once daily in healthy volunteers, the steady state is reached on day 2 with mean enoxaparin activity
of approximately 15% higher than that obtained after a single dose. Steady-state enoxaparin activity
levels are well predicted by single dose pharmacokinetics. After repeated subcutaneous
administration of 100 anti-Xa IU/kg b.i.d., the steady state is reached between day 3 and 4 with
mean exposure about 65% higher than after a single dose, and with maximum and minimum anti-Xa
activity of about 1.2 and 0.52 anti-Xa IU/ml, respectively. Based on enoxaparin sodium
pharmacokinetics, this difference in steady state is expected and is within the therapeutic range.
Plasma anti-lla activity after subcutaneous administration is about 10-fold lower than anti-Xa activity.
The mean maximum anti-lla activity is observed approximately 3 to 4 hours following subcutaneous
injection, and reaches 0.13 anti-lla IU/ml following repeated administration of a 100 anti-Xa IU/kg
dose b.i.d.

No pharmacokinetic interaction has been observed between enoxaparin and the thrombolytic agent
when co-administered.

Distribution

The volume of distribution of enoxaparin anti-Xa activity is about 5 liters and is close to the blood
volume.
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Metabolism
Enoxaparin is metabolized mainly in the liver (desulfation, depolymerization).

Elimination

Following subcutaneous injection, the apparent anti-Xa activity elimination half-life is higher for low-
molecular-weight heparins than for unfractionated heparins. Enoxaparin exhibits a monophasic
elimination pattern with a half-life of about 4 hours after a single subcutaneous dose to about 7 hours
after repeated dosing.

With low-molecular-weight heparin, plasma decay occurs more quickly for anti-1la activity than for anti-
Xa activity.

Enoxaparin and its metabolites are eliminated via the renal route (nonsaturable mechanism) and by
the biliary route.

Renal clearance of fragments with anti-Xa activity accounts for about 10% of the administered dose,
and total renal excretion of active and non-active compounds for 40% of the dose.

High-risk populations

Elderly patients:

As kidney function is physiologically impaired in this population, elimination is slower. This does not
affect doses or the administration schedule in prophylactic treatment as long as the renal function of
these patients remains within acceptable limits, i.e. only slightly impaired.

It is essential to systematically assess renal function in elderly patients over 75 years of age using the
Cockroft formula before initiating treatment with LMWH (see Section Precautions for use).

Patients with mild to moderate renal failure (i.e. creatinine clearance > 30 ml/min):

In certain cases, it may be useful to monitor the circulating anti-factor Xa activity to prevent overdose
when enoxaparin is used as curative treatment (see Section Special warning and precautions for use).
A linear relationship between anti-Xa plasma clearance and creatinine clearance at steady-state 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 subcutaneous 40 mg once daily doses. In patients with severe renal
impairment (creatinine clearance < 30 ml/min), the AUC at steady state is significantly increased on
average by 65% after repeated subcutaneous 40 mg once daily doses (see special warning and
Precautions for use).

Hemodialysis:
Low molecular weight heparin is injected in the arterial line of the dialysis circuit at sufficient doses to

avoid coagulation in the circuit.

The pharmacokinetic parameters remain, in principle, unchanged except in cases of overdose or
where the drug passes into the general circulation, causing high anti-Xa activity related to terminal
renal insufficiency.

5.3 Preclinical safety data
No long-term studies in animals have been performed to evaluate the carcinogenic potential of
enoxaparin.

Enoxaparin was not mutagenic in in vitro tests, including the Ames test, mouse lymphoma cell
forward mutation test, and human lymphocyte chromosomal aberration test, and the in vivo rat bone
marrow chromosomal aberration test.

Enoxaparin was found to have no effect on fertility or reproductive performance of male and female
rats at SC doses up to 20 mg/kg/day. Teratology studies have been conducted in pregnant rats and
rabbits at SC doses of enoxaparin up to 30 mg/kg/day. There was no evidence of teratogenic effects
or fetotoxicity due to enoxaparin.

Besides the anticoagulant effects of enoxaparin, there was no evidence of adverse effects at 15

mg/kg/day in the 13-week subcutaneous toxicity studies both in rats and dogs and at 10 mg/kg/day
in the 26-week subcutaneous and intravenous toxicity studies both in rats, and monkeys.
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6. PHARMACEUTICAL PARTICULARS
Incompatibilities

Subcutaneous injection

Do not admix with other products.

Intravenous (Bolus) Injection (for acute STEMI indication only)
Enoxaparin sodium may be safely administered with normal saline solution (0.9%) or 5% dextrose in
water.

Storage
Do not store above 25°C. Do not freeze pre-filled syringes.
Keep out of the reach of children.

Shelf-life
24 months

Presentation

Boxes of pre-filled syringes each containing
2,000 anti-Xa IU enoxaparin sodium (0.2 ml),
4,000 anti-Xa IU enoxaparin sodium (0.4 ml),
6,000 anti-Xa IU enoxaparin sodium (0.6 ml),
8,000 anti-Xa IU enoxaparin sodium (0.8 ml),
10,000 anti-Xa 1U enoxaparin sodium (1 ml)

Patient Information
INSTRUCTIONS FOR USE Pre-filled syringe with safety device: Subcutaneous injection
technique

In case of self-injection, your healthcare professional will show you how to administer your injections
before you are released from hospital. It is essential that you follow these instructions exactly. If you
have questions, be sure you ask your healthcare professional to provide the explanations you
require.

Proper subcutaneous (under the skin) injection is essential to prevent pain and bruising at the
injection site.

To avoid accidental needle sticks after injection, the prefilled syringes are fitted with an automatic
safety device.

Prepare the site for injection

The recommended site for injection is into the fat of the
lower abdomen. This should be at least 5 centimeters
away from your belly button and out towards your sides.

‘ Prior to injection, wash your hands.Cleanse (do not rub)
\ / the selected site for injection with an alcohol swab. Select
[ a different site of lower abdomen for each injection.
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Prepare the syringe before the injection
Check the expiry date on the label or carton. Do not use if the date has passed.
Check the syringe is not damaged and the medicine in it is a clear solution without particle. If not,
use another syringe.
For prophylactic dosages (20 and 40 mg):

- Take the protective cap off the needle.

N A drop may appear at the tip of the needle. If this occurs,
—— /. \_\;.V remove the drop before injection by tapping on the
shel [N e syringe, with the needle pointing down.
—— D U:Ef._j- J The prefilled syringe is ready to use. Do not expel any
< — air from the syringe before administering the injection.

For therapeutic dosages (60, 80 and 100 mg):

Ay
— 4 - Take the protective cap off the needle.
el N e - Adjust the dose to be injected (if necessary):
——— D, qf._j- J The amount of medicine to be injected must be adjusted
< — depending on the patient's body weight; therefore any

excess medicine must be expelled before injection. Hold
the syringe pointing down (to keep the air bubble in the
syringe) and expel the excess medicine into an
appropriate container.

NOTE: If the excess medicine is not expelled before
injection, the safety device will not be activated at the end
of injection.

When there is no need to adjust the dose, the prefilled
syringe is ready to use. Do not expel any air from the
syringe before administering the injection.

A drop may appear at the tip of the needle. If this occurs,
remove the drop before injection by tapping on the
syringe, with the needle pointing down.

Administer the injection (all dosages: 20, 40, 60, 80 and 100 mg)

f\_/ 4 While lying down or sitting in a comfortable position,
o grasp a skin fold between your thumb and index finger.

Hold the needle at a right angle to the skin fold and inject
into the skin fold. This skin fold should be held throughout
the injection. Complete the injection using all of the
medicine in the syringe.
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Once the plunger is fully pressed down the safety device
is activated automatically. This protects the used needle.
Note: The plunger has to be pressed down all the way for
the safety device to be activated.

Immediately dispose of the syringe in the nearest sharps
‘r container.
&

For other information contact your physician.
7. MARKETING AUTHORIZATION HOLDER
Imported by: sanofi-aventis (Thailand) Ltd., Bangkok, Thailand

8. MARKETING AUTHORIZATION NUMBER
1C 10/65 (NB)

9. DATE OF FIRST AUTHORIZATION
30 May 2000

10. DATE OF REVISION OF THE TEXT
Enoxaparin CCDS version 15 (09 December 2021)
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ANNIZN AT

A o 6 veua A Y gya o o o =

° pnaenLuetn Wldae 1 uns/nn. lnanisasdnliioniisiuazansaiauilaanuii 5 19 10
o % a v va o o aa/l [<] A =
TummsEruIne 1.5 1n/nn. TnenisamadinlalamiiaduaraiuuscazioaIuiugedn 6 1naw AT

a Ly o % v [ A 09/ o Yo o A
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fndinneununaslfananiveninisaay arsinisvge iansuluawneilesiunniduld1finennis
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'
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aznglsAimunisfanauanginisuluvdesinseiifluianasseds Daudidrazlflununanfalauuziin
ARENCASPISIN NP Ri]
v v = v 1 o/ o/ =l = 1 dl v o/ o/ . . .
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frlhenldfuananisusianduimintuanani (LMWH) luauiainm

anssenigliuNyns

= = | oy o =y = o
\HB3aNNNIRATNENEINNsEIN za NSk Ta [ aeamnsn Az g aan i lunnang e n13inem

% a a a v =< [~ b4 ¥ v % dl 1 ! k4 Vo
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4.7 HARAAIMNAINITD FNNTULALAREHIUNULATRNANS

AuangINIIUlNINAAaANNA NI 1N ITUALAZN WA LLATRIA NS

4.8 a5 lNeLse9A

I a v a 7 { dl Yo a =2 aa
umiﬂ?:mumﬂmﬂuﬂﬂmmiuiu;_jﬂqmmnm’w 15,000 AU mimmu@ﬂmmmlumammmqﬂmm

nsAnERlAunilae 1,776 A lEFueietlesiuniazuaenaann1 AU (deep vein thrombosis)

a

o Yo 1 o = 1 v 7N dld dl [~1 Ql A o v A
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LA A 1
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Tugjtlhaengsnssuitllanunsagniiulfiiesainnazanuidutlee@aunay, filae 559 A lHuanie
o a o A o . L ~ , a A o ) o
SnunTruaanaanA ALY (deep vein thrombosis) Anuiza ldnunnzaniaangasiunlansansiae
P Vo o . P & o = o
, §1lag 1,578 aulfiuanlunisinening unstable angina waznduiiarialane@aunais Ly non-
Yo Yo o v d” o al o
Q-wave uazfilae10,706 AuliFuenlunsfnennizndnuiiieinlanaiRaunauuiiy ST-segment
. a a dl £ 1 =2 aa 1 di/d d’l [
elevation TUNALNBUBNTINTFUN LTHTEUTI1INNANEINNARTENIMATE HAuuaInuaiaInsauatiude
1 P2 o a a a dl v o o v o A o a o .
UM lun195nEn 2 aenaueng w3y tanann lddniuilasiuninsianndanaAusi (deep vein
oA D e A o dn o ny A .
thrombosis) NAufiaensHnsnvsalugilasangsnssunliansmgniiuliitiasainninzannuiduilos
a o A a a % al v va o s :// o A o %
RUUNAUARTLIALN 40 Raaniu andin iR Juarase lunnssnen1nsaandaannIAus (DVT)
dl = 1 QI = o dl 1 v o Yo o v = )
Inuvse lnunraNReagaduLan (PE) fauson filaazlfifunisinefaaauangmisuluaung
2 1 Hadaniw/Alaniu aadin gl 12 dalus vige 1.5 Fadaniu/alanin aadinliRamisiuazais
agalaaenanile lun1sAnEInI9AATng1FLUNN95NEINN9E unstable angina wazn&xiaalanne
= o PRPy A A o A o A Y gya o o
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N3ANEININARRNEUTUNTTN NNz A NHea AR eRa UNAULLL ST-segment elevation 2141
a a A al v v = o a a s v v a a % = o a v v
£NAUANTINITUARDALNENELABAAT 30 NAANTH LWAVANNANLIWIALN 1 Naansu/Alansy andinla

Rovidann 12 Falu

foyananilasnsitvasenduanmInBUdMTLNI118N19 N HIN1ENARAREAAALGY (Deep vein
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2
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A
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A °
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a
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AuR ANl LAz A

NULIBE: IARAPNLTLAITUNRA, ‘]J'JQU‘J‘L'JMVI@@, ﬂ{]ﬂﬁ‘ﬁlq'ﬂu“l UTLITU

=
g1 nan*
[ A dl a o a dld
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v dl %

pnAziuandayanssy1s)
® ANNNAUNANINITLUNRANY
- Uffsennisuiianttinanaphylactic Wazanaphylactoid $9898N13%8N
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1
=
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extracorporeal ¥igaandinlERme anagdanaliiinianinsunsndewiiasanidaneents walfie1auin
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AU LAZN1TFN
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P

Tunscii
SICEHIN

- PUNALNTUTIAININ TR ANN SN AR UBLENFUIRA unfractionated

iﬂe ]

| = P . a =< o
- a1nenns el sraeAiinadu (Ineani1a1nng Anaphylactic shock) A3sARANTINNNE ARG
ANANATYTTIN UaeTamd/manui@es 999 protamine sulfate
n17 Neutralized @1313091 18 laaNN92AEN protamine (sulfate ¥i5@ hydrochloride) Winnnauaaniaen

A1)

IUIALN protamine WAFTUNATN
- quneanTIUngLae AU (111men protamine 100 anti-heparin #iae A1N1TDFNUENEURIET LAWY
FunduminTaanasn 16 100 anti-Xa) wingilaglfiuanauengiwisunialunanlaiinu 8 dalus

%

Q‘I v k% a
- et laFusanizu;
- yngilaglAFuenauenginizuiu 8 dalug visailenasuudndnaas i protamine d1ilunianany
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a

[ 1 4
aeialafisu gnaaed anti-Xa lians0ag neutralized 1Avianun (WnTigailszanns 60%) uaranaay
1 1 1 2 !
neutralized 11eednAs9 HasaINNIARTNLATINATAaUAARTIDgEW BURTN TN TuanasILes
pariAseauivaung A nls Tnsanautialiniu 2-4 a5 uazlil paauAgu 24 d0lus
Tnamdnnisudn luiannisguussiatundsann lffuiensundvvdniuanas luausgsdaanis
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5. AMANLANIUNFTINE
5.1 AMANURMNUNFTNAANFAS

ATC code: BO1 AB05: Antithrombotic agents; heparin group

|
o

BUBNTINTTY Lﬂuﬂﬂuﬂ@:uLﬁWﬁ?uﬁﬁfﬁuﬁﬂIuL@q@m (low-molecular weight heparin) %quéﬁmmi
Lﬁm'ﬁ'mﬁ@qumﬁu (antithrombotic) Lmzqw“ﬁrﬁmmiﬁqﬁwm@m (anticoagulant) 289LENWI3Y 41490
LLHﬂ@WﬂﬁuTﬁﬂ@j@ﬂﬂq%é anti-Xa fluAnndn anti-lia u?@qm%r‘l,umiﬁmﬂmﬁmﬁuLﬁ@m (antithrombin)

A miuauanTINI ﬁﬂzﬁquﬁzudﬁqqmaﬁrﬁqm@qﬁﬁmL‘flu 3.6 qw“ﬁfﬁmmﬂm‘hﬁwfauﬁmmmfﬁﬁmmu

L

anti-thrombin 111 (ATII) Fadena WiRagmEfunIainaxiaeagasulumyee

WANWMLBAINGS anti-Xa/lla UA9 £A0N1992YAUANTRNIHIUNINAANIABAYAFULAZNNIFIUNNG

o N

snauaasduanaInisuluaaainsgunnALazEtlag WuAainon-clinical models $91aN"s
el ATINI Basz84 factor mmmimm@;mmLﬁ@mﬁlujm’u factor Vila, Matfigatinsantaes
endogenous Tissue Factor Pathway Inhibitor (TFPI) wazni1sannisdanilaas von Willebrand factor
(VWF) a1 endothelium seaduiendnluszurlvaiawden factor wanimsuiuadnidausinli
Lﬁmqwaﬁrﬁmﬂmﬁm?v'uLﬁ@m@qmﬁuﬁmmmm%u@ﬂmwﬁu

nslluannatlesii ifinasenisw/aeuulacees aPTT aeefittdfny

514 e s lunnsine szfu aPTT 814 prolong e 1.5-2.2 WinanszAuALANLING e

dxfauliiunanalun128IUn N AANIAA

mssnwmuilasniy (prophylactic treatment)lun15iim venous thromboembolism lugtlaggid
N19SARARANAINAITINANIILLRELUNA UNINNITUANE
lunns@nE Medenox daflun1s@nEuuy randomized, double-blind, placebo-controlled study
AnmnaBauiauninndaesdenazissdansninlunisld Buanainisw 2,000 anti-Xa 1U/0.2 mi (20
mg/0.2 ml) LAZAUANTIINT3U 4,000 anti-Xa 1U/0.4 ml (40 mg/0.4 ml) lun1silaariu venous
thromboembolism nnsAneTaanisliien vise sruaanduazaiaiiungn 6-14 4u lufilae 1,102 A

o oo = a = o e a =& , o Py
Tugftlaefin1nziaanann ANNIRNANINEIREUNAUN NN TANENNATBAE TUT9 3 1 uazENAN
1@8911unan9984 venous thromboembolism §tlaanianguinnagn 40 Tuazdniazialane (NYHA

1% a [ A o 1 a dy %

class 11l or IV), Anazszuuvnsladuiiani@sunay sizadssuumng lanteuwldieana 5a59, N1aznis
e e M e ae A e a A ea e e 4 dd e .4
Araalne@aunay viselsanaiudeguifndlnaRaunanlnaiaduideainaadecetinglnotinanii
% QI = % = o v ¥ A o v %3
fulsrasnengasiuluvaaniaansi, n1azdiu, waenren, n1sinulaenisld aesluy, scuuviala

A % ' &9’ o
Wran19ving ladnanatineEay
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FﬂﬂQfJ@qﬂqﬁ‘ﬂ?ﬂ\lWNﬂqr]l]L@ﬂ\j@]\?mﬂﬂqqzﬂ@@ﬁl@ﬂ@@qﬂmﬁlu (ﬂqqﬁéﬂ@qﬂLuﬂuQI‘ﬂﬂlqﬂLﬂ@@LLUU

4 1
a o

a [ o dl a o 4 [~ o A dl [ IS4 o ¥
PREILNAU, s laniinandaladiuldifudime visalsanaaiuawiala NfesnnnisinEfaeen

o @ o & 9 o o0 A o pRp p , "
FNUNITELANIAVUBDILAD A HﬂQﬂWI@WﬂmQﬂﬂqﬂifﬁ Vﬁ‘ﬂaﬂQﬂWNﬂqqzaﬂﬂﬂmq@Lﬂ@@ (stroke) eLw}jN 3 AU

v
=

A . =
NNTUNN lelQﬂﬂﬁ")ﬁJluﬂﬁ?ﬂﬂH’] )

laduannsilsz@nsnmaginiainaniaeagasuluiaaniaanan ludui 10 2890199195080

(+4): Julagwiialy

® insENUANIABARNGARLUABALIAAAAT (deep vein thrombosis) AMnNN19msalagds venography

A

(83.4% wasanuiufthaninnisilezidu) visalaeRs  Doppler ultrasound (16.6% Anuaugtloaiii

1 v
A [ o a

nstsziiing) Tufilhenianaensngaiunieinianiag

1 ]
o

9y A A Al PRy = = o el ) =
L LQULﬂﬂmmﬂﬂmﬂqmmumﬂ@qﬂq?'ﬂim?qﬂLL?\‘]ﬂﬂﬂ]qmiﬂﬂmqﬂq?fﬂ?qqiﬂﬂrJﬁ pulmonary angiography #1798
spiral CT,

Ay A A o oy =2 aa
® ﬂ?@L@uL@@@Wﬂ@@ﬂ@mum?qﬂu?ﬂﬂﬂmqm

b

A o o

WL41N138AN192 venous thromboembolic events atinaNtizdAnylugtlaenninistssilu 866 Auly
Fuf 10 2Remeinsinm (4 Su); ‘Luﬁﬁﬂqm?ﬂ’rﬁ%u Clexane 4,000 anti-Xa 1U/0.4 ml (40 mg/0.4 ml)
16/291 Al (5.5%) WaUiL 43/288 AU (14.9%) Iuﬂzimjﬂqaﬁiﬁ%umm@ﬂ (p=0.0002) Ineida1
ELmaiifuLﬁmmmnmmmmamﬁﬁm?ﬁﬁtym@\immﬁm@ﬁﬁmmﬁmmﬁm@luLﬁﬂmﬁmmﬁwmmﬁ@mﬁﬁ
(deep vein thrombosis ) VTl proximal Wa distal 14 16/291 (5.5%) Iuﬂ@juﬁﬂqmﬁlﬁﬁ Clexane
4,000 anti-Xa 1U/0.4 ml (40 mg/0.4 ml) Lﬁmﬁﬂuﬁu 41/288 (14.2%) 1um§uﬁ1ﬁ§umman (p=0.0004)
Ienflunninanidensgaisaenidens (deep vein thrombosis) ilaiuansanis (8 6 Mefiuans
a7n13) AT eI 3 e

59% weanguiilae1d Clexane 4,000 anti-Xa 1U/0.4 ml (40 mg/0.4 mi) fiifywaasnisipdeud (>

10 A7) Tuseninaniginem

fayannlannsia WuN19Lia hematomas 138 ecchymoses 1WA lURNG1 5 93, ASILFOMAHTUEN
Tunguinlizu Clexane 4,000 anti-Xa 1U/0.4 mi/3u (40 mg/du) snnndanguilf5usnvaanasinad
WadnAny

A o

v
nneAneEni ldwudndszdananalunisldanuansnaiuednediiadnAtyszmang Clexane 2,000 anti-Xa

[U/0.2 ml (20 mg/0.2 ml) azenuaan
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n195nwINEnAd el laraRaMREUNA UL ST-segment elevation aglhsanni
thrombolytic agent Tugitlagilsigrnrsaigrsunisvinisanislaaieaau (uaagu) la

TunnsAnenisadtinauaajuuumatadud Wiilag 20,479 sranthesaalsandiuiiainlaann
naARLNAUTIA ST-segment elevation uazlAfuni1sinuinanisaaedniaen gnguasniilu 2 nqu
dl % a a . v = v A o 1% .
\WieFUENAUBNTINITUIUIA 3,000 anti-Xa IU Tneliuut@ndnasniaennt mumdgauia 100 anti-
Xa IU siafitaniu tae@awdinl6Homisiui nasanniuazliiluauin 100 anti-Xa U senlanin aawdin1é
Rouilann 12 F21ug visalanisuull unfractionated Ins@niinnaaniaananluauwim 60 IU seflaniy

(pungeqan1ilé 4,000 IU) pudiaanisuandinnasmdansaILIANLFUANN aPTT

v a = % va o A 2 A
nsliauangwisuiuLaadinlfRamias lillaundnfiaaazeanainissneiung vseaunsy
FLUTIIANTIBINTINNGI4ARE 8 TU (W 75% HezaziianTunisldeiines 6 Fu) reaniiaaasgiloslfiiu

a v

e suiilunanatingtias 48 dalue (89.5% aavitlaivunnlfifuan 36 dalusvidaninnan) filaayn

u

sedlfifuauanlniu atnatias 30 Ju Tufilhaniany 75 tvzaninndd aziinnsdivauinenauent,
WU AAd: 75 1U sia Alaniu Wiwuuandin1fRamiann 12 4aTus Inelifiesdinisdadinnasniaannn

Wdnwsn

1
= o a o

WUEARNNININTANE Hilae 4,716 381 (23%) Nenunsindnanisldanagaunasaiaantiola was
9o a A o = P My A a . s o e o
1@TUEI'WZQ@']EI@3~ILZ\]@® WUENNINITAN TN Qﬂﬁﬂ@31N1ﬁiUﬂq1ﬂLWNLﬁlﬂdﬁqﬂﬂ@uw’]ﬁ‘Uﬂ’]ﬁ‘N’]ﬁlﬁ 8 dalus
Vo = a = ¥ ya o 1% A Yo = a = 4 v a o
1mum@u®ﬂsﬁﬂwqm‘£mmmLmﬂmmumum ua@1m€uaﬁﬂu@ﬂﬁﬂWﬂiu1u@mLmﬁimmuuwmm 301U
| a o o dl Vo < v 1 ° . . U ul/
pia Alaniu wasanflasudnusnudanewinuaagy (balloon inflation) W1ungn 8 dalua
= a L Ly a @ o dld 1% a @ 09/ % dy o
AUBNTINITUAINITD @ﬂ‘ﬂq‘]_llﬁlﬂqﬁ‘Mﬂ’]?LﬂﬂﬁJ@@Wﬁﬁ@ﬂVIﬂﬂ‘]:fﬂ@ (mﬁ?mmﬂwﬁwmm%ﬂmmu@m%
A o o o b ] =2 1 dl A a a
1IALARA LazanIIN19aNen1e i 30 Junasanndingann1sAne: 9.9% Iuﬂ@mhm@u@ﬂmwwu

waz 12% lunguildenanisuluy Unfractionated (HANAMsLAENnanaadN@ng (Relative risk

reduction) L 17%; p<0.001)) guiAnisalzesn afisiiugiaasninznduiierialannaaanlunguy
1 AuananisutiaandnednaldadAty (3.4% VS 5%, p<0.001, Relative risk reduction 31%)

a aa 1 dl A a a v 1 1 B aa dl = o
Qummimmmm?mﬂmmiunqw%mﬂu@ﬂsﬁﬂwwuuﬂﬂm’mmﬂuuuﬂmmﬂuwmzmmmﬂwmmu

naunliFuaanisutila unfractionated (6.9% VS 7.5%, p=0.11)

dszTaminasenauananisuluwdaasnisangiinisaiaasnsiianaansnan Tinansaiu Tnels

o =R K 1 1 o 1 a v da’ o A = s =
ATUNIENNQNEIRE]: BE) WA ANLsaasnsiiananileialaaaines ddseimlsawavou visalsa
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|
a

o & o 2 N a A4 ey L = a aa =

néuievivlarniren TtaresEaa e AR I wATTI91N9TB9RAMENRABINIINNARTENTS
dlal ¥ o o

waENlAFuNIIINEY
= a 2 [ o a 1 dll = o a a . ] o o
auangINIIU Winadnwglunnsineandleina uiueaniautiln unfractionated T anadng
wan Malufrlaeflfdinfunisiinanisldanaasunaandeninla nnelu 30 SundadindaunisAnm
(10.8% VS 13.9%, relative risk anas 23%) wazlugjilendlfivininanisldaraaounasniaaniola
(9.7% VS 11.4%, relative risk aAa3 15%)

oy

grifin1snizeInainn1aziaeneangule s 30 dulunguin landuang nisu (2.1%) g4n91uan
1 A o o [ tﬂl = o 1 tdl Vo a o J o a
eiNaNtiA ATy (p<0.0001) WaaLRUNgUALATUENENTTY (1.4%) uazdanudigiiEnisndluniaia
A a ' dl ¥ = a ' 1 dl A a
N17z1aeAeen UNNLANEINISIBINGNT LTEBUeNTINTTU (0.5%) gandngunldaiantsu (0.1%)
1nsEgURnITaieIN finn1ziaenaen luaNed (Intracranial bleeding) Tuuansneiurivaadngu

(0.8% Tunguinldanduanainisu Maui 0.7% lungui ldananau)

NsAszdayaTeRnuinIsInNaanSa1e eI sAnE lunguaasenauang W T wMlandINquLE
WiIUEHA unfractionated a8 NNWEAATUNINEDR (0<0.0001) uazliAn relative risk reduction 14% Ll
NENBUBNTAINTIU (11.0% VS 12.8%) AwsLinasinysynesidaaniandedin AsRafludnesniag
nénuiiiesilanniden WIANISAANNNLLADABANTULIN (ANNINIWT TIMI) Aerli 30 41 uaz RRR =
17% (10.1% VS 12.2%) fuinneTszneuBaanin@edin nadaiusnaesnazndtuiiarila

IALAaR FaN1TNANIzaanaanluaNas nelu 30 Su

o

UszTaminesguang W sunisanadwsuan (primary endpoint) NwLszndng 30 duusn faasagiiug 12

Lﬁ@u*’nmﬁzmﬁmmum

NIFALNENITFNHINITUABALADARTFLIF (Deep vein thrombosis) WazN19zANIRangARUNALaA

(Pulmonary embolism) waznisilasiunisnduiiuinludiloelsanzidenlsndsnmiiiveg)

TunsAnuadameadtin AR haaunsintiunuddnaniaiannsaniaenluiaenidenngasu
(VTE) Tugtheanlfifunisinefassdusnainisuniiduaraiaviseduazassniuiluszazinauiu 3

= A :// = 1 o o 1% Ly a
04 6 AULLINEUWINAUNN9TN A8 TWATU
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a a a a o Y a 1 o 7N o tﬂld
Hn1sdsziiudsz@nininaesnisinminiunsldasalungunisinenreagilosauu 4,451 el
QI = = o o tﬂl % ] dl | [~3 dl % o = ]
nganRanlunaanaann1gasuntsaIkansainisetuaciilulsanzizanlsndansniiiinagain

v a P27 dld al A A o o al A o
FIUTAYAUIUNTNG RIETE 21895198 HN1LANIADA IUNARALREAAAIYARULATAN1ITANLADARA AU
dl a Yy o dl Yo o v al a a a v va o [~
a1 Nlaeanuau 3,526 sef lFFUNNF N ARssnauang s wItnaadn lERauTus s e s ey

A aly o d‘ Yo a a = a a a a v va o
494m 6 LAAULATNE LA 1UIN 925 918 LB UL AU INTIUTR AN NS RIDARA N 1A vl Tu
1 v o o dl Yo o v = a 09/1 a Yy o dl Yo

NANK LA UIU 3,526 918 LA5UN9T N A2 eI B UA NG NI UL Nej1le1anu9U 891 e bEFUNIg
FnEAn8auNfen 1.5 1n./n0. JuarasRag iU 1E N1 N H a BN AULAT NI N Mg AR
[~ A o :: a Yo o dl Yo o %

duszazinauingedn 6 e (Fuarads) Inaiigiloaanuou 1,854 28N AFULLUNITFNHIFEI AU A
211 1.0 AN./nN. Fuardaasaisnaznisinmdousaveneduscazina uIugegn 6 lhaw (Tuazaedaiv)

a Yy o dl Yo [ % :// [~1 %3 dl QI v v
WATHKL8RUIU 687 e lEsuLluAWIA 1.0 N0./N0. Suardaadnsiiunfs N e BuAUAINF0el
YUIALN 1.5 NN./NN. TBaTATS (FUAZAAIATI-TUATATI) I UNITFNEHAIUFADULNELTI UTZE 2RI WIY

P ! = , o ! » o = o p
494 6 AU ANRRLLATAINANTBITTEZLIAINITINEIAUNINAZABNENTILAL UL AgUNUNN T NEAS

17 Junaz 8 dusuaa luiauuanssresdnsnimnauiiiuinaesninzaniaan lunasnaannnga

Fuataitiid1Anyseudengunisineiivasangy (gdeyaluneng) uazeduanmInITulAuANLH

' '
cal o

AT9ANNN T NNULA WBd1usuAd Nl Easnd R 1.5 (w1a1d dannisUFuAInalEdquilstond

A o

\Neadiag 0.817 NdvANTRsUNTeaaY 95: 0.499-1.336) ITANNLANANIRENNTEANATYN1NATE

]
] [~1

FEMINNANNIIFN IR IuAINgNINgaT AR san siannzdanaanndAty (Miiludunss

=® aa all [ ~1 o =® 1aa 1 a aa % v
neuntIsuaz liudunsanaunain) wazFaN1ATIRAea1Me LA (Aleyalun19ng)

NamuUsEaANsNanazAMNUaannelun1sAnIIae RIETECAT

a a [ a 4
AuaNTINITY | LansulaanalanTingay o

WA Auanawisusansulaanaiangiingu
n=3526 n=925 , 4 L de
[Ha9AnaLTaUNsasas 95]
nsnauiiu
70 (2.0%) 23 (2.5%) 0.817, [ 0.499-1.336]

FUBINY
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T a

ANLADA b
=

NADALADA

AR

al
[AMERN
= .
BRARRNN

&ATY

111 (3.1%)

18 (1.9%)

1.522,[0.899-2.577]

=
NM3H
= =
BRARANN

luidmany

87 (2.5%)

24 (2.6%)

0.881, [0.550-1.410]

a aa
NNTLALITIR

TmgIg9

666 (18.9%)

157 (17.0%)

0.974, [ 0.813-1.165]

fayalaasanaasuasdaununisinenlinisAnunade RIETECAT lufnlifunisfneasudiouuiy 6

A P8 %4 1 d”
LARUATLLA ﬁfﬂﬂ ATURNU:

uan1s5nEy 6 hawlugilhenlasunsinenasy 6 lHawaINNITIATLLNUNITENHIALANFNS

a

nu
Ha BUBNTINIFU NUKUNITENEN
" BUANTINITY AUANTINIFTY AUANTINITY AUBNTINITY -
N (5asaz) 5 ) LARLNINE Y
, NNUHUNIT AUBNTINITU AUBANTINITY AMNIURZEDY AMNIURTAT wlasuununis - -
(f29mnn . 3 5 N UATAUTINIEY
L oa N TUazAF IURTARIAT asuiluiuas luduazaas Snunndn
I aNunsanaz N N o
A59 A59 PORES
95)
N=1432 N=444 N=529 N=406 N=14 N=39 N=428
nsnauilugn
2 1(7.1%) 4(10.3%)
ABINIITAN 70 (4.9%) 33 (7.4%) 22 (4.2%) 10 (2.5%) 23 (5.4%)
o
nanlunann 3.8%-6.0% 5.0%-9.9% 2.5%-5.9% 0.9%-4.0% 3.2%-7.5%
(8.8%6.0%) (6.0%-9.9%) (2.5%5.9%) (0.9%-4.0%) (0%-22.6%) (0.3%-20.2%) (8.2%-7.5%)
ABARNRAGT

o -
NITHADARBANN

dnfy

111 (7.8%)

(6.4%-9.1%)

31(7.0%)

(4.6%-9.4%)

52 (9.8%)

(7.3%-12.4%)

21 (5.2%)

(3.0%-7.3%)

1(7.1%)

6 (15.4%)

18 (4.2%)

(2.3%-6.1%)
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@ o =
Mudumnsane
-y
untanuazilal
Hudunmaia

i
Wnaam)

(0%-22.6%)

(3.5%-27.2%)

= p
nazidenaani
e e
laidnAryusd
DELETIVEN

ARUN

87 (6.1%)

(4.8%-7.3%)

26 (5.9%)

(3.7%-8.0%)

33 (6.2%)

(4.2%-8.3%)

23 (5.7%)

(3.4%-7.9%)

1(7.1%)

(0%-22.6%)

4(10.3%)

(0.3%-20.2%)

24 (5.6%)

(3.4%-7.8%)

o da o
NTLALITINAIE

A la7

666 (46.5%)

(43.9%- 49.1%)

175 (39.4%)

(34.9%-44.0%)

323 (61.1%)

(56.9%-65.2%)

146 (36.0%)

(31.3%-40.6%)

6 (42.9%)

(13.2%-72.5%)

16 (41.0%)

(24.9%-57.2%)

157 (36.7%)

(32.1%-41.3%)

PE Afludunse
2 e a
feunaimvEanis
o s ol
Aedinh

4o e
Nendesiunigd
o d
Inanaaniiiilu
. a
fumgedaun

e
bRl

48 (3.4%)

(2.4%-4.3%)

7 (1.6%)

(0.4%-2.7%)

35 (6.6%)

(4.5%-8.7%)

5(1.2%)

(0.2%-2.3%)

0 (0%)

1(2.6%)

(0%-7.8%)

11 (2.6%)

(1.1%-4.1%)

P I S I
*YDHAYNUNANNTWNAINLTDNUNTRYUAE 95

OD: TuazATY, BID: uazda9ai; BID to OD: 1uazaadATN-duazaf, OD to BID: 1UAYATN-1UAZA99AT

5.2 AMANTRVNUNFTARUAEAS

ANNITIRLAR NN ATAAUAIAASUDILDUANTINTU ﬁm'iﬂﬁ‘:l,iumﬂlﬁLqmmmmﬂ,ﬁmqm% anti-Xa

WAz e anti-lla Waldeniuauiafiuuetin (38 amidolytic method) tnain1amageuvisuuvandinlé

a o 3 a v o dll a 4 v % a 4 A [ :/j a
HamilaAfalaen uwaznisbimeliasuuuandnliranis tazn1andinvasnaa An1ATILALN

NMSNARDUTIANYA

4 % adal 4 ya o dl = Y o A A a o dl
nsliienfiaeRpandinlitamliannsanazaeanlfiuin (Navuaz 100%) nadszatigegalunaianii

[ %

1an 3-4 dalaanasannlifen (@dnlugil anti-Xa 1U) 1w 0.18 £ 0.04 (asannliianluaun 2,000

anti-Xa 1U), 0.43 £ 0.11 (naaan’léien 4,000 anti-Xa 1U) Tuauisilifivetlasdu waz 1.01 £ 0.14

(nasanleilurunm 10,000 anti-Xa 1U) luaunanlsinasnien

nnsandinuaamaanai e 3,000 anti-Xa U A1uFAagni1saaidnl#R11159 100 anti-Xa 1U s

Alandu 1 12 99T axdnsed anti-Xa gegnld 1.16 1U slaladans (n=16) uaz 88% axiiingsya

o . . o y ‘.
psnlwden lnasvavenazidinganinzaanluaenazldoan 2 Ju
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\ndraaurnansrasenauensmisuiuuuudunss (inear) delfimuaunanislefiwuzi aou
wilsdsauansmnmfiwefuitheusiazss walufiaanneusn waainfiinisaadnlgRamis
wwsieiilesluang 4,000 anti-Xa IU fuazais TuananasdinsgunIng wudnszaven luaeadinganiay
sl lFFuen ludn 2 Tu Tnaradtresssiuanduanam i uiinliluiu 2 qandtluiuuen 15%

d‘ U £ :: al
waldenwuulinsamen

MBTedENAuaNg NI ANz AIa NNsaninung Lndsainliianaiauan (single dose

pharmacokinetics) #asainfinisanenauangnisudnlERouladnluauin 100 anti-Xa U s

a o o o o ¥ o o A o A o A Ao yy A
ﬂI@ﬂ?N FUNCARIAT ?:@Uﬂqqgﬁmq@J@ﬂ’]qﬁéﬁﬂmiuqu'ﬂ 3 BAaZIUN 4 Iﬂﬂg\lﬁzm‘UquuL@@@V]qmvl,ﬂ'éﬁ\'isﬂu

65% a1NN3inATausn TnalANgeqauaTANA14AT9 anti-Xa activity 1Tl 1.2 uaz 0.52 anti-Xa IU 68

1
Al

Hanans muanau Inafludldandaganisndsaauaianizasenduanginisu mas 19a0u

wAnsieaaINsdinganiazasniamnsoiwels uazagludasiannaninil’ szAunes anti-lla activity

= v

lunanannuasanWienfoeisandnlfnamisaziaand anti-Xa activity Uszanns 10 win TagAiaas
494A194 anti-lla activity aziindu 3-4 daluandsannliFuenamdn5iomis uazazlsedu 0.13 anti-
lla U slafiadans nasanninisiieseiiaaluawin 100 anti-Xa IU Aailaniu duaz 2 A3

feliNfeyaniandaaaumaninAneaunINIENITHd N ueNTIN T ULAZ N dAEANIRD AN AT

TN

n19n5za18M3ase (Distribution)

3UNATNIINTZANE A TBNENRUANTIWIIY anti-Xa activity Al 5 Ansuaznszanasaléin lwdan

nsiasuuilagsn (Metabolism)

enauantnsugnilauwlassuiiunan (desulfation, depolimerization)

n15n1ame (Elimination)

Tun9andin 1M WUdANATITIAT8Y anti-Xa activity 199eLaRIFunRNwminuEanan gendnlu
a a . -ﬁl a a o 09; 15 v o o 1 dJ aa
ANEWTTUINA unfractionated Teenauangwisududallliinisnidnenluszasusn AAITIRIR9EN

a a K a uI/ o a v ya v @ al 491 [ ul/ o v
uantINIEIURINAIzIn 4 dalaeuasandinlFRamluduuen uazinawilu 7 daluanasannliien
piaLas 493U awisundinuinluianasi 19U anti-lla activity Tunatauiazanaeiiangn anti-Xa
activity Ingignduanmnisuuaziuaualaiazgninanaanniele (nonsaturable machanism) UazHY
NNUIA ANEINNT0 TUNNTAAA anti-Xa activity aann e lalAUszan 10% 1esaunaalisy uay

nsfndneneennitinlugleesansdszneuneangnauasliesngnsaniii 40% veswuinailéizy
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HrlaanguiiAAENga

7

Hilegaang

= o P oA =< y ° o

iWasannaniaznisinanued e ugieenauiiazi@enaninwluniueng asdanaliinisindnaneannig
dJ 1o | b4 o A dl I 2 7N Yo dl A dl

Inanas a9azlidntufiastiuaunanisaideusrasvinaaanisliien vngiaeléifuenluauanldine

funnstlasiulen naulananinznisvinauaelaludihanguiifaiuisarinnuliluseuany

o Ny 4 A = = & v A
ﬂ@llﬁ“j_l‘l@ LI NNNTLARNLNENLANUALNIUU

=2 = o a A Ay o a o o S .
@mmmmLﬂu@mqmmzmmm?ﬂixmummf;zmiWWQﬁumﬂq1m1u@ﬂqaqq@ﬁq NNBIYNINNNIN 7

= ¥ ' dl QI o 1% a dld o % o [ I a
Uinglfann19184 Crockcoft NAUNAZENN1IFNHIALENITUNNTNUTIN TN LanNann (m‘lu ABIDUNLA L

u

wazdaA277299 lun19 198 7)

filaanininglanaianiiasnaliunans (lfun creatinine clearance > 30 HafaRngFAWIN)
Tugilasunssananily a1afesin1snsaRnRINsEALIIRY anti-factor Xa activity tWatlaaiinislasy

a dl Yo Yo dl v dl o o =l ) 2 o 14
eAuwn e Wagioglfivenluawanldinenisinm (g Auseunmsuasdanarszdalunislden)

o o g

WUANMNANAUSUU LTI UEURT992199 anti-Xa plasma clearance Wag creatinine clearance ﬁ steady-

' v ' '
KX 1 A [ v o

state TLNTIINIANERLNAUBNTINIRlTRENARAd I nTuin N uedlnanas sziuTed

anti-Xa 91 steady-state &9g#a1n AUC iin@uatwlnauaaluginisinauaeslaunnwsaqianiias

a

(creatinine clearance 50-80 HAaAAR/4NN) LAT1N1NA (creatinine clearance 30-50 NARAMNT/UN)

1 v
=

o ¥ adal k4 v @ a a o o % 7 dld o '
nasan e TaensandnliRonissAaies 40 Naaniu Juazad SL‘HI’QJJ‘]J'JEW]QJﬂ’]TV]’]\‘]’]HﬂI@\‘iiMUﬂW?‘ﬂ\‘]

o o

UL (creatinine clearance < 30 HAAART/WNT) A1 AUC 71 steady-state nNTUINIHNEAATY 65%
Tnaadsuasanliienlaedzandinlfiiamissiaitios 40 Iaaniu duavai (g AnGauRARLATBA9S

+391un 7 1987)

v
N9 1e

Tignlunguanisundvivtinluanasilaanisaaniuane arterial line 289Nz UaUN1981 b0 TuawA

a Ry o o o @ A ~ ~
gNNLNEINENAZLaINUNIFALNULBRINARLABA 1“Lﬂ?@\715]LV]?.|3J

' '
a = a

TneinllAmnandaaaudtandiapauieuan andulunsdintasusninannull (overdose) i3aly

N % = a2 o qu | . =< o |
nstuden lnadinld luszuuvyuineung feazinliian anti-Xa geauineazuganiazlarinauliinieane
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5.3 dayaingInuANNLaaAAEAINMSANENEAREN

1= o = o o‘dll dl a | @ = a
1&1Nﬂ’]ﬁ‘i’ﬂﬂ’]?ﬂﬂ‘]ﬁ”’??%ﬁlﬁiﬂ’miuﬁWJLW@‘VI"Q$ﬂ‘j‘2$l,3~luﬂ’ﬁ‘ﬂﬂ9\lZLN“H@\‘]@H@WHWW’W‘L&

'8

auangisulaivinliinanimnaaiuglunasanaaas 998l Ames test, NsNAAALNIINANYWUS

LIAANTITIFBNTINABIIDINY (Mouse) NAATLgNAIN uaznisnadaunsdasuulilaininfves
Tnstulmnangiaadidniaanuingiin lymphocyte lunymel uazlu@sl@dn Anismegaunisideiunll
aninsresiasTulauaaslanszgnluny (rat)

I'e o

, = a | : a o & A A o o e N aAfve =
wusnauangwsuliinasan st yiugisanIsaURLEIaY (rat) Fafuazfaids AlAFuENINT
20 HaanF/ATan AU uuvandin 1ol Annsianisdnsmienisndglumy (rat) uaznsesney
famges InellA5UeNAUaNGINIFUNINDN 30 Radansu/Alansu/Au wuuaadin iR ldwudnduaing

TinansnagLvisannuiluissafiaauiiasiannauengInisy

A Qrﬁl % [~3 A a a v 1 o 1 R
UANIMUBINNHNTAIUNITTINALBINAALADATANBUBNTINITULA VLN‘W‘]_I N@‘ﬂuvLNW\‘]ﬂﬁﬁ@\Wﬂu

1
=

=2 | a :/I o Yo a a o a o o a 4 va %
nsAneAuiuieialuny (rat) uazqia NiFTuan 15 Haaniu/Alaniudu wuuaadiliRonily

a9 13 wazlunisAnmnasdluieialumny (rat) wasas NAsusn 10 JaanFu/nlaniu/Aau wuy

u

andn1fRaumTs ludlaniii 26

6. SIUATLAUANIILNATNSTN

AN LN WaaLn

PNHANALERU

adal v 7 A o ° v Y 1 P4 o % d” o = [t
I5RALALAULARAA (Dolus) (@Wﬁﬁ‘ﬂ‘il'ﬂllxﬂﬂﬂ%ﬂ']’j‘im:l'ﬂﬂ']'lzﬂ@ﬁllLU@MQI@M’]&L@EIUW@LLLLULI ST-

segment elevation (STEMI) ¥iN1314)

AuanT iU TmpaNaia liildasinelaansie Waliansauiu Normal saline solution (0.9%) 438 5%

Dextrose in water

© o
NIgENUTNEN

'
= a

ol lungnungdldiiu 25 asAmaidoa i

g RuNaLen

2 UBIEN

Clexane TH Addition of CAT indication Page 37 of 41



24 1h91

AUINLTT

1 NADY LITINADALTIINTANDA NADAAE
2,000 anti-Xa IU (0.2 NaAan3),
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1C 10/65 (NB)

9. AunlAsuayNAnzidauasueNATILSN

30 WEBATAN 2543

10. Aunansunlediulsaanans

Enoxaparin CCDS 198344 15 (09 f1a1AN 2564)
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