ARIXTRA

Fondaparinux sodium

1. Qualitative and Quanlitative Gomposition
Each syringe contains 2.5 mg of fendaparinux sodium in 0.5 mL solulion for injection.
The solution is a clear and colourless liquid.
Each syringe contains 5.0 mg ol fondaparinux sodium in 0.4 ml solution for injection.
The solution is ¢lear and colourless to slightly yellow.
Each syringe contains 7.5 mg of fondaparinux sodium in 0.6 mL solulion for injection.
The solution is clear and colourfess to slightly yellow.
Each syringe contains 10.0 mg of fondaparinux sedium in 0.8 ml solution for injection.
The solution is clear and colourless to slightly yellow.
2. Pharmaceutical Form
Injectable solution for subciianeous and intravenous use.
3. Clinical Particulars
3.1. Indications
Prevention of Venous Thromboembolic Events (VTE) in palients undergoing major
orlhopaedic surgery of the lower limbs such as ;
- hip fracture, including extended prophylaxis;
- knee replacement surgery;
- hip replacement surgery.
Prevention of Venous Thromboembolic Everts (VTE) in patients undergoing abdominal
surgery who are at risk of thromboembolic complications.
Prevention of Venous Thromboembolic Events (VTE) in medical patients who are at
risk of thromboembolic complications due to restricted mobility during acute illness.
Treatment of acute Deep Vein Thrombasis (DVT).
Treatment of acute Pulmonary Embolism (PE).
Treatment of unstable angina or non-ST segment elevalion myocardial infarction
(UMNSTEMI) in patients whom urgent (<120 mins) invasive management
[Percutaneous Coronary Intervention (PCI)] is not indicaled.
Adjunctive trealment of ST segmen efevation myocardial infarclion (STEMI) in patients
who are managed with thrombolytics or who initially are to receive no olher form of
reperfusion therapy.
3.2, Dosage and Adminislralion
Method of administration

Subculaneous administration
The siles of subcutaneous injection should altemate between the left and the right
anterolateral and left and right posterolateral abdominal wall. To avoid the loss of
medicinal product when using the pre-filled syringe do not expel the air bubble from
the syringe before the injection. The whole length of the needle should be inserted
perpendicularly into a skin fold held between the thumb and the forefinger. The skin fold
should be held throughout the injection.
ARIXTRA is intended for use under a physician's guidance. Palients may self-inject
only if their physician determines that it is appropriate, and with medical follow-up as
necessary. Proper lrilning in subcutaneous injection technique should be provided,
Instruction for seff-administration is included in the package leaflet (see Mnstrucfions
for Use/Handling).

Iniravenous administration (first dose in STEMI patients only)
Intravenous administration should be through an existing intravenous line either directly
or using a small volume (25 or 50 mL) 0.9% saline minibag. To avoid the loss of
medicinal product when using the pre-filled syringe do not expel the air bubble from the
syringe before Ihe injection. The inlravenous tubing should be well flushed with saline
after injection to ensure that all of the medicinal product is administered. If administered
via a mini-bag, the infusion should be given over 1 to 2 minutes.
Adults
Prevention of YTE
Orthopaedic and abtfominal stirgery . the recommended dose of ARIXTRA is 2.5 mg
once daily, administered post-operatively by subeutaneous injection.
The timing of the firs| dose shauld be no earlier than 6 hours following surgical closure,
and only after haemostasis has been established (see Warnings and Precautions).
Treatment should be continued until the risk of venous thrombo-embolism has
diminished, usually until the patient is ambulant, at least 5 to 9 days after surgery.
Experience shows ihat in patients undergoing hip fracture surgery, the risk of
VIE continues beyond 9 days after surgery. In these patients Lhe use of prolonged
prophylaxis with ARIXTRA should be considered for up to an additional 24 days (see
Clinical Studies).
Medical patienls at risk of thromboembolic complications : the recommended dose
of ARIXTRA is 2.5 mg once daily administered by subcutaneous injection. A treatment
duration of 6 to 14 days has been clinically studied in medical patients (see Clinical
Studies).
Treatment of DVT and PE
gh? recommended dose of ARIXTRA to be administered by subcutaneous injection ance

aily is :

- 5 mg for body weight less than 50 kg;
- 7.5mg for body weight 50 to 100 kg;
- 10 mg for body weight greater than 100 kg.
Treatment should be continued for at least 5 days and until adequate oral anticoagulation
is established (International Normalised Ratio 2 to 3). Concomitam treatment with
vitamin K antagonist should be initiated as soon as possible, usually within 72 hours.
The usual duration of ARIXTRA treatment is 5 to 9 days (see Clinical Studies)
Treatment of Unstable Angina/Non-ST segment elevation myocardial infarction
(UA/NSTEMI)
The recommended dose of ARIXTRA is 2.5 mg once daily, administered by subcutaneous
injection. Trealment should be initiated as soon as possible following diagnosis and
continued for up to 8 days or until hospital discharge.
If a patient is to undergo percutaneous coronary intervention (PC), while an ARIXTRA,
unfractionated heparin (UFH) as per standard practice should be adminislered during
PCl, taking into account Iha patient's potenlial risk of bleeding, including the time since
the last dose of ARIXTRA (see Wamings and Precautions).
The timing of restarting subcutaneous ARIXTRA after sheath removal should be based
on clinical judgment. In the UA/NSTEMI clinical trial treatment with ARIXTRA was
restarted no earlier than 2 hours after sheath removal.
In patients who are to undergo coronary artery bypass graft (CABG) surgery, ARIXTRA
where possible, should nol be given during the 24 hours before surgery and may be
restarled 48 hours post-operatively.
Treatment of ST segment elevalion myocardial infarction {STEMI)
The recommended dose of ARIXTRA is 2.5 mg once daily. The first dose of ARIXTRA is
administered inlravenously and subsequent doses are administered by subculareous
injection. Treatment should be initiated as soon as possible following diagnosis and
continued for up to 8 days or until hospital discharge.

If a patient is to undergo non-primary percutaneous coronary intervention (PCI) while on
ARIXTRA, unfractionated heparin (UFH) as per standard practice should be administered
during PCI, taking inlo account he palient’s polential risk of bleeding, including the time
since the last dose of ARIXTAA (see Warnings and Precautions)

The timing of restarting subcutaneous ARIXTRA after shealh removal should be based
on clinical judgment, In the STEMI clinical irial reatment with ARIXTRA was restarted no
earlier than 3 hours after sheath removal.

In patients who are to undergo coronary artery bypass graft (CABG) surgery, ARIXTRA
where possible, should not be given during the 24 hours before surgery and may be
restarted 48 hours post-operatively.

Special Populations

Ghildren

The safely and efficacy of ARXTRA in patienls under the age of 17 has not been
established (See Clinical Studies)

Elderly (from 75 years)

ARIXTRA should be used with caution in elderly patients as renal function decreases
wilh age (see Renal impairment, Warnings and Precautions). In patients undergoing
surgery, the timing of lhe first dose of ARIXTRA requires strict adherence (see Warnings
and Precautions).

Patients with body weight less than 50 kg

Patients with body weight below 50 kg are at increased risk of bleeding (see Warmings
and Precautions). In patients undergoing surgery, the timing of the first dose of
ARIXTRA requires slrict adherence (see Warnings and Precaulions).

Renal impairment

Prevention of VTE

No: dosage reduction is taquired in patients with a creatinine clearance greater than or
aqual to 30 mL/min, In patients with a creatining clearance of between 20 o 30 mL/
min in whom the physician datermings that the banefit of thramboprophylaxis exceeds
tha risk, 4 dose of 2.5 mg on alternala days (each dose approximately 48 hours apart)
Is recommendad (sap Wamings and Precautions, Pharmacokinelics). ARITRA 1 nol
recommended for usa in patisnts with a srealinine clearance of less than 20mL/min fsee
Wamings aadf Preeautinns), In patisats undergoing surgery, the liming of the lest dose
of ARIXTRA requires strict adherence,

Treatment of VTE

No dosage reduction is required in patients with a creatinine clearance greater (han or
equalto 30 miJmin, ARNTAA should not be used in'patiants with a creatining clearance
of less than 30 mL/min (sae Warnings and Pracautions),

Treatment of UANSTEM! and STEMI

ARIXTRA is not racommended for use in patients with a creatinine clearance of less
than 20 ml/min (sea Warnings and Pracautions). No dosage raduction s retulred for
patients wifh a crealining claarance greater than or equal fo 20 mL/min,_—

Hepalic impairment
Mo dosing adjustment of ARIXTRA I5 necessary in patients with ale
fepatic impairment {see Pharmacokinelics). In patients with severe hepatic impairment,
ARIKTRA should be used with caution (ses Wamings and Precautions).

3.3 Contraindications

- Aclive diinlcally significant bleeding.
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- Known hyparsensitvity lo ARIXTRA ar any of the sxcipients. ( . _) drsain Kemeasan

- heule bacterial endocarditis,
- Severe renal impairment defined by crealinine <20mL/min.
3.4 Warnings and Precautions W’
Roule of administration — ARIXTRA must not be administered intramusculaily (see -
Dosage and Administration).
PCI and risk of guiding catheler thrombus - In STEMI patients undergoing primary
PCI for reperfusion, lhe use of ARXTRA prior to and during PCl is not recommended. In
UA/NSTEM! and STEMI patients undergoing non-primary PCI, the use of ARIXTRA as
the sole anticoagulant during PCI is not recommended, therefore UFH should be used
according to standard practice (See Dosage and Administration).
In a clinical trial comparing two dose regimens of UFH during non-primary PCI,
fondaparinux treated UA/STEMI patienls were randomized to receive eilher 'standard
dose UFH' (median dose 85 Urkg) or ‘low dose UFH' (median dose 50 Uskg). The
incidence of peri-PCI major bleeding was 1.2% with “standard dose UFH' and 1.4% with
‘low dose UFH' (see Clinical Studigs).
Clinical trial have shown a low but increased risk of guiding catheter thrombus in
patients treated solely with ARIXTRA for anticoagulation during PCI compared to
control. tncidences in non-primary PCl in UA/NSTEMI were 1.0% vs 0.3% (ARIXTRA
vs enoxaparin) and in primary PClin STEMI were 1.2% vs 0% (ARIXTRA vs control).
In fondaparinux-trealed UA/NSTEMI patients randomised to receive “standard dose”
or “low dose” regimens of UFH during non-primary PC, the incidences of catheter
thrombus were 0.1% and 0.5%, respectively (see Clinical Studies).
Haemorrhage — ARIXTRA, like other anticoagulamts must be used with caution in
conditions with an increased risk of haemorrhage, (such as congenital or acquired
bleeding disorders, active ulcerative gastrointestinal disease, recent imracranial
haemorrhage, shortly after brain, spinat or opithalmic surgery).
- Prevention and ireatment of VIE
Other medicinal products enhancing the risk of haemorrhage, with the exception
of vitamin K anfagonists used concomitantly for treatment af VTE, should not be
administered with ARIXTRA. If co-administration is essential, close monitoring is
recommended (see Inferactions).
- Prevention of VTE lollowing surgery (timing of lirst ARIXTRA injection)
The timing of the first injection requires strict adherence. The first dose should be
given no earfier thian 6 hours following surgical closure, and only after haemostasis
has been established. Administration before 6 hours has been associated with an
increased risk of major bleeding. Patients groups at particular risk are those from
75 years of age, body weight of less than 50 kg, or renal impairment with crealinine
clearance less than 50 mL/min.
- Trealment of UA/NSTEMI and STEMI
ARIXTRA should be used with caution in patienls who are being lreated concomitantly
with other medicinal products that increase the risk of haemorrhage {such as GPIlb/
la inhibitors or lhrombolytics).
Spinal/epidural anaesthesia/spinal puncture - Epidural or spinal haematomas
thal may result in long-term or permanent paralysis can occur with the use of
anticoagulants and spinal/epidural anaesthesia or spinal puncture. The risk of these
rare evenls may be higher with post-operalive use of indwelling epidural catheters
or the concomitant use of other medicinal products affecting haemostasis.
Elderly palients - The elderly population is al increased risk of bleeding. As renal
function generally decreases wilh age, eldery patients may show reduced eliminalion
and increased exposure of ARIXTRA. ARIXTRA should be used with caution in elderly
patients (see Dosage and Administration).
Low body weight - Patients wilh body weight less than 50 kg are at increased risk of
bleeding. Elimination of ARIXTRA decreases with weight decrease. ARIXTRA should be



used with caution In thase patents (see Oisage and Adaunisiakion).
Renal impairment - Tha plasma clzarance of fondaparinux decraases with the savanty
of renal impairment, and is associaled wilh an incraasad risk of haemarthaga (See
Pharmacokingfics).
Patients with renal impairmant, partizulasly those with a creatinine clearance of less than
30 mL/min are at increased risk of both major bleeding episodes and VTE.
- Prevention of VTE
There are limited clinical data available for the use of fondaparinux for prevention of
VTE in palienls with creatinine clearance (ess than 20 mL/min. Therefore, ARIXTRA
is not recommended for prevention of VTE in these patienis (see Dosage and
Adrministration, Pharmacokinelics).
- Treatmenl of VTE
There are limiled clinical data available for the use of tondaparinux for treatment
of VTE in palients wilh creatinine clearance of less than 30 mL/min. Therefore,
ARIXTRA is nol recommended for the treatment of VTE in these patients (see Dosage
and Administration, Pharmacokinetics)
Treatment of UAINSTEM! and STEMI
There are limited clinical data available on the use of ARIXTRA for the treatment of
UA/NSTEMI and STEMI in patients wilh creatinine clearance belween 20 to 30 mL/
min. Therefore the physician should determine if the benefit of lreatmenl outweighs
the risk (see Dosage and Adminisiration and Pharmacokinetics). ARIXTRA is not
recommended in patients with a creatinine clearance of less than 20 mL/min.
Severe hepalic impairment - In patients with an elevation in prothrombin time, (he
use of ARIXTRA should be considered with caution, because of an increased risk of
bleeding due to a possible deficiency of coagufalion faclors in patients with severe
hepatic impairment (see Dosage and Administration).
Heparin Induced Thrombocytopenia - ARIXTRA does not bind to platelet factor 4 and
does not cross-react with sera from patients with Heparin Induced Thrombocylopenia
(HIT)-type Il. It should be used with caution in patients with a history of HIT. The
efficacy and safety of ARXTRA have not been formally studied in HIT-type Il. Rare
spontaneous reports of HIT in palients treated wilh ARIXTRA have been received, To
date a causal association between treatment wilh ARIXTRA and the occurrence of HIT
has not been established.
Latex Allergy- The needle shield of the pre-filled syringe comtains dry natural latex
rubber that has the potenlial to cause allergic reactions in latex sensitive individuals.
3.5nteractions
Fondaparinux does nol markedly inhibit CYP450s (CYP1A2, CYP2A6, CYP2C3,
CYP2C19, CYP2D6, CYP2E1 or GYP3A4) in vitro. Thus, ARIXTRA is not expecled to
interact with ather medicinal products in vivo by inhibition of CYP-mediated metabolism,
Since fondaparinux does not bind significantly to plasma proteins other than ATIII, no
interaction with other medicinal producls by protein binding displacement are expected.
In clinical studies performed with fondaparinux, the concomitant use of warfarin
{oral anticoagulart), acetylsalicylic acid (platelet inhibitor), piroxicam (non-steroidal
anti-inflammatory), and digoxin (cardiac glycoside) did nol significantly affect the
pharmacokinetics or pharmacodynamics of fondaparinux, In addition fondaparinux
neither influenced the INR activity of warfarin, nor the bleeding time under acetylsalicylic
acid or piroxicam treatmen, nor the pharmacokinetics or pharmacodynamics of digoxin
at steady state.
3.6 Pregnancy and Lactation
Pregnancy
There are limited clinical data available on exposed pregnancies. ARIXTRA should not be
prescribed (o pregnant women unless the benefit outweighs the risk (see Non-Clinical
Information).
Lactation
Fondaparinux is excreted in rat milk but it is not known whether fondaparinux is excreted
in human milk. Breast-feeding is not recommended during treatment with ARIXTRA.
3.7 Eltects on Ability to Drive and Use Machines
No studies on the effect on lhe ability to drive and to use machines have been performed.
3.8 Adverse Reactions
Adverse reactions are listed below by system organ class and frequency and indication.
Frequencies are defined as : very common (=1/10), commen (=1/100, <1/10),
uncommon (=1/1,000, <1/100), rare (=1/10,000, <1/1,000), very rare (< 1/10,000).
These adverse reactions should be interpreted within the surgical or medical context of
the indications.

Clinical Trial Data

Infection and infestations

Rare : Post-operative wound infections.

Blood and lymphatic syslem disorders

Common ~ : Anaemia, bleeding (various sites including rare cases of intracraniay
intracerebral and retroperitoneal bleedings), purpura,

Uncommon Thrombacytopenia, thrombocythaemia,  abnormal  platelets,
coagulation disorder.

Immune system disorders

Rare . Allergic reaction (including very rare reports of angioedema,
anaphylacloid/anaphylactic reaction.)

Metabolism and nutrilion disorders

Rare : Hypokalaemia.

Nervous system disorders

Uncommon Headache.

Rare : hmdety, confusion, dizziness, somnolence, vertigo.

Vascular disorders

Rare Hypatepsion,

Respiratory thoracic and mediastinal disorders

Rare : Dyspnoea, coughing.

Gastrointestinal disorders

Uncommon Nausea, vomiting,

Rare . Abdominal pain, dyspepsia, gastrilis, constipation, diarrhoea.

Hepatobiliary disorders

Uncomman Abnormal liver funclion tests, hepatic enzymes increased.

Rare . Bilirubinaemia,

Skin and subcutaneous lissue disorders

Uncommon Rash, pruritus, wound secrelion,

General disorders and administralion sile condilions

Common  : Oedema.

Uncommon :  Fever.

Rare . Reaction at injection site, chesl pain, leg pain, fatigue, flushing,
Syncope.

3.9 Overdose

Symptoms and Signs

ARIXTRA doses above the recommended regimen may lead to an increased risk of
bleeding.

Treatment 0 ok e

Overdose associaled with bleeding complicaligns should lead 1o frdatmert:

discontinuation and search for the primary cause. Initialion of appropriate tharagy which

may include surgical haemostasis, blood replacements, liesh plasma lransfusion,

plasmapheresis sholuld be considered.

4. Pharmacological Properties —

4.1 Pharmacodynamics NGE -:\:)

Pharmacotherapeutic group : antilhrombolic agenls
C Code

BO1AX05

Mechanism af Action

Fontdaparinuy is a synthetic and selective inhibitor of activated Factor X (Xa). The

anfithrombotic aclivity of fondaparinux is the resuft of antithrombin Il (ATII) mediated

selective inhibition of Factor Xa. By binding sefeclively to ATIIl, fondaparinux potenliates

(about 300 times) the innate newtralization of Factor Xa by ATIII. Neulralisation of Factor

Xa interrupts the blood coagulation cascade and inhibits both thrombin formation and

Ihrombus development.

Fondaparinux does nol inactivale thrombin (activated Faclor Il) and has no known effect

on platefet function.

Pharmacodynamic Effects

At the 2.5 mg dose, fondaparinux does not have a clinically relevant atiect on routine

coagulation tests, sush as activated partial hromboplastin lime (aPTT), activated

clotling lima (ACT) or prothrombin lime (PT)nternational Normalised Ratio (INR) tesls

in plasma, nor bleeding time or fibrinolytic activity. However, rare spontaneous reports

of elevated aPTT have been received at the 2.5 mg dose.

Fondaparinux does not cross-react with sera from patients with Heparin Induced

Thrombocytopenia (HIT) type Il

Anti-Xa activity

The pharmacadynamicsipharmacokinetics of fondaparinix  are  derved  from

fondaparinux plasma concentrations quantified via anfi faclor Xa aclivity. Only

fondaparimix can be used o calibrate e anti-Xa assay, The International standards of

heparin or low molecular weight heparin (LMWH) are not appropriate for this use. As a

resutt, he concentration of fondaparinux s expressed as milligrams of the fondaparinux

calibratorfitre.

4.2 Pharmacokinetics

Absorplion

After subcutaneous dosing, fondaparinux is completely and rapidly absorbed (absolute

bioavailability 100%). Following a single subcutaneous injection of ARXTRA 2.5 mg

to young healthy subjects, peak plasma concentration, mean Cmax, of 0.34 mg/L, is

reached in appraximataly 2 hours. Plasma concentrations of half the mean C_ , values

are reached 25 min post-dosing.

In elderly healthy subjects, pharmacokinetics of fondaparinux are linear in the range of 2

to 8 mg by subcutaneous route, Following once daily subcutaneous dosing, steady state

of plasma levels is obtained after 3 to 4 days with a 1.3-fold increase in C_, and AUC.

Following a single iv bolus administration to heallhy elderly subjects, the

pharmacokinetics of fondaparinux are finear over {he therapeutics range.

In paliants undergoing hip replacement surgery receiving ARIXTRA 2.5 mg once daily

subcutaneously, the peak steady-state plasma concentration 15, on average, 0.39 to

0.50 g/l and is reached approvimately 3 hours post-dose. In these paliants, the

minimum steady-stale plasma concentration is 0,14 to 0.19 mg/L.

In patients with symptomatic deep vein thrombosis and pulmonary embolism

undergoing treatment with ARXTRA 5 mg (body weight less than 50 kg), 7.5 mg (body

weight 50 to 100 ka) and 10 mg (bady weight greater than 100 kp) subcutaneously

once daily, the body-weight-adjusted doses provide similar mean steady-state peaks

and minimum plasma coneenirations acrass all hody weight calegories, The mean

peak steady-state plasma concentration is in the range of 1.20 to 1.26 mg/L. In these

patients, the mean minimum steady-state plasma concentration is in the range of 0.46

t0 0.62 mg/L.

Distribution

In healthy adults, intravenously or subcutaneously administered fondaparinux distributes

mainly in blood and only 1 a minor extent in extravascular fluid, as demonstrated by

sleady state and non-steady state apparent volume of distribution of 7 to 11 L. Jn vilro,

landaparinuy |s highly (al least 94%) and specifieally bound to antithrambin NI (ATIN)

and toes nol bind significantly lo ofher plasma proteins, including platelet Factor 4

(PF4) or red blood cells.

Metaholism

In vivo metabolism of fondaparinux has not been investigated since the majority of the

administered dose is eliminated unchanged in urine in individuals with normal kidney

function.

Elimination

Fondaparinux is eliminated in urine mainly as unchanged drug. In healthy individuals, 64

to 77% of a single subcutaneous or infravenous dose is eliminated in urine in 72 hours.

The elimination half-life is about 17 hours in heatthy young subjects and about 21 hours

in healthy elderly subjects. In patients with normal renal function, the mean fondaparinux

clearance is 7.82 mL/min.

Special Patient Populations

Renal impairment

Fondaparinux elimination is prolonged in patients wilh renal impairment since the major

route of elimination is urinary excretion of unchanged drug. [n patients undergoing

prophylaxis following elective hip surgery or hip fracture surgery, the fotal clearance

of fondaparinux is approximately 25% lower in gatients with mild renal impairment

(creatinine clearance 50 to 80 mL/min), approximatzly 40% lower in patients with

moderate renal impairment (creatinine clearance 30 to 50 mL/min) and approximately

55% lower in patients with severe renal impairment (less than 30 mL/min}, compared

to patients with normal renal function. The associated terminal haff-life values were 29

hours in moderate and 72 hours in patients with severe renal impairment. A similar

relationship between fondaparinux clearance and extenl of renal impairment was

observed in DVT treatment patients.

Prevention of VTE

A population pharmacokinetlic model was developed using data obtained from

palients undergoing major orthopaedic surgery of the fower limbs (MOSLL) receiving

fondaparinux and included patients with creatinine clearance as low as 23.5 mL/

min. Pharmacokinetic simulations using this model showed that predicled average

exposures of fondaparinux in patients with creatinine clearance between 20-30mL/min

receiving 2.5 mg on aliernate days were similar to those seen in patients with mild to

moderate renal impairment (creatinine clearance 30 to 80 mL/min) receiving 2.5 mg

once daily (see Dosage and administration, Warnings and Precautions).

Hepatic impairmenl

Unbond concentrations of fondaparinux are expected to be unchanged in patients wilh

mild to moderate hepatic impairment, and therefore, no dose adjustment is necessary

based on pharmacokinetics. Following a single, subcutaneous dose of fondaparinux in

ma!
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subjects with moderate hepatic impaiment (Child-pugh Category 8), C__and AUC were
decreased by 22% and 39%, respeclively, as compared to subjects with normal fiver
function. The lower plasma concentrations of fondaparinux were attribuled to reduced
binding o ATl secondary to the lower ATIIl plasma concenlralions in subjects with
hepatic impairment thereby resulting in increased renal clearance of fondaparinux.

The pharmacokinetics of ARIXTRA has not been studied in patients with severe hepaic
ir:lpailrment (see Dosage and Administration, Warnings and Precautions).

Elderly

Fondaparinux elimination is prolonged in patients over 75 years old, In studies evaluating
ARIXTRA 2.5 mg prophylaxis in hip fracture surgery or eleclive hip surgery, the total
clearance of fondaparinux was approximately 25% lower in patienls over 75 years
old as compared to patienis less than 65 years old. A similar relationship between
fondaparinux clearance and age was observed in DVT lrealment patients.

Gender

No gender differences were observed after adjustment for body weight.

Race

Pharmacokinetic differences due lo race have not been studied prospeclively. However,
studies performed in Asian (Japanese) heaflhy subjects did not reveal a different
pharmacokinetic profile compared lo Caucasian healthy subjects. Similarly, based on
the resulls of population pharmacokinelic analysis conducted in palients undergoing
orthapaedic surgery, no plasma clearance differences were observed between black
and Caucasian patients.

Body weight

In patients weighing less than 50 kg lhe total clearance of fondaparinux sodium is
decreased by approximately 30% (see Warnings and Precautions).

4.3 Clinical Sludies

Prevention of venous thromboembalic events (VTE) in patients undergoing major
orthopaedic surgery of the lower limbs trealed up lo 9 days

The clinical program included palients undergoing major orthopaedic surgery of the
lower limbs such as hip fracture, major knee surgery or hip replacement surgery.
ARIXTRA 2.5 mg once daily starled 6 to 8 hours postoperatively was compared with
enoxaparin 40 mg once daily started 12 hours before surgery, or 30 mg twice daily
starled 12 to 24 hours after surgery, Both treatments were administered for 72 days.
In a pooled analysis of these studies, ARIXTAA was associaled with a significant
decrease in VIE compared to enoxaparin (6.8% versus 13.7%, respectively),
respective of the type of surgery performed. The majority of endpoint events consisted
mainly of distal DVT, but the incidence of proximal DVT was also significantly reduced.
The incidence of symptomatic VTE, including PE was not significanily different between
treatment groups.

In studies versus enoxaparin 40 mg once daily started 12 hours before surgery, major
bleeding was observed in 3.3% of ARIXTRA patients treated wilh the recommended
dose, compared to 2.6% with enoxaparin. In patients treated with ARXTRA according
lo the recommended regimen (6 hours after surgery), the rale of major bleeding was
2.8%. In studies versus enoxaparin 30 mg twice daily started 12 to 24 hours after
surgery, major bleeding was observed in 1.9% of ARXTRA patients treated with the
recommended dose, compared to 1.1% with enoxaparin.

Extended prophylaxis : Prevention of venous thromboembolic events (VTE) in
patients undergoing hip fracture surgery lreated for up to 24 days following an initial
prophylaxis of 1 week

Following treatment with 2.5 mg ARIXTRA for 7 + 1 day, hip fracture surgery patients
were randomised to receive ARIXTR4 2.5 mg once daily or placebo for an additional
21 + 2 days.

Extended prophylaxis with ARIXTRA provided a significant reduction in the overall rate of
VTE compared with placebo (1.4% versus 35%, respectively). ARIXTRA also provided a
significant reduction in the rate of symplomalic VTE (0.3% versus 2.7%, respectively).
Major bleeding, all at surgical site and none fatal, was observed in 2.4% ARIXTRA
patients compared to 0.6% with placeba.

Prevention of VIE in patients undergoing abdominal surgery at risk of
thromboembolic events

Patients were randomised to receive either ARXTR4 2.5 mg once daily or dakeparin
5000 1U once daily, with one 2500 U preoperative injection and a first 2500 IU
post-operative injection, for 7 + 2 days following abdominal surgery.

ARIXTRA was non-inferior to dateparin (VTE rates 4.6% versus 6.1%, respectively).
The incidence of symptomatic VIE was similar between treatment groups (0.4 % on
ARIXTRA versus 0.3% on dalteparin).

In patients undergoing cancer surgery, representing the major subgroup of the clinical
study {69% of the population) the VTE rate was 4.7 % in the ARIXTRA group versus 7.7%
in the dalteparin group.

Major bleeding was observed in 3.4% of the patients in the ARIXTAA group and in 2.4%
of the dalteparin group. In patients treated with ARIXTRA according to the recommended
regimen (6 hours after surgery), the rate of major bleeding was 2.8 %.

Prevention of VTE in medical patients

Acutely ill medical patients, aged 60 years or older and expected to require bed rest
for at least four days were randomised lo receive either ARXTRA 2.5 mg once daily
or placebo for 6 to 14 days. ARXTRA significantly reduced the overall rate of VTE
compared to placebo (5.6% versus 10.5%, respectively). The majority of evenls were
asymptomatic distal OVT, ARIXTRA also significantly reduced the rate of adjudicaled
fatal PE (0.0% versus 1.2%, respectively). Major bleeding was observed in one patient
{0.2%) in each group.

Er‘tla]a_tmem of deep vein thrombosis (OVT) and pulmanary embolism (PE)

In patients with a confirmed diagnosis of acute symptomatic DVT, ARIXTRA 5 mg (body
weight less than 50 kg),7.5 mg [body weight 50 kg to 100 kg) or 10 mg (body weight
greater than 100 kg) once daily, was compared to enoxaparin 1 mg/kg subcutaneously
twice daily. Palients were treated for at feast 5 days in conjunction with a vitamin K
antagonist which was continued for 90 + 7 days, with regular dose adjustments to
achieve an INR of 2 to 3.

ARIXTAA was demonstrated to be non-inferior to enoxaparin (VTE rates 3.9% and 4.1%
atDay 97, respectively). Major bleeding during the initial treatment period was observed
in 1.1% of ARIXTARA patients, compared to 1.2% with enoxaparin.

PE

In patients with a confirmed diagnasis of acute symptomalic PE, ARIXTRA 5 mg (body
weight less than 50 kg), 7.5 my (body weight 50 kg to 100 kg) or 10 mg (body waight
grealer than 100 kg) once daily, was compared to unfractionated heparin (UFH) iv.
bolus (5000 1U), followed by a continuous iv infusion adjusted to maintain 1.5 to 2.5
times aPTT cantrol value. Patienls were treated for at least 5 days in conjunction with a
Vitamin K antagonist which was continued for 90 + 7 days, wilh reqular dose
adjustments to achieve an INR of 2 to 3.

ARIXTRA was demonstrated to be non-inferior to UFH (VTE rates 3.8% and 5.0% at Day
97. respectively). Major bleeding during the initial treatmenl period was observed in
1.3% of ARIXTRA patients, compared lo 1.1% with UFH.

Treatmenl of unstable angina or non-ST segment elevation myocardial infarction
(UA/NSTEMI)

A double-blind, randomised, non-inferiority study (OASIS 5) assessed the safety
and efficacy of ARITRA 2.5 mg subcutaneously once daily versus enoxaparin
1 mgkg subcutaneously twice daily in approximately 20,000 palients with UA/NSTEMI.
The median reatment duration was 6 days in (he ARIXTRA treatment group and 5 days
in the enoxaparin Ireatment group. The mean age of the patients was 67 years, and
approximately 60% were aged at least 65 years. Approximately 40% and 17% of patients
had mild (creatinine clearance 50 lo less than 80 mL/min) or moderate (creatinine
clearance 30 to less than 50 mL/min) renal impairment, respectively.

The primary adjudicated endpoint was a composile of death, myocardial infarction
(M) and refractory ischaemia (Rl) within 9 days of randomisation. ARIXTRA was as
effeclive as enoxaparin on the primary endpoint, Of the patients treated with ARIXTRA
or enoxaparin, 5.8% and 5.7% of patients, respectively experienced an evert by Day
9 (hazard ratip 1.01,95% Cl, 0.90, 1.13, one-sided non-inferiority p value = 0.003).
There was a 17% reduction in the risk of all-cause mortality in favour of ARIXTRA by Day
30 (ARIKTAA, 2.9%, enoxaparin, 3.5%, hazard ratio 0.83, 95% C, 0.7, 0.97, p = 0.02)
thal was apparent by Day 14 (ARIXTRA, 2.1%, enoxaparin 2.4%, hazard ratio 0.86,
95% CI, 0.72, 1,04, p = 0.14) and sustained to Day 180 (ARIXTRA, 5.7%, enoxaparin,
6.4%, hazard ralio 0.89, 95% Cl, 0.80, 1.00, p = 0.05). The effects of ARIXTRA and
enoxaparin on the incidence of Ml and RI were similar at all time points. The efficacy
findings were consislent across demographic subgroups, including elderly and renally
impaired palienls, and across the range of concomitant medications and interventions.
Treatment with ARIXTRA was associated wilh a statistically and clinically significant
reduction in the incidence of major bleeding compared to enoxaparin, At Day 9 lhe
incidence of major bleeding on ARIXTRA and enoxaparin was 2.1% and 4.1%,
respectively (hazard ratio 0.52, 95% CI, 0.44, 0.61, p<0.001). The lower incidence
of major bleeding on ARIXTRA compared fo enoxaparin was also observed consistently
across demographic subgroups, including eldedy and renally impaired patients, and
when ARIXTRA was used concomitantly with aspirin, thienopyridines or GPIlb/illa
inhibitors.

In patients undergoing CABG surgery, the incidence of major bleeding at Day 9 was
similar on ARIXTRA and enoxaparin (9.7% and 9.8% respectively).

Treatment of unstable angina (UA) or non-ST segmenl elevation myocardial
infarction (NSTEMI) in patients who underwent subsequent PCl with adjunclive UFH
In a study of 3235 high-risk UA/NSTEMI patients scheduled for angiography and treated
with open-label fondaparinux (OASIS 8/FUTURA), the 2026 patients indicated for PCI
were randomized to receive one of twa double-blind dose regimens of adjunctive UFH.
All enrolled patients received fondaparinux 2.5 mg subculaneously, once daily for up to
8 days, or until hospital discharge. Randomised patients received either “low dose” UFH
regimen {50 U/kg irrespective of planned GPIIb/llla use; non ACT guided) or “standard
dose” UFH regimen (no GPIIb/llla use: 85 Ufkg, ACT guieded; planned GPUllb/lla use:
60U/kg, ACT guided) immediately prior to the start of the PCI,

The baseline characteristics and duration of fondaparinux treatmant were camparable
in both UFH groups. The primary oulcome was a composite of pen-PCI (defined a5 time,
of randomization up to 48 hours post-PCI) adjudicated major or minor bleeding, or majof
vascular access site complications. e

Incidence X ?dds p-value :
R Low Dose | Standard Ratia' (85%C1)
UFH Dose
N=1024 UFH
N=1002
Primary /1‘
Peri-PCI major or minor 4.7% 5.8% (L8O {054, l,1{'n- - e
bleeding, or major
vascular access site
complications il
Secondary (Q g
Peri-PCI major bleeding 1.4% 12% [1.14(053,249) | 078
Peri-PCl minor bleeding 0.7% 1.7% 0.40(0.16,097) | 0.042 |
Major vascular access 32% 43% 0.74(047,1.18) | 0.207
site complications
Peri-PCl major bleeding 5.8% 3.9% 1.51(1.0,2.28) 0.051
or death M or TVR at
Day 30
Death, Ml or TVA at 4.5% 29% |1.58(0.98,2.53)| 0.059
Day 30

1: Odds ratio: Low Dose/Standard Dose
Note: MI - myocardial infarction, TVR - target vessel revascularization

The incidences of calheter thrombus were 0.1% (1/1002) and 0.5% (5/1024), in
patients randomized to “standard dose” and “low dose” UFH respectively during PCI.
Four (0.3%) non-randomized patients experienced thrombus in (he diagnostic catheter
during coronary angiography. Twelve (0.37%) enrolled patients experignced Lhrombus
in the arterial sheats, of these 7 were reported during angiography and 5 were reported
during PCI.

Treatment of ST segment elevation myocardial infarction (STEMI)

A double blind, randomised study (DASIS 6) assessed the safely and efficacy of
ARIXTRA 2.5 mg once daily up to 8 days, or until hospital discharge, versus usual care
(placebo or UFH) in approximalely 12,000 palierts wilh STEMI. All patients received
standard treatments for STEMI at the invesligators discretion, including reperfusion
with primary PGl (31%), thrombolytics (45%) or no reperfusion (24%). The mean age
of the patients was 61 years, and approximately 40% were aged at least 65 years,
Approximately 40% and 14% of patients had mild (creatinine clearance 50 to less
than 80 mL/min) or moderate (creatinine clearance 30 to less than 50 mL/min) renal
impairment, respectively.

The primary adjudicated endpoint was a composite of death and recurrent MI (re-
MI) within 30 days of randomisation. The incidence of death/re-MI at Day 30 was
significantly reduced from 11,1% for the control group to 9.7% for the fondaparinux
group (hazard ratio 0.86, 95% Cl, 0.77, 0.96, p = 0.008). In the predefined stratum
comparing fondaparinux to placebo {i.e patients treated with nonfibrin specific Iytics
(77.3%), no reperfusion (22%), fibrin-specific lytics (0.3%), pimary PCI (0.4%), the
incidence of deathyre-MI at Day 30 was significantly reduced from 14.0% on placebo
to 11.3% (hazard ratio 0,80, 95% CI, 0.69, 0.93, p = 0.003). In the predefined stralum
comparing fondaparinux to UFH (patients treated with primary PCI (58.5%), fibrin
specific Iytics (13%), non specific Iytics (2.6%), and no perfusion (25.9%), the effects
of fondaparinux and UFH on the incident of deathyre-MI at Day 30 were not statistically
different: respectively, 8.3% vs 8.7% (HR 0.94, 95% Cl, 0.79, p = 0.460).



In patients for whom a thrombolytic was chosen as the reperfusion stralegy, ARIXTRA
reduced Ihe risk of death and re-Mi at Day 30. of the patients receiving thrombolylics
freated with ARIXTRA or control, 10.9% and 13.6%. respectively experienced an event
by Day 30 (hazard ratio 0.79, 95% CI, 0.68, 0.93, p = 0.003. In palients for whom
primary PCl was chosen as the reperfusion strategy, there was no efficacy benefil wilh
ARIXTRA. The incidence of death and re-MI at Day 30 in patients treated with ARIXTRA
and control were 6.0% and 4.8%, respectively (hazard ration 1.26, 95% Cl, 0.96, 1.66,
p=0.1). In palients who were treated without primary PCI or thrombolytic, ARIXTRA
reduced the risk of death and re-MI al Day 30. of the patients treated with ARIXTRA or
conlrol, 12.1% and 15.0% respectively experienced an event by Day 30 (hazard ratio
0.79, 95% CI, 0.65, 0.97. P=0.023). The efficacy findings were consistent acioss
demographic subgroups, including elderly and renally impaired patients, and across
the range of concomitant medications. Treatment with ARIXTRA was not associated with
an increased risk of bleeding in the overall population or in demographic subgroups,
including the elderly and renally impaired, and when used concomitantly with aspirin
and thienopyridines. Overall, 1.1% of patients treated with ARIXTRA and 1.4% of contral
patients experienced a severe haemorrhage, defined according to modified thrombolysis
in myocardial infarction crileria (TIMI), by Day 9.

In patients for whom a thrombolytic was chosen as the reperfusion strategy, the
incidence of severe haemorrhage at Day 9 was 1.3% on ARXTRA and 2.0% on control.
In palients for whom primary PGl was chosen as the reperfusion sirategy, the incidence
of severe haemorrhage al Day 9 was 1.0% on ARIXTRA and 0.4% on control, In
patients who were treated without primary PCI or thrombolylic, the incidence of severe
haemorrhage al Day 9 was 1.2% on ARIXTRA and 1.5% on conlrol.

Approximately 1% of palienls underwent CABG surgery. In these patients he incidence
of severe haemorrhage at day 9 was 6.9% on ARIXTRA and 17.1% on control.
Pre-clinical Safely Dala

No long-term sludies in animals have been performed to evaluate the carcinogenic
polential of fondaparinux sodium,

Fondaparinux sodium was not genotoxic in the Ames test, the mouse lymphoma cell
(L517BY/TK+) forward mutation test, the human lymphocyte chromosome aberration
test, the rat hepatocyte unscheduled DNA synthesis (UDS) test, or the rat micronucleus
test,

Reproduction studies have been performed in rats and rabbits at subcutaneous doses
up to 10 mg/kg/day (2pproximalely 5 and 12 times human exposure at a dose of 2.5
mg, or 2 and 4 times human exposure at a dose of 7.5 mg, based on AUC) and have
revealed no evidence of impaired fertility or harm to (he foelus due to fondaparinux
sodium. Because animal reproduction studies are not always predictive of human
response, ARIXTRA should not be prescribed to pregnant women unless the risk of VTE
outweighs the potential risk to the foetus.

5. Pharmaceutical particulars

5.1 List of Excipients

Sodium chloride

Water for injection

Hydrochloric acid or sodium hydroxide for pH adjustment as necessary.

5.2 Incompatibililies

In the absence of compatibility studies, ARIXTRA must not be mixed with other medicinal
products.

5.3 Shelf Life

The expiry date is indicated on the packaging.

if ARIXTRA is added to a 0.9% safine minibag it should ideally be infused immediately,
but can be stored at room temperature for up to 24 hours.

5.4 Special Precautions for Storage

Store below 25°C. Do not freeze,

5.5 Nature and Contents of Gontainer

ARIXTRA pre-filled single-use syringes are made of Type | glass barrel (1 mL) affixed
with a 27 gauge x 12.7 mm needle and stoppered with a bromobutyl or chlorobutyl
elastomer plunger stopper.

ARIXTRA 2.5 mg/0.5 mL is available in pack sizes of 2 and 10 pre-filled syringes with a
biue plunger and an automatic safety system,

ARIXTRA 5.0 mg/0.4 mi is available in pack sizes of 2 and 10 pre-filled syringes with an
orange plunger and an automatic safety system.

ARIXTRA 7.5 mg/0.6 mL is available in pack sizes of 2 and 10 pre-filled syringes with a
magenta plunger and an automatic safety system.

ARIXTRA 10.0 mg/0.8 ml is avaitable in pack sizes of 2 and 10 pre-filled syringes with a
violel plunger and an automatic safety system.

5.5 Instructions for Use/Handling

Parenteral sollions should be inspected visually for particulate matier and discoloration
prior to administration,

ARIXTRA is administered by subcutaneous or intravenous injection. il must not be
administered by intramuscular injeclions.

The subcutaneous injection is administered in the same way as with a standard syringe.
Intravenous administration should be through an existing inlravenous line either directly
or using a small volume (25 or 50 mL) 0.9% saline minibag.

The ARIXTRA pre-filled syringe has been designed with an autornatic needle protection
system to prevent needle stick injuries following injection.

:nstruclion for self-administralion by subcutaneous injection is included in the package
eaflet.

Any unused product or waste material should be disposed of in accordance with local
requirements.

Not all presentations are available in every country,

Step-by-step instructions

Parts of the syringes:

@ Needle

2 Plunger

@ Finger-grip

D Security deeve

Instructions for use

1. Wash your hands thoroughly with soap and water and dry them with a towel
2. Remove the syringe from the carton and check that:
the expiry dale has not passed
the 2.5 mg solution s dear and colowless and doesn't contain particles
the 5,7 3, and 10 mg solution is clear and colourless to slightly yellow and doesn t contain particles
the syringe has not been opened or damaged
3, Sitorlie down in a comfortable position, (hoose a place in the lowver abdominal {tummy) area, at

Teast 5 cm below your belly bulton {picture A). 5
Altemate the left and right side of the lawer abdominal area | |
al each injection- This will help lo reduce the discomfort at the My
Injection Site

Ifinjecting in the lower abdominal area is not possible, ask your
nurse or dodlor for advite

[

4. ean theinjection area with an alcohol wipe,

5. Remove the needle shield, by first twisling it (picture B} and .oy o o
then pullingit n a straight line away from the bady of the syringe
{picture B2). Discard the needle shield
Important note:

Don't touch the needle or allow it to touch any surface
before the imjection
Itis nomal to see a small air bubble in this syringe. Don't try to
remove this air bubble before making the injection - you
may lose some of the mediane il you do

S

. Gently pinch the skin that has been deaned to make &
fold Hold the fold hetyween fhe thim and the (orefinger during
the entire injection (picture C).

~

. Hold the syringe firmly by the finger grip. Insert the full
length of the needle at right angles into the skin fold (picture D).

8. Inject ALL of the contents of the syringe by pressing down Picture D
on the plunger as far as it goes (picture E)

9, Release the plunger and the needle will automatically .
withdraw from the skin and go back into the security sleeve
where it will be locked pesmanently (picture £),

Do not dispose of the used syringe in the household waste.
Dispose of it as your doctor or pharmacist has instructed.

HARUS DENGAN RESEP DOKTER
Anxtra Injection 25mg/05mL Box, 2 pfs @05 mL Reg No
DKI1785100943A1

Anixtra [njection 2 5mg/0 SmL. Box, 10 pfs @ 0 S mL Reg, No. DKI1785100943A1
Anxtra injection 5.0mg/0.4mL. Box, 2 pls 80 4 mL Reqp. o, OKI173510094381
Anxtra Injection 5.0mg/0.4mL Box, 10 pfs @ 0.4 mL Rt Hu. DI RS 100943801
Anxtra Injection 7.5Smg/0.6mL Box, 2 pis @ 0.6 mL Reg No. DKI178510094381
Anxtra Injection 7.5mg/0.6mL Box, 10 pfs @ 0 6 mL Req: No” DKI178510094381
Anxtra Injection 10 0mg/0 8L Box, 2pfs @0 8ml Reg No DKIT7851009439%:
Anxtra Injection 10.0mg/0 8mL Bex, 10 pis 20 8 mL Reg No. DKI178510094381
Manufactured by

Aspen Notre Dame de Bondeville

Hotre fame-d= Bandedlle, Trane

Imported by

PT Mitsubishi Tanabe Pharma Indonesia
Bandung, Indonesia
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