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ANNEX 1

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Angiox 250 mg powder for concentrate for solution for injection or infusion

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains 250 mg bivalirudin.

After reconstitution 1 ml contains 50 mg bivalirudin.
After dilution 1 ml contains 5 mg bivalirudin.

For excipients see section 6.1.

3. PHARMACEUTICAL FORM
Powder for concentrate for solution for injection or infusion.

White to off-white lyophilised powder

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Anticoagulant in patients undergoing percutaneous coronary intervention (PClI).
4.2 Posology and method of administration

Angiox is intended for intravenous use. This product should be administered by a physician
experienced in coronary intervention procedures.

Adults/Elderly

The recommended dose of Angiox is an intravenous bolus of 0.75 mg/kg body weight followed
immediately by an intravenous infusion at a rate of 1.75 mg/kg body weight/hour for at least the
duration of the procedure. The infusion may be continued for up to 4 hours post-PCI as clinically
warranted.

No dose adjustment is necessary provided renal functions are normal. In the presence of renal
insufficiency the infusion dose/rate should be adjusted. Caution should be exercised in the elderly due
to age-related decrease in renal function.

The activated clotting time (ACT) may be used to assess bivalirudin activity. ACT values 5 minutes
after bivalirudin bolus average 365 +/- 100 seconds. If the 5-minute ACT is less than 225 seconds, a
second bolus dose of 0.3 mg/kg should be administered.

In order to reduce the potential for low ACT values, the reconstituted and diluted product should be
thoroughly mixed prior to administration and the bolus dose administered by a rapid intravenous push.
Once the ACT value is greater than 225 seconds, no further monitoring is required provided the
1.75mg/kg infusion dose is properly administered.

The arterial sheath can be removed 2 hours after discontinuation of the bivalirudin infusion without
further ACT monitoring.



Renal insufficiency

In patients with renal insufficiency, monitoring of clotting time such as the ACT is recommended. In
patients with moderate renal impairment included in the pivotal phase 11l study (REPLACE-2) ACT
values assessed 5 minutes after bivalirudin bolus averaged 366 +/- 89 seconds. At the end of the PCI
procedure, the ACT values averaged 355 +/- 81seconds in these patients.

Patients with moderate renal impairment (GFR 30-59ml/min) should receive a lower infusion rate of
1.4 mg/kg/h. The bolus dose should remain 0.75 mg/kg.

The ACT should be checked at 5 minutes post bolus dose. If the ACT is less than 225 seconds, a
second bolus dose of 0.3 mg/kg should be administered and the ACT re-checked 5 minutes after the
administration of the second bolus dose.

Angiox is contraindicated in patients with severe renal insufficiency (GFR<30ml/min) and also in
dialysis-dependent patients (see section 4.3).

Hepatic impairment

No dose adjustment is needed. Pharmacokinetic studies indicate that hepatic metabolism of

bivalirudin is limited, therefore the safety and efficacy of bivalirudin have not been specifically

studied in patients with hepatic impairment.

Children and adolescents

The safety and effectiveness of bivalirudin in patients under 18 years have not been studied.

Use with GPI1Ib/Il1a inhibitors

Angiox can be used in conjunction with a GPIIb/Il1a inhibitor.

4.3 Contraindications

Angiox is contraindicated in patients:

. with active bleeding or increased risk of bleeding because of haemostasis disorders and/or
irreversible coagulation disorders

. in patients with a known hypersensitivity to bivalirudin or any of the excipients in the product,
or to hirudins

. with severe uncontrolled hypertension and subacute bacterial endocarditis

. with severe renal impairment (GFR<30ml/min) and in dialysis-dependent patients.

4.4  Special warnings and special precautions for use

Angiox is not intended for intramuscular use. Do not administer intramuscularly.

Haemorrhage: Patients must be observed carefully for symptoms and signs of bleeding during

treatment. Although most bleeding associated with bivalirudin occurs at the site of arterial puncture in

patients undergoing PCI, haemorrhage can occur at any site during therapy. Unexplained decreases in

haematocrit, haemoglobin or blood pressure may indicate haemorrhage. Treatment should be stopped

if bleeding is observed or suspected.

There is no known antidote to bivalirudin but its effect wears off quickly (T%z is 35 to 40 minutes).



Hypersensitivity: Allergic type hypersensitivity reactions were reported uncommonly in clinical trials.
Necessary preparations should be made to deal with this. Patients should be informed of the early
signs of hypersensitivity reactions including hives, generalised urticaria, tightness of chest, wheezing,
hypotension and anaphylaxis. In the case of shock, the current medical standards for shock treatment
should be applied. Anaphylaxis, including anaphylactic shock with fatal outcome has been reported
very rarely in post-marketing experience (see section 4.8).

Treatment-emergent positive bivalirudin antibodies are rare and have not been associated with clinical
evidence of allergic or anaphylactic reactions. Caution should be exercised in patients previously
treated with lepirudin who had developed lepirudin antibodies.

Intra-procedural thrombus formation has been observed during gamma brachytherapy procedures with
Angiox.

Angiox should be used with caution during beta brachytherapy procedures.
4.5 Interaction with other medicinal products and other forms of interaction

Patients can be started on Angiox 30 minutes after discontinuation of unfractionated heparin given
intravenously, or 8 hours after discontinuation of low molecular weight heparin given subcutaneously.

Drug-drug interaction studies have been conducted with platelet inhibitors, including acetylsalicylic
acid, ticlopidine, clopidogrel, abciximab, eptifibatide, or tirofiban. The results do not suggest
pharmacodynamic interactions with these medicinal products.

From the knowledge of their mechanism of action, combined use of anti-coagulant drugs (heparin,
warfarin, thrombolytics or antiplatelet agents) can be expected to increase the risk of bleeding.

In any case, when bivalirudin is combined with a platelet inhibitor or an anticoagulant drug, clinical
and biological parameters of haemostasis should be regularly monitored.

4.6  Pregnancy and lactation

There are no adequate data from the use of bivalirudin in pregnant women. Animal studies are
insufficient with respect to effects on pregnancy, embryonal/foetal development, parturition or post-
natal development (see section 5.3). The potential risk for humans is unknown.

Angiox should not be used during pregnancy unless clearly necessary.

It is not known whether bivalirudin is excreted in human milk. Angiox should be administered with
caution in breast-feeding mothers.

4.7  Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.

4.8 Undesirable effects

The following adverse reaction data is based on a clinical study of bivalirudin in 6000 patients
undergoing PCI, half of whom were treated with bivalirudin. Adverse events were more frequent in
females and in patients more than 65 years of age in both the bivalirudin and the heparin-treated

comparator groups compared to male or younger patients.

Approximately 30% of patients receiving bivalirudin experienced at least one adverse event and 3%
experienced an adverse drug reaction.



Platelets, bleeding and clotting
Bleeding data were collected separately from adverse events.

Major bleeding was defined as the occurrence of any of the following: intracranial haemorrhage,
retroperitoneal haemorrhage, blood loss leading to a transfusion of at least two units of whole blood or
packed red blood cells, or bleeding resulting in a haemoglobin drop of more than 3 g/dl, or a fall in
haemoglobin greater than 4 g/dl (or 12% of haematocrit) with no bleeding site identified. Minor
haemorrhage was defined as any observed bleeding event that did not meet the criteria for a major
haemorrhage. Minor bleeding occurred very commonly (= 1/10) and major bleeding occurred
commonly (=1/100 and <1/10).

Both minor and major bleeds were significantly less frequent with bivalirudin than the heparin plus
GPIIb/Ila inhibitor comparator group. Major bleeding occurred most frequently at the sheath
puncture site (see Table 1). Other less frequently observed bleeding sites with greater than 0.1%
(uncommon) bleeding included *“other” puncture site, retroperitoneal, gastrointestinal, ear, nose or
throat.

Table 1. Bleeding site frequency data (bivalirudin versus heparin + GPI1b/l11a inhibitor).

heparin
bivalirudin +GPlIb/111a
Bleeding site (N=2994) inhibitor p-value
% (N=3008)
%

Sheath puncture site 0.8 2.5 0.001
Other puncture site 0.2 0.2 1.000
Retroperitoneal 0.2 0.5 0.062
Gastrointestinal 0.1 0.6 0.003
Ear, Nose or Throat 0.1 0.3 0.085
Genitourinary <0.1 0.2 0.125
Intracranial <0.1 0.1 1.000
Cardio/pulmonary 0.1 0.3 0.035
Other 0.4 0.5 0.556

Other adverse event reactions are listed by body system. The following categories are used to rank the
undesirable effects by frequency of occurrence: very common (=1/10); common (=1/100 and <1/10);
uncommon (=1/1000 and <1/100); rare (=1/10,000 and <1/1,000); and very rare (<1/10,000), including
isolated reports.

Blood and the lymphatic system disorders

Uncommon: thrombocytopenia, anaemia.

Thrombocytopenia occurred in 20 bivalirudin-treated patients participating in the REPLACE-2 study
(0.7%). The majority of these patients received concomitant acetylsalicylic acid and clopidogrel, and
9 out of the 20 patients also received a GPIIb/Illa inhibitor. The mean time to nadir platelet count was
38 hours. Mortality among these patients was nil.

Immune system disorders
Uncommon: allergic reaction

Nervous system disorders
Uncommon: headache

Cardiac disorders
Uncommon: ventricular tachycardia, angina pectoris, bradycardia



Vascular disorders
Uncommon: thrombosis, hypotension, haemorrhage, vascular disorder, vascular anomaly

Respiratory, thoracic, and mediastinal disorders
Uncommon: dyspnoea

Gastrointestinal disorders
Uncommon: nausea, vomiting

Skin and subcutaneous tissue disorders
Uncommon: rash

Musculoskeletal and connective tissue disorders
Uncommon: back pain

General disorders and administration site conditions
Uncommon: injection site haemorrhage, injection site pain, chest pain

Post-marketing experience

Adverse reactions that have been reported from post-marketing experience (approximately 300,000
patients exposed) and that have not been reported above are as follows:

Immune system disorders:
Very rare: Anaphylactic reaction, anaphylactic shock including fatal shock, hypersensitivity.

Vascular disorders:
Very rare: thrombus, including fatal thrombus.

4.9 Overdose
Although there has been no experience of overdose in human clinical trials, single bolus doses of
bivalirudin up to 7.5mg/kg have been reported without associated bleeding or other adverse events.

The ACT reached a peak of 470 seconds in one patient.

In cases of overdose, treatment with bivalirudin should be immediately discontinued and the patient
monitored closely for signs of bleeding.

In the event of major bleeding, treatment with bivalirudin should be immediately discontinued. There
is no known antidote to bivalirudin, however, bivalirudin is haemo-dialysable.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antithrombotic agent, ATC code BO1AEQ6.

Angiox contains bivalirudin, a direct and specific thrombin inhibitor that binds both to the catalytic
site and the anion-binding exosite of fluid-phase and clot-bound thrombin.

Thrombin plays a central role in the thrombotic process, acting to cleave fibrinogen into fibrin
monomers and to activate Factor XIII to Factor Xllla, allowing fibrin to develop a covalently cross-
linked framework that stabilises the thrombus. Thrombin also activates Factors V and V111, promoting



further thrombin generation, and activates platelets, stimulating aggregation and granule release.
Bivalirudin inhibits each of these thrombin effects.

The binding of bivalirudin to thrombin, and therefore its activity, is reversible as thrombin slowly
cleaves the bivalirudin, Args-Pro,, bond, resulting in recovery of thrombin active site function. Thus,
bivalirudin initially acts as a complete non-competitive inhibitor of thrombin, but transitions over time
to become a competitive inhibitor enabling initially inhibited thrombin molecules to interact with other
clotting substrates and to coagulation if required.

In vitro studies have indicated that bivalirudin inhibits both soluble (free) and clot-bound thrombin.
Bivalirudin remains active and is not neutralised by products of the platelet release reaction.

In vitro studies have also shown that bivalirudin prolongs the activated partial thromboplastin time
(@aPTT) thrombin time (TT) and pro-thrombin time (PT) of normal human plasma in a concentration-
dependent manner and that bivalirudin does not induce a platelet aggregation response against sera
from patients with a history of Heparin-Induced Thrombocytopenia/Thrombosis Syndrome
(HIT/HITTS).

In healthy volunteers and patients, bivalirudin exhibits dose- and concentration dependent
anticoagulant activity as evidenced as prolongation of the ACT, aPTT, PT, INRand TT. Intravenous
administration of bivalirudin produces measurable anticoagulation within minutes.

In clinical studies bivalirudin has been shown to provide adequate anticoagulation during PCI
procedures.

The pharmacodynamic effects of bivalirudin may be assessed using measures of anticoagulation
including the ACT. The ACT value is positively correlated with the dose and plasma concentration of
bivalirudin administered. Data from 366 patients indicates that the ACT is unaffected by concomitant
treatment with a GPI1b/Illa inhibitor.

The 30-day results based on quadruple and triple endpoints from a randomized, double-blind trial of
over 6,000 patients undergoing PCI (REPLACE-2), are shown in Table 2. Major bleeding in
REPLACE-2 was defined by non-TIMI criteria.

Table 2. REPLACE-2 Study results: 30-day endpoints (intent-to-treat and per-protocol
populations)

Intent-to-treat Per-protocol
bivalirudin heparin heparin
Endpoint (N=2994) + GPlIb/llla | bivalirudin | + GPllIb/llla
% inhibitor (N=2902) inhibitor
(N=3008) % (N=2882)
% %
Quadruple endpoint 9.2 10.0 9.2 10.0
Triple endpoint* 7.6 7.1 7.8 7.1
Components:
Death 0.2 0.4 0.2 0.4
Myocardial Infarction 7.0 6.2 7.1 6.4
Major bleeding** 24 4.1 2.2 4.0
(based on non-TIMI
criteria - see section
4.8)
Urgent 1.2 14 1.2 1.3
revascularization

* excludes major bleeding component. **p<0.001



Heparin-induced thrombocytopenia (HIT) and heparin-induced thrombocytopenia-thrombosis
syndrome (HIT/HITTS): Clinical trials in a small number of patients have provided limited
information about the use of Angiox in patients with HIT/HITTS.

5.2  Pharmacokinetic properties

The pharmacokinetic properties of bivalirudin have been evaluated and found to be linear in patients
undergoing Percutaneous Coronary Intervention (PCI).

Absorption: The bioavailability of bivalirudin for intravenous use is complete and immediate. The
mean steady-state concentration of bivalirudin following a constant intravenous infusion of
2.5 mg/kg/h is 12.4 pg/ml.

Distribution: Bivalirudin is rapidly distributed between plasma and extracellular fluid. The steady-state
volume of distribution is 0.1 litre/kg. Bivalirudin does not bind to plasma proteins (other than
thrombin) or to red blood cells.

Biotransformation: As a peptide, bivalirudin is expected to undergo catabolism to its constituent amino
acids, with subsequent recycling of the amino acid in the body pool. Bivalirudin is metabolized by
proteases, including thrombin. The primary metabolite resulting from the cleavage of Args-Pro, bond
of the N-terminal sequence by thrombin is not active because of the loss of affinity to the catalytic
active site of thrombin. About 20% of bivalirudin is excreted unchanged in the urine.

Elimination: The concentration-time profile following intravenous administration is well described by
a two-compartment model. Elimination follows a first order process with a terminal half-life of 25 +
12 minutes in patients with normal renal function. The corresponding clearance is about 3.4

0.5 ml/min/kg.

Hepatic Insufficiency: The pharmacokinetics of bivalirudin have not been studied in patients with
hepatic impairment but are not expected to be altered because bivalirudin is not metabolized by liver
enzymes such as cytochrome P-450 isozymes.

Renal Insufficiency: The systemic clearance of bivalirudin decreases with glomerular filtration rate
(GFR). The clearance of bivalirudin is similar in patients with normal renal function and those with
mild renal impairment. Clearance is reduced by approximately 20% in patients with moderate or
severe renal impairment, and 80% in dialysis-dependent patients (Table 3).

Table 3. Pharmacokinetic parameters for bivalirudin in patients with normal and impaired
renal function.

Renal function (GFR) Clearance Half-life (minutes)
(ml/min/kg)
Normal renal function (> 90ml/min) 3.4 25
Mild renal impairment (60-89 ml/min) 3.4 22
Moderate renal impairment (30-59 ml/min) 2.7 34
Severe renal impairment (10-29 ml/min) 2.8 57
Dialysis dependent patients (off-dialysis) 1.0 3.5 hours

In patients with renal insufficiency, coagulation parameters such as the ACT should be monitored
during Angiox therapy.



Elderly: Pharmacokinetics have been evaluated in elderly patients as part of a renal pharmacokinetic
study. Dose adjustments for this age group should be on the basis of renal function, see section 4.2.

Gender: There are no gender effects in the pharmacokinetics of bivalirudin.

Weight: Bivalirudin dose is body weight adjusted in mg/kg.

5.3 Pre-clinical safety data

Toxicity in animals upon repeated or continuous exposure (1 day to 4 weeks at exposure levels of up
to 10 times the clinical steady state plasma concentration) was limited to exaggerated pharmacological
effects. Comparison of the single and repeated dose studies revealed that toxicity was related
primarily to duration of exposure. All the undesirable effects, primary and secondary, resulting from
excessive pharmacological activity were reversible. Undesirable effects that resulted from prolonged
physiological stress in response to a non-homeostatic state of coagulation were not seen after short
exposure comparable to that in clinical use, even at much higher doses. Based on this, no special
hazard is foreseen in humans.

Bivalirudin is intended for short-term administration and therefore no data on the long-term

carcinogenic potential of bivalirudin are available. However, bivalirudin was not mutagenic or
clastogenic in standard assays for such effects.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mannitol
Sodium hydroxide solution 2% (for pH adjustment).

6.2 Incompatibilities

Angiox should be administered via an intravenous line.

The following medicinal products should not be administered in the same intravenous line as
bivalirudin since they result in haze formation, micro-particulate formation or gross precipitation;
alteplase, amiodarone HCI, amphotericin B, chlorpromazine HCI, diazepam, prochlorperazine
edisylate, reteplase, streptokinase and vancomycin HCI.

6.3  Shelf life

4 years.

Reconstituted solution: Chemical and physical in-use stability has been demonstrated for 24 hours at
2-8°C.

Diluted solution: Chemical and physical in-use stability has been demonstrated for 24 hours at 25°C.
From a microbiological point of view, the product should be used immediately. If not used
immediately, in use storage times and conditions prior to use are the responsibility of the user and
would normally not be longer than 24 hours at 2 — 8 °C, unless reconstitution/dilution has taken place

in controlled and validated aseptic conditions.

6.4  Special precautions for storage



Lyophilised powder: Do not store above 25°C.

Reconstituted solution: Store in a refrigerator (2 — 8°C). Do not freeze.
Diluted solution: Do not store above 25°C. Do not freeze.

6.5 Nature and contents of container

Angiox is supplied as a lyophilised powder in 10 ml single use glass vials (Type 1) closed with a butyl
rubber stopper and sealed with a crimped aluminum seal.

Angiox is available in packs of 2 and 10 vials.

Not all pack sizes may be marketed.

6.6 Instructions for use, handling and disposal

Instructions for administration

Aseptic procedures should be used for the preparation and administration of Angiox.

Add 5ml sterile water for injections to one vial of Angiox and swirl gently until completely dissolved
and the solution is clear.

Withdraw 5ml from the vial, and further dilute in a total volume of 50ml of glucose solution for
injection 5%, or sodium chloride 9mg/ml (0.9%) solution for injection to give a final bivalirudin
concentration of 5mg/ml.

Discard any unused solution.

The reconstituted/diluted solution should be inspected visually for particulate matter and
discolouration. Solutions containing particulate matter should not be used.

The reconstituted/diluted solution will be a clear to slightly opalescent, colourless to slightly yellow
solution.
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ANNEX 11

A. MANUFACTURING AUTHORISATION HOLDER
RESPONSIBLE FOR BATCH RELEASE

B. CONDITIONS OF THE MARKETING AUTHORISATION



A MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH
RELEASE

Name and address of the manufacturer responsible for batch release

Nycomed Austria GmbH, Peter Strasse 25, 4020 Linz, Austria

B CONDITIONS OF THE MARKETING AUTHORISATION

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON
THE MARKETING AUTHORISATION HOLDER

Medicinal product subject to restricted medical prescription (See Annex I: Summary of Product
Characteristics, 4.2).

. OTHER CONDITIONS

The holder of this marketing authorisation must inform the European Commission about the marketing
plans for the medicinal product authorised by this decision.



ANNEX 111

LABELLING AND PACKAGE LEAFLET



A. LABELLING



PARTICULARS TO APPEAR ON THE OUTER PACKAGING OR, WHERE THERE IS NO
OUTER PACKAGING, ON THE IMMEDIATE PACKAGING

Outer carton (pack of 2 vials).

| 1. NAME OF THE MEDICINAL PRODUCT

Angiox 250 mg powder for concentrate for solution for injection or infusion.
bivalirudin

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial contains 250 mg bivalirudin.
After reconstitution 1 ml contains 50 mg bivalirudin.
After dilution 1ml contains 5 mg bivalirudin.

| 3. LIST OF EXCIPIENTS

Mannitol, sodium hydroxide 2 %.

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate for solution for injection or infusion.
2 vials.

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use.
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 1. OTHER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRY DATE

EXP {MM/YYYY}



9. SPECIAL STORAGE CONDITIONS

Lyophilised powder: Do not store above 25°C.
Reconstituted solution: Store in a refrigerator (2 — 8°C). Do not freeze.

Diluted solution: Do not store above 25°C. Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused solution should be discarded.

| 11.  NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

The Medicines Company UK Ltd
Suite B

Park House

11 Milton Park

Abingdon

Oxfordshire

0X14 4RS

UNITED KINGDOM

| 12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/04/289/002

| 13. MANUFACTURER’S BATCH NUMBER

Lot {number}

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE




PARTICULARS TO APPEAR ON THE OUTER PACKAGING OR, WHERE THERE IS NO
OUTER PACKAGING, ON THE IMMEDIATE PACKAGING

Outer carton (pack of 10 vials).

| 1. NAME OF THE MEDICINAL PRODUCT

Angiox 250 mg powder for concentrate for solution for injection or infusion.
bivalirudin

| 2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial contains 250 mg bivalirudin.
After reconstitution 1 ml contains 50 mg bivalirudin.
After dilution 1ml contains 5 mg bivalirudin.

| 3. LIST OF EXCIPIENTS

Mannitol, sodium hydroxide 2 %.

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder for concentrate for solution for injection or infusion.
10 vials.

| 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use.
Read the package leaflet before use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children.

| 1. OTHER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRY DATE

EXP {MM/YYYY}



9. SPECIAL STORAGE CONDITIONS

Lyophilised powder: Do not store above 25°C.
Reconstituted solution: Store in a refrigerator (2 — 8°C). Do not freeze.

Diluted solution: Do not store above 25°C. Do not freeze.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused solution should be discarded.

| 11.  NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

The Medicines Company UK Ltd
Suite B

Park House

11 Milton Park

Abingdon

Oxfordshire

0X14 4RS

UNITED KINGDOM

| 12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/04/289/001

| 13. MANUFACTURER’S BATCH NUMBER

Lot {number}

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE




MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Vial

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Angiox 250 mg powder for concentrate for solution for injection or infusion
Intravenous use

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use.

3. EXPIRY DATE

EXP {MM/YYYY}

| 4. BATCH NUMBER

Lot {number}

B CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

250 mg bivalirudin
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B. PACKAGE LEAFLET
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PACKAGE LEAFLET
Read all of this leaflet carefully before you start using this medicine.

- Keep this leaflet. You may need to read it again.

- If you have further questions, please ask your doctor or your pharmacist.

- This medicine has been prescribed for you personally and you should not pass it on to others. It
may harm them, even if their symptoms are the same as yours.

In this leaflet:

What Angiox is and what it is used for
Before you use Angiox

How to use Angiox

Possible side effects

Storing Angiox

Further information

SouhrwdE

Angiox 250 mg powder for concentrate for solution for injection or infusion.
bivalirudin

- The active substance is bivalirudin. Each vial contains 250 mg bivalirudin. After reconstitution,
1ml contains 50 mg bivalirudin. After further dilution, 1ml contains 5 mg bivalirudin.
- The other ingredients are mannitol and sodium hydroxide.

The Marketing Authorisation Holder is:

The Medicines Company UK Limited
Suite B

Park House

11 Milton Park

Abingdon

Oxfordshire

0X14 4RS

UNITED KINGDOM

The Manufacturer is:
Nycomed Austria GmbH
St Peter Strasse 25,

A 4020 Linz

AUSTRIA

1. What is Angiox and what is it used for?

Angiox is a powder for concentrate for solution for injection or infusion. It is available in cartons
containing 2 and 10 vials. Not all pack sizes may be marketed.

Angiox is a white to off-white powder that must be dissolved in water and then diluted before use.
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Angiox is an antithrombotic medicine. Antithrombotics are medicines that prevent the formation of
blood clots (thrombosis).

Angiox is used in patients who are undergoing a surgical procedure to treat blockages in blood vessels
(angioplasty or percutaneous coronary intervention — PCI).

2. Before you use Angiox
Do not use Angiox

- If you are hypersensitive (allergic) to bivalirudin or any of the other ingredients of Angiox

- If you have, or have recently had bleeding from your stomach, intestines, bladder or other organs
for example if you have seen abnormal blood in your stool or urine (except from menstrual
bleeding).

- If you have had difficulty with your blood clotting or a low blood platelet count.

- If you have, or have had severe uncontrolled hypertension (high blood pressure).

- If you have, or have had an infection of the heart tissue.

- If you have severe kidney problems or if you need dialysis.

Take special care with Angiox

- Angiox must only be given by injection or infusion into a vein.

- During the procedure, your Doctor will check you for any signs of bleeding. Should bleeding
occur, treatment will be stopped. The effect of Angiox wears off quickly.

- Before the start of the procedure, your Doctor will inform you about the signs of hypersensitivity
(allergic) reaction. This reaction occurs rarely.

- If you undergo a type of procedure called ‘beta or gamma brachytherapy’, your Doctor will
monitor you extra carefully.

Tell your doctor:

- If you notice signs of bleeding.

- If you start to itch, if you have difficulty breathing or if you notice a skin rash (hives).
- If you have, or have had severe kidney problems.

- If you have been treated before with similar medicines to Angiox (e.g. lepirudin).
Pregnancy

You must tell your doctor if you are pregnant or planning to become pregnant.

The use of Angiox in pregnancy is recommended only if it is very important that you have it. Your
doctor will consider whether or not this treatment is appropriate for you.

Breast-feeding

You must tell your doctor if you are breast-feeding.
If you are breast-feeding, your doctor will consider whether Angiox should be used.
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Taking other medicines

Please inform your doctor or hospital pharmacist if you are taking or have recently taken any other
medicines, even those not prescribed.

Be sure to tell your doctor if you are taking any of the following medicines:
- blood thinners (anticoagulants) or
- medicines that prevent blood clots;

as these medicines may increase the risk of bleeding when given at the same time as Angiox.

3. How to use Angiox

Angiox is for intravenous use.

Angiox is given into the vein by injection followed by an infusion (drip solution).

Your doctor will determine how much Angiox you are given. The dose given depends on your weight.
The recommended dose is 0.75mg/kg body weight as an injection, followed by an infusion (drip
solution) of 1.75mg/kg body weight/hour.

The infusion can continue for up to 4 hours depending on your clinical condition.

The dose of Angiox will be reduced if you have moderate kidney problems.

4, Possible side effects

Like all medicines, Angiox can have side effects.

If side effects do occur they may need medical attention.

The most common side effect of Angiox treatment is bleeding or complications related to bleeding.
If you notice bleeding tell your doctor or nurse immediately.

Allergic or hypersensitivity reactions to Angiox can occur. If you develop hives, generalised itching
(urticaria) or tightness of the chest you must tell your doctor or nurse immediately.

Other side effects of Angiox are uncommon but can include; a reduction in blood clotting components,
headache, chest pain, changes in heart rate, blood clots, low blood pressure, shortness of breath,
nausea, vomiting, rash, back pain and pain or bleeding at the injection site.

If you notice any side effects not mentioned in this leaflet please inform your doctor.

5. Storing Angiox
Lyophilised powder: Do not store above 25°C.
Reconstituted solution: Store in a refrigerator (2 — 8°C). Do not freeze.

Diluted solution: Do not store above 25°C. Do not freeze.
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6. FURTHER INFORMATION

For any information about this medicinal product, please contact the local representative of the
Marketing Authorisation Holder.

Belgié/Belgique/Belgien
Nycomed Belgium
Chaussée de Gand 615
Gentsesteenweg

B-1080 Bruxelles / Brussel / Brissel

Tél/Tel: + 32 2 464 06 11

Ceska republika
Nycomed

Langebjerg 1
DK-4000 Roskilde
Dénsko

Tel: +4546 77 11 11

Danmark

Nycomed Danmark ApS
Langebjerg 1

DK-4000 Roskilde

TIf: +4546 77 11 11

Deutschland

Nycomed Pharma GmbH
Edisonstrasse 16

D-85716 Unterschleissheim
Tel: + 49 8937 00370

Eesti

Nycomed SEFA AS
Pirita tee 20T
EE-10127 Tallinn
Tel: +372 6112 569

EALGoa
Ferrer-Galenica A.E.
Aydiéng 2

GR-104 37 Af6nva
TnA: +30 210 5281700

Espafia

Ferrer Farma, S.A.
Gran Via Carlos 111, 94
E- 08028 Barcelona
Tel.: +34 93 600 37 00

France

Nycomed France SAS

Rue Gustave Eiffel 22

F-78306 Poissy Cedex

Tel: +33 139224019

Luxembourg/Luxemburg
Nycomed Belgium

Chaussée de Gand 615 Gentsesteenweg

B-1080 Bruxelles / Brissel
Belgique/Belgien
Tél/Tel: + 322 464 06 11

Malta

Nycomed

Langebjerg 1
DK-4000 Roskilde
Denmark

Tel: +4546 77 11 11

Magyarorszag
Nycomed

Langebjerg 1
DK-4000 Roskilde
Dénia

Tel: +4546 77 11 11

Nederland

Nycomed Nederland B.V.
Nikkelstraat 5

NL-4823 AE Breda

Tel: +31 76 548 16 00

Norge

Nycomed Pharma AS
Drammensveien 852
N-1372 Asker

TIf: + 47 6676 3030

Osterreich

Nycomed Austria GmbH
Lembdckgasse 49
A-1230 Wien

Tel: + 43 1601 340

Polska

Nycomed Polska Sp.z.0.0.
Dworkowa 3

PL-00-784 Warsaw

Tel: + 48 22 3131880

Portugal

Ferrer Azevedos, S.A.
Edificio Azevedos
Estrada Nacional 117-2
P-2614-503 Amadora
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Tel.: +351 21 47 25 900
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Ireland

Nycomed UK Ltd.
The Magdalen Centre
Oxford Science Park
Oxford OX4 4GA-UK
United Kingdom

Tel: + 44 1865 784500

Island

Nycomed

Langebjerg 1
DK-4000 Roskilde
Danmork

Tel: +4546 77 11 11

Italia

Nycomed Italy S.r.1.

Via Carducci, 125 — Edificio A
1-20099 Sesto San Giovanni (MI)
Tel : +39 02 249893.01

Kvunpog

Nycomed

Langebjerg 1
DK-4000 Roskilde
Aavio

Tel: +4546 77 11 11

Latvija

Nycomed East Europe
Vairoga 4

LV-1039 Riga

Tel: + 371 784 0082

Lietuva

Austrijos bendrovés "Nycomed Osteuropa
Marketing Service GmbH" atstovybé

Seimyniskiy 3
LT-09312 Vilnius
Tel: +370 521 09 070

This leaflet was last approved on {date}

Slovenska republika
Nycomed

Langebjerg 1
DK-4000 Roskilde
Dénsko

Tel: +4546 77 11 11

Slovenija

Nycomed

Langebjerg 1
DK-4000 Roskilde
Danska

Tel: +4546 77 11 11

Suomi/Finland

Oy Leiras Finland Ab
PL/PB 1406

FIN-00101 Helsinki
Puh/Tel: + 358 20 746 5000

Sverige

Nycomed AB
Tegeluddsvagen 17-21
SE-115 41 Stockholm
Tel: + 46 8 731 28 00

United Kingdom
Nycomed UK Ltd.
The Magdalen Centre
Oxford Science Park
Oxford OX4 4GA-UK
Tel: + 44 1865 784500

DRUGS-ABOUT.CO
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