ANNEX |

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

ADVATE 2501U powder and solvent for solution for injection

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains nominalB501U human cagulation factor VIII (rDNA), octocog alfaADVATE
contains approximatel§y0 U per ml of human coagulation factor VIII (rDNA), octocog alfa after
reconstitution.

The potency (International Units) is determined usindgaiepean Pharmacopo&hromogenic
assay-The specific activityof ADVATE is approximately,00610,0001U/mg protein.

Octocog alfa (bman coagulation factor VI[rDNA)) is apurified protein that has 2332 amino acids.
It is produced by recombinant DNA technology in Chinese hamster ¢€&t®) cells Prepared
without the addition of any (exogenous) humananimalderived protein in the cell culture process,
purification or final formulation.

Excipientswith known effect
This medicinal product contaifis45mmol sodium (10ng) per vial.

Forthefull list of excipiens, see sectiof.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection
Powder:White to offwhite friable powder.
Solvent: Cleaand colourless solution

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment and prophylaxof bleeding in patients with haemophilia A (congenital factor VIII
deficiency). ADVATE is indicated in all age groups.

4.2 Posology and method of administration

Treatment should be initiated under the supervision dfyaipian experienced in the ttegent of
haemophilieand with resuscitation support immediately available in case of anaphylaxis

Posology
Thedoseand duration of the substitution therapy depend on the severity of the factor VIII deficiency,
on the locabn and extent of the bleedingal on t he patientds clinical cc

Thenumber of unitof factor VIl is expressed in International Units (IU), which are related to the
WHO standard for factor VIII products. Factor VIII activity in plasma is expresiber as a
percentage (relaté to normal human plasma) or in IUs (relative to the international standard for
factor VIII in plasma).

Onelnternational Unit U) of factor VIII activity is equivalent to that quantity of factor VIII in one mi
of normalhuman plasma.



On demand treatnmg

The calculation of the required dose of factor VIl is based on the empirical finding Ithdactor
VIl per kg body weight raises the plasma factor VIII activity2ojJ/dl. Therequireddose is
determined using th@flowing formula:

Required uni (1U) = body weight (kg) x desired factor VIl rise (%)05

In case of the following haemorrhagic events, the factor VIl activity should not fall below the given
plasma activity level (in % of normal or 1U/dl) in therpesponding period. The followgrtablel1 can
be used to guide dosing in bleeding episodes and surgery:

Table 1 Guide for dosing in bleeding episodes and surgery

Degree of haemorrhage/type | Factor VIiI level Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, muscle | 207 40 Repeat injections eved2to 24 hours
bleeding or oral bleeding. (8 to 24 hours for patients under the

age of6) for at leasf. day, until the
bleeding episode, as indicated by pai
is resolved or healing is achieved.

More extensive haemarthrosis| 307 60 Repeat injections evedy2to 24 hours
muscle bleeding or haematom (8 to 24 hours for patents under the

age of6) for 37 4 days or more until
pain and acute disability are resolved

Life threatening haemorrhageg 607 100 Repeat injections eveBito 24 hours
(6 to 12 hours for patients under the
age of6) until threat is resolved.

Surgery
Minor 307 60 Every24 hours (120 24 hours for
Including tooth extraction. patients under the age ©, at

leastl day, until healing is achieved.
Major 807 100 Repeat injections eveBito 24 hours

(pre- and postoperative) | (6 to 24 hours for patients under the
age of6) until ackequate wound healing
then contnue therapy for at least
another7 days to maintain a factor VIl
activity of 30% to60% (1U/dI).

The dose and frequency of administration should be adapted to the clinical response in the individual
case. Under certainrcumstances (e.g. presence ddw-titre inhibitor), doses largeihan those
calculated using the formula may be necessary.

During the course of treatment, appropriate determination of plasma factor VIlI levels is advised to
guide the dose to be admimistd and the frequency of repeginjections. In the case of major

surgical interventions in particular, precise monitoring of the substitution therapy by means of plasma
factor VIII activity assay is indispensable. Individual patients may vary in gdonse to factor

VIII, achieving different levels oin vivorecovery and demonstrating different Hales.

Prophylaxis
For longterm prophylaxis against bleeding in patients with severe haemophilia A, the usual doses

are20to 401U of factor VIII perkg body weight at intervals @&to 3 days.



Paediatric population

For on demand treatment dosing in paediatric pat{@nis 18 years of ag&oes not differ from
adultpatients. In patients under the age of 6, doses of 20 td &Dfactor VIII per kgbody weight
3to 4 times weeklyre recommended for prophylactic therapy.

Method of administration
ADVATE should be administered via the intravenous route. In case of administration by a non health
care professional appropriate training is needed.

The ate of administration should lbketermined to ensure the comfort of the patient up to a maximum
of 10 ml/min.

After reconstitution, the solution is clear, colourless, free from foreign particles and has a pH

of 6.7t0 7.3.

For instruction®nreconstitutbn of the medicinal product befeadministration, see secti@b.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipistatd in section 6.br to mouse or
hamster proteins.

4.4 Special warnings and precautions fouse

Hypersensitivity

Allergic type hypersensitivity reactions, including anaphylaxis, have been reported with ADVATE.
The product contains traces of mouse and hamster prdfesgeptomsof hypersensitivityoccur,
patientsshould be advised to discimie use of the product immedist and contact their physician.
Patients should be informed of the early signs of hypersensitivity reactions including hives,
generalised urticaria, tightneskthe chest, wheezinfypotension and anaphylaxis.

In case okshock,standardnedical treatmt for shockshould beémplemented

Inhibitors

The formation of neutralising antibodies (inhibitoisfactor VIl is a known complication in the
management of individuals with haemophilia A. These inhibitors are usgélyimunoglobulins
directed agaist the factor VIII procoagulant activity, which are quantified in Bethesda Units (BU) per
ml of plasma using the modified assay. The risk of developing inhibitors is correlatecséw ity of

the disease as well as tlgposure to factor Vllithisrisk being highest within the fir&0 exposure

days. Rarely, inhibitors may develop after the flil@exposure days.

Cases of recurrent inhibitor (low titre) have been observed after switching from one factor VI
productto another in previously treat@atients with more thahOOexposure days who have a
previoushistory of inhibitor developmentherefore, it is recommended to monitor all patients
carefully for inhibitor occurrence following any product switch.

The clirical relevance of inhibitor del@ment will depend on the titre of the inhibitor, with low titre
inhibitors which are transiently present or remain consistently low titre posing less of a risk of
insufficient clinical response than high titre inhibitors.

In general, all ptients treaid with coagulation factor Vllproductsshould be carefully monitored for
the development of inhibitors by appropriate clinical observations and laboratoryf th&t®xpected
factor VIl activity plasma levels are notaihed, or if bleeding is not otrolled with an appropriate
dose, testing folactor VIl inhibitor presence should be performed. In patients with high levels of
inhibitor, factor VIII therapy may not be effective and other therapeutic options shoubddidered.
Management of such fients should be directed by physicians with experience in the care of
haemophilia and factor VIII inhibitors.



Catheterrelated complications in treatment
If central venous access device (CVAD) is required, risk of C\alRted complications including
local infections, bacteremia and catheter site thrombosis should be considered.

Excipient related considerations

Sodium

This medicinal product contair) mg sodium pewial, equivalent t@.5 % of the WHO
recommended maximuraily intake of 2 g sodium for an adult.

It is strongly recommended that every time ADVATE is administered to a patient, the name and batch
number of the product arecordedn order to maintain a link between the patient and #tehlof the
medicinal poduct

Paediatric populéon:
The listed warnings and precautions apply to both adults and children.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed with AD¥E.

4.6 Fertility, pregnancyand lactation

Animal reproduction studies have not been conducted with factor VIII. Based on thectarence
of haemophilia A in women, experience regagdhe e offactor VIII during pregnancy and
breastfeeding is ot available. Therefordactor VIII should be usd during pregnancy armteast
feedingonly if clearly indicated.

4.7 Effects on ability to drive and use machines

ADVATE has no influencen the aility to drive and use machines.

4.8 Undesirable effects

Summary of the safetyrofile

Clinical studiesvith ADVATE included 418 subjects with at least one exposure to ADVATE

reporting in total 93 adverse drug reactions (ADRBEe ADRSs that ozurred inthe highesfrequency
were development afeutralising atibodies tofactor VIl (inhibitors), headachand fever.

Hypersensitivity or allergic reactions (which may include angioedema, burning and stinging at the
infusion site, chills, flushinggeneralsed urticaria, headache, hives, hypotension, letharggesnau
restlessnessachycardia, tightness of thehest, tingling, vomiting, wheezing) have been observed
rarely and may in some cases progreset@re anaphylaxis (including shypck

Devdopment ¢ antibodies to mouse and/or hamster protein with relaypersensitivity reactins
may be observed.

Devdopment of neutralising antibodies (inhibitors) may occur in patients with haemophilia A treated
with factor VIII, including with ADVATE. If such inhbitors occur, the condition will manifest itself

as an isuficient clinical reponse. In such cases,strecommended that a specialised haemophilia
centre be contacted.

Tabulated summary of adverse reactions

The following table2 provides tle frequey of adverse drug reactions in clinical trialsd from
spontaneous reporting-he table is according thé MedDRA system organ classification (SOC and
Preferred Term Level).




Frequency categories are defined according to the following conmemtity ommon ©1/10),

common ©1/100to < 1/10), uncommon®1/1,000to < 1/100), rarg01/10,000t0 < 1/1,000) very

rare (<1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, undesirable effects are presented inramidéecreasing seriousness.

Table 2 Frequency of adverse drug reactigA®RS) in clinical trialsand from spontaneous reports
MedDRA Standard System Organ Class Adverse reaction Frequency*
Infections and infestations Influenza Uncommon
Laryngitis Uncommon
Blood and lymphatic system disorders Factor VIl inhibition Uncomnon (PTPS)
Very common (PJPs)
Lymphanagitis Uncommon
Immune system disorders Anaphylactic reaction Not known
Hypersensitivity Not known
Nervous system disorders Headache Common
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Cardiac disorders Palpitations Uncommon
Vascular disorders Haematoma Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastidiorders | Dyspnoea Uncomnon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncommon
Nausea Uncommon
Vomiting Uncommon
Skin and subcutaneous tissue disosd Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disords and administration site Pyrexia Common
conditions Peripheral oedema Uncommon
Chest pain Uncommon
Chest discomfort Uncommon
Chills Uncommon
Feelng abnormal Uncommon
Vessel puncture site haematomal Uncommon
Fatigue Not known
Injection sitereaction Not known
Malaise Not known
Investigations Monocyte Count increased Uncommon
Coagulation factor VIII level Uncommon
decreaset
Haematocridecreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning ad procedural complicatis | Post procedural complication Uncommon
Post procedural haemorrhage Uncommon
Procedural site reaction Uncommon

a) Calculated based on total numbempatientsvho received ADVATEH419).



b)  The unexpected decrease in coagoefactor VIl levels ocurred in one patient during
continuous infusion of ADVATE following surgery (postoperative da§d4). Haemostasis
was maintained at all times during tpisriod and both plasma factor VIl levels and clearance
rates returned tappropriate levels by pteperative dayl5. Factor VIII inhibitor assays
performed after completion of continuous infusion and at study termination were negative.

c) ADR explainedm the sectionbelow.

d) Frequency is based on studies with all FVIII pradwehich included patiestwith severe
haemophilia A. PTPs = previousliseated patients, PUPs = previouslytreated patients

Description of selected adverse reactions

ADRs spedadit to residues from the manufacturing process

Of the229treated patients o were assessed for dntdies to Chinese hamster ovary (CHO) cell
protein,3 showed a statistically significant upward trend in titdedisplayed sustained peaks or
transient sixesandone patient had both but mtinical symptoms. Of th@29treatedpatients who
were assessgdor antibodies to murine Ig@&0 showed a statistically significant upward

trend 2 displayed a sustained peak or transient spildone patient had bottrour of these patients
reported isolated events of urticanggaritus rash, and slightly elevadesosinophil counts amongst
repeated exposures to the study product.

Hypersensitivity
Allergic type reactions include anaphylaxis and have beenfesémiby dizziness, paresthesi rash,
flushing, face swelling, urticaria, apduritus.

Paediatric popiation
Other than the development of inhibitors in previously untreated paediatric patients @dPs),
catheteirelated complications)o agespecific difierences in ADRs were noted in the clinical studies.

Reporting of suspecteativerse reactions

Reporing suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance oitleelicinal product. Healthcare
professionals are asked to report any susplesdverse reactions wige national reporting system

listed inApperdix V.

4.9 Overdose

No symptoms of overdose with recombinant coaguldaotorVIIl have been rported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antihaemorrhagics, blood coagulation factor VIll. AIBCR@2BDO02.

The factor Vlll/von Willebrand Factor complex consists of twolecules (factor VIl ad von
Willebrand Factorwith different physiological function®DVATE contains recombinant
coagulation factor VIII (octocog alfa), a glycoprotein thatiogically equivalent to the factor VIII
glycoprotein found in human @ma.

Octocog alfa is algcoprotein consisting d2332amino acids with an approximate molecular mass

of 280kD. When infused into a haemophilia patient, octocog alfa binds t@endas von Willebrand
Factor in the pati entVilactsas aCofadidartadgtivated FacfoclX,i vat ed f
accelerating the conversion of Factor X to activated Factor X. Activated Factor X converts

prothrombin to thrombin. Thrombin theomverts fibrinogen into fibrin and a clot can be formed.

Haemophilia A is aexlinked hereditary diorder of blood coagulation due to decreased levels of

factor VIII activity and results in profuse bleeding into joints, muscles or internal organs, either
spontaneously or as a result of accidental or surgical trauma. The plasiseof factor VIII are


http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

increased by replacement therapy, thereby enabling a temporary correction of the factor VI
deficiency and correction of the bleeding tendency.

Data on Inmune Tolerance Induction (ITI) in patients with inhibitors have been tetle@Vithin a
substudy d PUP-study060103, ITHreatments iri1 PUPs were documented. Retrospective chart
review was done faB0 paediatricsubjects on ITlif study060703) A non-interventional prospective
registry (PASSNT-004) documented ITI in 44agdiatric and adult sulgts of whom 36 completed
ITI therapy. Data show that immune tolerance may be achieved.

In study 060201 two lonterm prophylaxis treatment schemes havenlmeenpared in 53 PTPs: an
individualized pharmacokinetic guided dosing magn (within a range of 2@ 80 IU of factor VIII

per kg body weight at intervals of 72 + 6 hours, n=23) with a standardypactib dosing regimen

(20 to 40 IU/kg every 48 +6 hasirn=30). The pharmacuietic guided dosing regimen (according to
aspecifc formula) was targetedt mai nt ai n factor VI | kdosingiotarvglh |
of 72 hoursThe data from this study demonstrate that the two prophylactic dosing regimens are
comparable in terms of reduction of bleeding rate.

evel

The European Medicines Agency hasweal the obligation to submit the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VI
deficiency) in "Immune Tolerance Induction (ITl) in patients with haemophilia A (congenital factor
VIl deficiency) who have developed inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIII deficiency)". (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVATE were conducted in previously treated patientsewséte
to moderately severe haemophilial#ageline factor VIIO2%). The analysis of plasma samples was
conducted in a central laboratory using a-stagye clotting ssay.

A total of 195 subjects witeevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories of these analyses for infants (1
month to <2 years of age), children (2 to <5Grgeaaf age), older children (5 to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age was defined as age at time of PK infusion.

Table 3 Summary of Pharmacokinetitarameters of ADVATE per Age Group with severe haemophilia A
(baseline factor VIII <1%)

Parameter (mean * Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 11800 + 1506.6 + 530.0 1317.1 + 1538.5 +519.1
(IU*-h/dl) 311.8 432.7 438.6
Adjusted Incrementa] 2.2+ 0.6 1.8+04 2005 21+0.6 22+0.6
Recovery at Cmax
(IU/dL per 1U/kg)a
Half-life (h) 9.0+15 96+1.7 11.8+3.8 12.1+3.2 12.9+4.3
Maximum Plasma 1105+ 90.8+19.1 100.5 £ 25.6 107.6 £ 27.6 111.3+£27.1
Concentréion Post 30.2
Infusion (1U/dI)
Mean Residence 11.0+x238 120+ 2.7 15147 15.0+£5.0 16.2+£6.1
Time (h)
Volume of 0.4+0.1 05+0.1 05+0.2 0.6+02 05+0.2
Distribution at
Steady State (dl/kg)
Clearance (ml/kg*h) | 3.9+0.9 48+1.5 3.8+£15 41+1.0 3.6+1.2

& Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is the maximal post
infusion Factor VIII measurement.




The safety and haemostatidiedicy of ADVATE in the paediatric population are similar to that of
adult patientsAdjusted recovery and terminal hdifie (t) was approximatel20% lower in young
children (less tha years of age) than in adults, which may be due in part to therkhigier plasma
volume per kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans basetudies of safety pharmacology, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbat 80
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products or solvents.

6.3 Shelf life
2 years.

After reconstution, from a microbiological point of view, the product should be used immediately.
However, tiemical and physical tase stability has been demonstrated3fbours a5 °C.

During the shelf life, the product may be kept at room temperature @5 @) for a single period not
exceeding months. Theendof the 6monthsstorage at room temperature should be recorded on the
product carton. The product may not be returned to refrigerated storage again.

6.4 Special precautions for storage

Store in aefrigerator (Z2C1i 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device:Keep theproductvial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system Keep the sealed blister in the outer carton in order to protect from
light.

For storage conditionsfter reconstitutioof the medicinal product, see sect@f.



6.5

Nature and contents of container

Both the powder vial and the vial containinghbsolvent are of type | glass closed with chlorobutyl
rubber stopperdhe producis provided in one of the following configurations:

6.6

ADVATE with BAXJECT Il device Each pack contains a powder vial, a vial contairimng
solventand a device for reconstitution (BAXJETJ.

ADVATE in BAXJECT lll system Each pack contains a ready setBAXJECTIII systemin

a sealed blister (the powder vial and the vial containing 5 ml solvent are preassembled with the
systemfor reconstitution).

Special precautions for disposal and other handling

ADVATE is to be administered intravenously afteconstitutiorof the product

The reconstituted solution should be inspected visually for any foreign particulate matter and/or
discoloration.

After reconstitution the solution should be clear, colourless and free from foreign particles.

Do not use solimns that are cloudy or have deposits.

For administration the use of a Itdeck syringe is required.

Use within three hours after reconstitution.

Do not refrigerate the preparation after reconstitution.

Any unused medicinal product or waste material &hba disposed of in accordance with local
requirements.

Reconstitutiorwith the BAXJECT Il device

=

aghrwON

For reconstitution use only the sterilised water for injections and the reconstitution device
provided in the pack.

Do not use if the BAXJECT Il device, itterile barrier system or its packaging is damaged or
shows any sign of deterioration.

Aseptic Technique should be used

If the product is still stored in a refrigerator, take both the ADVATE powder and solvent vials
from the refrigerator and let them@ach room temperature (betwelds*C and25 °C).

Wash your hands thoroughlging soap and warm water.

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flat clean surface.

Open the package 8AXJECT Il device by peeling away the paper lid without touching the
inside (Fig. a). Do not remove the device from the package. Do not use if the BAXJECT Il
device, its sterile barrier system or its packaging is damaged or shows any sign of deterioration
Turn the package over and insert the clear plastic spike through the solvent stopper. Grip the
package at its edge and pull the packag®8AXJECT Il (Fig. b). Do not remove the blue cap
from the BAXJECTII device.

For reconstitution only thsteilised water for injections and the reconstitution device provided
in the pack should be used. WBAXJECT Il attached to the solvent vial, invert the system so
that the solvent vial is on top of the device. Insert the white plastic spike through the TADVA
powderstopper. The vacuum will draw the solvent into the ADVAJdwvdervial (Fig. c).

Swirl gently until all material is dissolved. Be sure tietADVATE powderis completely
dissolved, otherwise not all reconstituted solution will pass throwgtetice filter. The

product dissolves rapidly (usually in less tHaminute).After reconstitution the solution should
be clear, colourless and free from foreign patrticles.
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Fig. a

Fig. b Fig. c

Reconstitution with th8 AXJECT Ill system

w N

Do not use if the lid is not completely sealed on the blister

If the product is still stored in a refrigerator, take seaéd blister (containpowder and solvent
vials preassembled with tlsgstemfor reconstitutionfrom the refrigerator and i& reach room
temperature (betweelb °C and25 °C).

Wash your hands thoroughiging soap and warm water.

Open the ADVATE pekage by peeling away the liRemovethe BAXJECTIII systemfrom
theblister.

Place the ADVATE on a flat surface withetsolventvial on top (Fig.l). Thesolventvial has a
blue stripe. Do not remove the blue cap until instructed in a later step.

With one hand holding the ADVATE in tH@AXJECT lll system, press down firmly on the
solventvial with the other hand untihe system is fully collapsed and thaventflows down
into the ADVATE vial (Fig.2). Do not tilt the system until the transfeicmmplete.

Verify that thesolventtransfer is complet&Swirl gently until all material is dissolved. Be sure
that theADVATE powder is completely dissolved, otherwise not all reconstituted solution will
pass through the device filter. The productaliass rapidly (usually in less thdrminute).

After reconstitution the solution should be clear, colourless and fredrengn particles.

Fig. 1 Fig. 2 Fig. 3

Administration
Use Aseptic Technique

Parenteral medicinal products should be ioggefor particulate matter prior to ashstration,
whenever solution and container permit. Only a clear and colourles®sshould be used.

1.

2.

Remove the blue cap from BAXJEQIT/ BAXJECTIII. Do not draw air into the syringe
Connect the syring@tBAXJECTII / BAXJECTIII.

Invert the system (the vial with the reconstituted solution has to be on top). Draw the
recanstituted solution into the syringe by pulling the plunger back slowly.

11



3. Disconnect the syringe.

4.  Attach a butterfly needle toersyringe. Inject intravenously. The stibn should be
administered slowly, at a rraléevel na ®exdeetiOmlr mi ned
per minute. The pulse rate should be determined before and during administration of ADVATE.
Should a ginificant increase occur, reducing tlaeer of administration or temporarily
interrupting the injection usually allows tegmptoms to disappear promptly (see
sectionst.4and4.8).

7. MARKETING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISAT ION NUMBER(S)

EU/1/03/271/001

EU/1/03/271/011

9. DATE OF FIRST AUTHORISATION/REN EWAL OF THE AUTHORISATION
Date of first authorisatiord2 March 2004

Date oflatestrenewal:20 Decembef013

10. DATE OF REVISION OF THE TEXT

Detailed information on ik medicinalproduct is available on the websitetibé Euppean Medicines
Agencyhttp://www.emaeuropa.eu
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1. NAME OF THE MEDICINAL PRODUCT

ADVATE 5001U powder and solverfor solution for injection.

2. QUALIT ATIVE AND QUANTITATIVE COMPOSITION

Each vial contais nominally 5001U human coagdaation factor VIII (rDNA), octocog alfaADVATE
contains approximatel{001U per ml of human coagulation factor VIII (rDNA), octocalfa after
reconstitution.

The potencyInternational Units) is determined using the Ew@ap Phemacopoeia chromogenic
assay.The specific activity of ADVATE is approximate#y;00610,0001U/mg protein.

Octocog alfa (human coagulation factor VIII (rDNA$ apurified protein that has 2332 ano acids.

It is produced by recombinant DNA techagl in Chinese hamster ovary HO) cells Prepared
without the addition of any (exogenous) humananimalderived protein in the cell culture process,
purification or final formulation.

Excipients withknown effect
This medicinal product contaifls45mmol salium (10mg) per vial.

For the full list of excipientssee sectiol.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
Powder:White to offwhite friable powder
Solvent: Cleaand colourless solution

4. CLINICAL PART ICULARS

4.1 Therapeutic indications

Treatment and prophylaxig bleeding in patients with haemophilia A (congenital factor VIl
deficiency). ADVATE is indicated in all age groups.

4.2 Posologyand method of administration

Treatmenshould be initiatedinderthe supervision of a phigsan experienced in the treadmt of
haemophilieand with resuscitation support immediately available in case of anaphylaxis

Posology
The dose and duration ofelsubstitution therapy depend on theesgy of the factoVIIl deficiency,
on the locatiorand extent of the bleedingandn t he patientds clinical con

Thenumber of unit®f factor VIl is expressed in International Units (IU), which are relédetie
WHO standard for factor VIII prtucts. Factor VIII ativity in plasma is expressedteer as a
percentage (relativi® normal human plasma) or in IUs (relative to the international standard for
factor VIII in plasma).

Onelnternational Unit KU) of factor VIII activity is equivalent tahat quantity of faior VIII in one ml
of normal hunan plasma.
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On demand treatment

The calculation of the required dose of factor VIl is based on the empirical finding Ithdactor
VIII per kg body weight raisethe plasma factor VIl activity b¥ IU/dl. The required dse is
determined using the fallving formula:

Required unitglU) = body weight (kg) x desired factor VIII rise (%)05

In case of the following haemorrhagic events, the factor VIl actshityuld not fall below the given
plasma ativity level (in %of normel or IU/dI) in the correponding period. The followingblel can
be used to guide dosing in bleeding episodes and surgery:

Table 1 Guide for dosing in bleeding episodes and surgery

Degee of haemorrhage/type | Factor VIiI le vel Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, muscle | 207 40 Repeat injections everg2to 24 hours

bleeding or oral bleeding. (8 to 24 hours for patients under the

age of6) for at leasf. day, until the
bleeding episode, as indicated by pai
is resolvel or healing is achieved.

More extensive haemarthrosis| 3071 60 Repeat injeddns everyl2to 24 hours
muscle bleedig or haematomal (8 to 24 hours for patierst under the
age of6) for 37 4 days or more until
pain and acute disability are resolved

Life threatening hamorrhages. | 607 100 Repeat injections eveBito 24 hours
(6 to 12 hours for patients undéne
age of6) until threat is resolved.

Surgery
Minor 307 60 Every24 hours (120 24 hours for
Including both extraction. patients under the age 6, at

leastl day, until healing is achieved.
Major 807 100 Repedinjections eveng to 24 hours

(pre- ard postoperative) | (6 to 24 hours for patientsinderthe
age of6) until adeqgate wound healing
then contine therapy for at least
another7 days to maintain a factor VIl
activity of 30% to60% (1U/dl).

The dose and frequency of admirasiion should be adapted to the clinicegponse in the indidual
case. Under certain cirmstances (e.g. presence dba-titre inhibitor), doses largeihan those
calculated using the formula may be necessary.

During the course of treatment, approf#idetermination of plasma factor VI#Jels is advised to
guide he dose to be administefand the frequency of repeaiagkctions. In the case of major
surgical interventions in particular, precise monitoring of the substitution therapy by measmsnud pl
factor VIII activity assay is indgensable. Individugdatieris may vary in their regmse to factor

VIII, achievingdifferent levels oin vivorecovery and demonstrating different Hales.

Prophylaxis
For longterm prophylaxis against bleediimgpatients with severe haemophilia Aetusual doses

are20to 401U of factor VIII per kgbody weight at intervals ¢ to 3 days.
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Paediatric population

For on demand treatment dosing in paediatric pat{@nis 18 years of ag@oes not differ from dult
patients. In patients under the axjé5, doses of 2@t501U of factor VIII per kg baly weight 3 to 4
times weekly ee recommended for prophylactic therapy.

Method of administration
ADVATE should be administered via the intravenous route. In dasenoinistration by a non health
care pofessional appropria traning is needed.

The rateof administration should be gmined to ensure the comfort of the patient up to a maximum
of 10 ml/min.

After reconstitution, the solution is clear, colourldese from foreign particles and hasHk p
of 6.7t0 7.3.

For instructionson reconstitutiorof the medicinal product befeadministration, see secti@6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excigiste in section 6.br to mouse or
hamstelproteins.

4.4 Specal warnings and precautions foruse

Hypersensitivity

Allergic type hypersensitivity reactions, including anaphylaxis, have been reported with ADVATE.
The product contains traces of mouse and tempsoteinsif symptomsof hypersensivity occur,
patiens shout be advised to discontie use of the product immedigteand contact their physician.
Patients should be informed of the early signs of hypersensitivity reactions including hives,
generabed urticaria, tightness the chestwheezing hypotensia and aaphylaxis

In case of Bock,standardnedical treatmerfor shockshould beémplemented

Inhibitors

The formation of neutralising antibodies (inhibitors) to factor VIII is a known camatpdin in the
management of individuaisith haemophilia AThese mnhibitors are usually Ig@nmunoglobulins
directed agaist the factor VIII procoagulant activity, which are quantified in Bethesda Units (BU) per
ml of plasma using the modified assay. Tis& of developing inhibitors is corre&d to the severitpf
thedisease as well as themmsure to factor VIII, this risbeing highest within the fir&0 exposure

days. Rarely, inhibitors may develop after the fl@)exposure days.

Cases of recuent inhibitor (low titre) have been olvged after switchingrom one factor VIli
product toanother in previously treatguhtients with more thahOOexposure days who have a
previous history of inhibitor development. Therefore, it is recommended toonafiipatients
carefully for inhibitoroccurrence followingny pioduct switch.

The clinial relevance of inhibitor devegbment will depend on the titre of the inhibitor, with low titre
inhibitors which are transiently present or remain consistenthtitoavposing less of a risk of
insufficient clinical resporesthanhigh titre inhibitors.

In general, all patients treatadth coagulation factor VIII products should be carefully monitored for
the development of inhibitors by appropriate clinical obastons and laboratory tests. If the ecies
factor VIl acivity plasma levels are not attad, or if bleeding is not camolled with an appropriate
dose, testing for factor VIl inhibitor presence should be performed. In patients with high levels of
inhibitor, factor VIl therapy may not befective and otherhterapetic options should be csidered.
Management of such pants should be directed by physicians with experience in the care of
haemophilia and factor VIII inhibitors.
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Catheterrelated comptations in treatment
If central venousiccess device (CVAD} required, risk of CVADrelaied complications including
locd infections, bacteremia and catheter site thrombosis should be considered.

Excipient related considerations
Sodium

This medicinal product contairf) mg sodium pewial, equivalent td.5 % of theWHO
recommended maximum daily intake of 2 g sodium for an adult.

It is strongly recommended that every time ADVATE is administered to a patient, the nanacnd b
numler of the prodat are recordeth order to maintain arlk between the patientral thebatch of the
mediciral product

Paediatric populabn:
The listed warnings and precautions apply to both adults and children.

4.5 Interaction with other medicinal products and otherforms of interaction

No interaction stdieshave been performeaith ADVATE.

4.6 Fertility , pregnancyand lactation

Animal reproduction studies have not been conducted with factor VIIl. Based on the rare occurrence
of haemophiliaA in women, experienceegarding the use of factor VIII durimeghancy and
breastfeedng isnot available. Therfere, factor VIII should be uskeduring pregnancy artateast
feedingonly if clearly indicated.

4.7 Effects on ability to drive and use mahines

ADVATE has no infuence on the ability to drive and usachines.

4.8 Undesirableeffects

Summary of the $aty profile

Clinical studies wth ADVATE included 418 subjects with at least one exposure to ADVATE

reporting in total 93 adverse drug réaos (ADRs). The ADRSs hat occurred in the highefsequency
were cevelopment oheutralsing antibodies tofactor VIl (inhibitors), headache anfgver.

Hypersensitivity or allergic reactions (which may include angioedema, burning and stinging at the
infusion ste, chills, flishing, generalised urticaria, headadtiees, hypotension, lettrgy, naisea,
restlessnessachycardia, tightness of thbest, tingling, vomiting, wheezing) have been observed
rarely and may in some cases progreset@re anaphgxis (including shocl.

Development of antibodies to mouse amdhamster protein withrelatedhypersensitivity ractions
may be observed.

Devebpment of neutralising antibodies (inhibitors) may occur in patients with haemophilia A treated
with factor MII, including with ADVATE. If such inhibitors occur, the conidih will manifest itself

as anmsufficient clinicalresponse. In such cases, itéasommended that a specialised haemophilia
centre be contacted.

Tabulated summary of adverse reactions

Thefollowing table2 provides the frequency of adverse drug readin clinical trials androm
spontaneous reportind he table is according to thdedDRA system organ classification (SOC and
Preferred Term Level).
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Frequency categories are defined aceuydo thefollowing convention: very commond1/10),

common ©1/100 to < 1/10), uncommon@1/1,000to < 1/100), rare©1/10,000t0 < 1/1,000), very

rare (<1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, undeiBable effectare presented in ordef decreasing serioness.

Table 2 Frequency of adverse drug reactions (ADRS) in clinical trials and from spontaneous report
MedDRA Standard System Organ Class Adverse reaction Frequency*
Infections and ifestatiors Influenza Uncommon
Laryngitis Uncommon
Blood and lymphtic system disorders Factor VIl inhibition Uncommon (PTPS)
Very common (PUPS)
Lymphangitis Uncommon
Immune system disorders Anaphylactic reaction Not known
Hypersensitivity Not known
Nervous system dorders Headache Comnon
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Cardiac disorders Palpitations Uncomma
Vascubr disorders Haematoma Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastinal disorde| Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncommon
Nausea Uncommon
Vomiting Uncommon
Skin and subcutneous tissue disonge Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and administration site Pyrexia Common
conditions Peripheral oedema Uncommon
Chest pain Uncommon
Chestdiscomfot Uncommon
Chills Uncommon
Feelhg abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
Investigations Monocyte Count increased Uncommon
Coagulation factor VI level Uncommon
decreaset
Haematocrit dcreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural complication| Post procedural complication Uncommon
Post procedural haemorrhage Uncommon
Procedural site reaction Unconmmon

a) Calculated baston total number gbatients who receivedVATE (418).
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b)  The unexpected decrease in coagulation factor VIl levels occurred in one patient during
continuous infusion of ADVATE following surgery (postoperative dafd4). Haemosisis
wasmaintained at latimes during thigeriod and both plasniactor VIl levels and clearance
rates returned to appropriate levels by postoperativd Slalyactor VIII inhibitor assays
performed after completion of continuous infusion and at steiigibatian were negative

c) ADR explained irthe sectionbelow.

d) Frequency is based on studies with all FVIII products which included patients with severe
haemophilia A. PTPs = previousliseated patients, PUPs = previouslytreated patients

Description of sedcted adverseaactions

ADRs speciti to residues from th@anufacturing process

Of the229treated patients who were assessed for antibodies to Chinese hamster ovary (CHO) cell
protein,3 showed a statistically significant upward trend in titdedisplayed sustainedgaks or

transient spdesandone patient hatdoth but noclinical symptoms. Of th@29treated patients who

were assessed for antibodies to murine @showed a statistically significant upward

trend 2 displayed a sustained peaktransent spikeandone patient had botlrour of these patients
reported isolated events of urticaria, pruritus, rash, and slightly elevated eosinophil counts amongst
repeated exposures to the study product.

Hypersensitivity
Allergic type reactionsiclude aaphylaxis and hve been manifesteq lolizziness, paresthes rash,
flushing, face swelling, urticaria, apduritus

Paediatric population
Other than the development of inhibitors in previously untreated paediatric patients (PUPs), and
catheteirelatedcomplications no agespecific diffeences in ADRs were nedin the clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued mnitoring of the benefitisk balance of thenedicinal product. Hetlicare
professionals are asked to report any suspected adverse reactibesngdonal reporting system

listed inAppendx V.

4.9 Overdose

No symptoms of overdose with recombinant coagulation fagtibhave been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antihaemagribs, bbod coagulatioriactor VIII. ATC coce: BO2BDO02.

The factorVIll/von Willebrand Factor complex consists of two molecules (factor VIII and von
Willebrand Factorwith different physiological function®DVATE contains recombinant
coagulation facto¥Ill (octocog alfa), ajlycoprotein that ibiologically equivalento the factor VI
glycoprotein found in human plasma.

Octocog alfa is a glycoprotein consisting2@32amino acids with an approximate molecular mass

of 280kD. When infused into a ha®philiapatient, octocg alfa binds to enda@gous von Willebrand
Fector in the patientds circulation. Activated
accelerating the conversion of Factor X to activated Factor X. Activated Factor Xtsonve
prottrombin to thronbin. Thrombin then aoverts fibrinogen intdibrin and a clot can be formed.
Haemophilia A is a selinked hereditary disorder of blood coagulation due to decreased levels of
factor VIII activity and results in profuse bleeding ifdmts, muscles or intenal organs, either
spontaneously or as agdt of accidental or surgical trauma. The plasma levels of factor VIl are
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http://www.ema.europa.eu/docs/en_GB/document_library/Template_or_form/2013/03/WC500139752.doc

increased by replacement therapy, thereby enabling a temporary correction of the factor VI
deficiency and cogction ofthe bleedingdéndency.

Data on Imnune Tolerance InductiofdT1) in patients with inhibitors have been collected. Within
asubstudy of PUPstudy060103, ITireatments irl1 PUPs were documented. Retrospective chart
review was done faB0 paedidric subjcts on ITI {n study060703) A norrinterventional prospéeive
registry (PASSNT-004) documented ITI in 44 paediatric and adult subjects of whom 36 completed
ITI therapy. Data show that immune tolerance may be achieved.

In study 060201 two lonterm prghylaxis treatrent schemes have beesmpared in 53 PTPsna
individualized pharmacokinetic guided dosing regimen (within a range of 20 to 80 IU of factor VIII
per kg body weight at intervals of 72 + 6 hours, n=23) with a standardypacpb dosng reginen

(20 to 40 IUkg every 48 +6 hour$1=30). The pharmacaketic guided dosing regimen (according to
aspecific formula) was targeted t o -hosingrntesval n
of 72 hoursThe data from this study demonstrate that the two prophylactic dosing regimens are
comparable in terms of reduction of bleeding rate.

fact

The BEiropean Medicines Agency has waived the obligation to submit the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VI
deficiency) in "Immune Tolerance Induction (ITI) in patients with haema@phil(congenital factor
VIII deficiency) who have developed inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIII deficiency)". (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVATE were conducted in previously treated patientsevithe
to moderately severe haemophilial#ageline factor VIIO2%). The analysis of plasma samples was
conducted in a central labooay using a onetage clotting assay.

A total of 195 subjects witeevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories of these analyses for infants (1
month to <2 year of age), children (2 to <5 years of age), older children (5 to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age was defined as age at time of PK infusion.

Table 3 Summary of Pharmacokinetic Parameters of ADVATE per Age Groupseitire haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children | Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC (IU*-h/dl) 1362.1 + 1180.0 + 1506.6 + 530.0 1317.1 + 1538.5 +519.1

311.8 432.7 438.6
Adjusted Incremental 22+0.6 1.8+04 2005 21+0.6 22+0.6
Recovery at Cmax (IU/dL
per IU/kgP
Half-life (h) 9.0+1.5 9.6+1.7 11.8+3.8 12.1+3.2 129+ 4.3
Maximum Plasma 1105+ | 90.8+19.1 100.5 £ 25.6 107.6 £ 27.6 111.3+£27.1
Concentration Post 30.2
Infusion (1U/dI)
Mean Residence Time (h) 11.0+2.8| 12.0+2.7 15.1+£47 15.0+£5.0 16.2+£6.1
Volume of Distribution at | 0.4 +0.1 05+0.1 05+0.2 0.6+0.2 0.5+£0.2
Steady State (dl/kg)
Clearance (ml/kg*h) 3.9+0.9 48+15 3.8+15 41+1.0 36+1.2

& Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is the maximal post

infusion Factor VIII measurement

The safety and haemostatic efficacy of ADVATE in the paediatric population are similar to that of

adult patientsAdjusted recovery and terminal hdifie (t..) was approximatel20% lower in young
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children (less tha years of age) than in adults, whimay be due in part to the known higher plasma
volume per kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal ngpecial hazard for humans based on studies of safety pharmacology, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products or solvents.

6.3 Shelf life
2 years.

After reconstitutionfrom a microbiological point of view, the product should be used immediately.
However, tiemical and physical tose stability has been demonstrated3fbours a5 °C.

During the shelf life, the product may begt at room temperature (up26 °C) for a single period not
exceeding months.The end of the énonths storage at room temperature should be recorded on the
product carton. The product may not be returned to refrigerated storage again.

6.4 Special pre@utions for storage

Store in a refrigerator (X7 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system: Keep the sealed blister in the outer cartandar to protect from
light.

For storage conditioresfter reconstitutioof the medicinal product, see sect@f.
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6.5 Nature and contents of container

Both the powder vial and the vial containinghbsolvent are of type | glass closed with chlorgbut
rubber stoppers. The product is provided in one of the following configurations:

- ADVATE with BAXJECT Il device: Each pack contains a powder vial, a vial contaibimg
solventand a device for reconstitution (BAXJETJ.

- ADVATE in BAXJECT Il system:Each pack contains a ready to use BAXJEIC$ystem in
a sealed blister (the powder vial and the vial containing 5 ml solvent are preassembled with the
system for reconstitution).

6.6 Special precautions for disposal and other handling

ADVATE is to beadministered intravenously after reconstitution of the product.

The reconstituted solution should be inspected visually for any foreign particulate matter and/or
discoloration.

After reconstitution the solution should be clear, colourless and free frengriguarticles.

Do not use solutions that are cloudy or have deposits.

- For administration the use of a ltieck syringe is required.

- Use within three hours after reconstitution.

- Do not refrigerate the preparation after reconstitution.

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

Reconstitution with the BAXJECT Il device

- For reconstitution use only the sterilised water for injections and the reconstitution device
provided in the pack.

- Do not se if the BAXJECT Il device, its sterile barrier system or its packaging is damaged or
shows any sign of deterioration.

- Aseptic Technique should be used

=

If the product is still stored in a refrigerator, take both the ADVATE powder and solvent vials

from the refrigerator and let them reach room temperature (betiBe€hand25 °C).

Wash your hands thoroughlging soap and warm water.

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flaiscigace.

Open the package 8AXJECT Il device by peeling away the paper lid without touching the

inside (Fig. a). Do not remove the device from the package. Do not use if the BAXJECT Il

device, its sterile barrier system or its packaging is damagstbars any sign of deterioration.

6.  Turn the package over and insert the clear plastic spike through the solvent stopper. Grip the
package at its edge and pull the packag®8AXJECT Il (Fig. b). Do not remove the blue cap
from the BAXJECTII device.

7. For reconstitution only thsterilisedwater for injections and the reconstitution device provided
in the pack should be used. WBAXJECT Il attached to the solvent vial, invert the system so
that the solvent vial is on top of the device. Insert theentidstic spike through the ADVATE
powderstopper. The vacuum will draw the solvent into the ADVAJdwvdervial (Fig. c).

8.  Swirl gently until all material is dissolved. Be sure et ADVATE powderis completely

dissolved, otherwise not all reconstédtsolution will pass through the device filter. The

product dissolves rapidly (usually in less tHaminute). After reconstitution the solution should
be clear, colourless and free from foreign patrticles.

aghrwON
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Fig. a

Fig. b Fig. c

Reconstution with theBAXJECT lll system

wn

Do not use if the lid is not completely sealed on the blister

If the product is still storeih a refrigerator, takthe sealed bligtr (contains powder and solvent
vials preassembled with the system for reconsbit)tirom the refrigerator and let it reach room
temperature (betweelb °C and25 °C).

Wash your hands thoroughliging soap and avm water.

Open the ADVATE package lpeeling away the lidRemovethe BAXJECTIII systemfrom

the blister

Place theADVATE on a flat surface with theolventvial on top (Fig. 1). Theolventvial has a
blue stripe. Do not remove the blue cap unstructed in a later step.

With onehand holding the ADVATE in the BAXJEC system, press down firmly on the
solvern vial with the other hand until the system is fully collapsed anddhentflows down

into the ADVATE vial (Fig. 2). Do not tilthe system until the transfer is complet

Verify that thesolventtransfer is complete. Swirl gently until all mateimbissolved. Be sure
that the ADVATE powder is completely dissolved, otherwise not all reconstituted solution will
pass through thdevice filter. The product dissolvesidly (usually in less thah minute).

After reconstitution the solution should tlear, colourless and free from foreign particles.

Fig. 1 Fig. 2 Fig. 3

Administration
Use Aseptic Technique

Parenteral mdicinal products should be inspected particulate matter prior to administration,
whenever solution and container pern@nly a clear and colourless solution should be used.

1.

2.

Remove the blue cap from BAXJEQIT/ BAXJECT Ill. Do not draw air into the syringe
Connect the syringe to BAXJHQI / BAXJECT III.

Invert the system (the vial with the reconstituted solutias to be on top). Draw the
reconstituted solution into the syringe by pulling the plunger back slowly.
Disconnect the syringe.
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4.  Attach a butterfly needle to the syringnject intravenously. The solution should be
administered slowly, atarateastt er mi ned by the pati edlmbds
per minute. The pulse rate should be determined before and duringsticition of ADVATE.
Should a significanincrease occur, reducing the rate of administration or temporarily
interrupting he injection usually allows the symptoms to disappear promptly (see
sectionst.4and4.8).

7. MARKETING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/03/271/0@

EU/1/03/271/012

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisatiord2 March 2004

Date of latest renewa?0 Decanber2013

10. DATE OF REVISION OF THE TEXT

Detailed information on thimedicinalproductis avalable on the website ¢dfie European Medicines
Agencyhttp://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

ADVATE 1000I1U powder and solvent for &gion for injection.

2.  QUALITATIVE AND QUANTITAT IVE COM POSITION

Each vial cordins nominallyLl000IU human coagulation factor VIII (rDNA), octocog aliaDVATE
contains approximatel®001U per ml of human coadation factor VIII (rDNA), octocog alfafter
reconstitution.

The potency (International lite) isdetermined using the Eopean Pharmacopoeia chromogenic
assay-The specific activity of ADVATE is approximate#y;00610,0001U/mg protein.

Octocog alfa (honan coagulation factor VIII (rDNA)) is purified protein that has 2332 amino acids.
It is producedby recombinant DNA tegaiology in Chinese hamster ovary (CHO) cefitsepared
without the addition of any (exogenous) humananimatderived protein in theell culture process,
purification or fnal formulation.

Excipients with known effect
This medi¢nal product contain8.45 mmol sodium (10ng) per vial.

For the full list of excipients, see sectiér.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
Powder:White to offwhite friable powder.
Solvent: Cleaand colouless slution.

4. CLINICAL PA RTICULARS

4.1 Therapeutic indications

Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital factor VIl
deficiency). ADVATE is indicatel in all age groups.

4.2 Posology and nethod of administration

Treatment should be initiatl under the supervision of hysician experienced in the treatment of
haemophilia and with resuscitation support immediately available in case of anaphylaxis.

Posology
The dose and duration of the stifosion therapy degnd onthe severity of the factd/Ill deficiency,

onthelocait on and extent of the bleeding and on the p

Thenumber of unit®f factor VIl is expressed in Internatial Units (IU), which are related toeth
WHO standard fordctor MII products. Factor Vllactivity in plasma is expresseither as a
percentage (relative to normal human plasma) or in IUs (relative to the international standard for
factor VIl in plasna).

Onelnternational Unit U) of factor VIII activity is equivaknt to that quantity oféctor VIII in one ml
of normalhuman plasma.
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On demand treatment

The calculation of the required dose of factor VIl is based on the empirical findingIthdactor
VIl per kg body weight raises thiasma factor VIII ativity by 2 1U/dI. The requirediose is
determined using th@flowing formula:

Required units (IU¥ body weight (kg) x desired factor VIII rise (%)05

In case of the following haemorrhagigents, the factor VIII activity shoulabt fall below thegiven
plasma activity level (i%% of normal or IU/dl) in the avesponding period. The followingblel can
be used to guide dosing in bleeding episodes and surgery:

Table 1 Guide for dosing imbleeding episodes and surgery

Degree othaemorrhage/type | Factor VIII level Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, muscle | 207 40 Repeat injections eved2to 24 hours
bleeding or oral bleeding. (8 to 24 hours for patients under the

ageof 6) for at leasf. day, until the
bleeding episodes indicated by pain,
is resolved or éaling is achieved.

More extasive haemarthrosis, 301 60 Repeainjections evend 2to 24 hours
muscle bleeding draematoma (8 to 24 hours for paents under the ag¢
of 6) for 31 4 days or more until pain
and acute disability are resolved.

Life threateing haemorrhages 607 100 Repeat injections eveBito 24 hours
(6 to 12 hours for patients under theeag
of 6) until threatis reslved.

Surgery
Minor 307 60 Every24 hours (120 24 hours for
Including tooth extraction. patients under the age 6, at

leastl day, until healing is achieved.
Major 807 100 Repeat injetions evenB to 24 hours

(pre- and postoperative) | (6 to 24 hours for patiets under the age
of 6) until acequate wound healing, the
continue therapy for at least
another7 days to maintain a factor VIII
activity of 30% to60% (1U/dI).

The dose and frequency of administratéiould be adapted tbe cinical response in thedividual
case. Under certainrcumstances (e.g. presence ddw-titre inhibitor), doses largeihan those
calculated using the formula may be necessary.

Duringthe course of treatment, appropriatectgiination of plasméactor VIl levels is advisedad
guide the dose to be admimstd and the frequency of repeated injections. In the case of major
surgical interventions in particular, precise monitoring of thiesstution therapy by means of plasma
factor VIII activity assay $ indispensable. Individal patients may vary in theiesponse to factor

VIII, achieving different levels aih vivorecovery and demonstrating different Hales.

Prophylaxis
For longterm prophylaxis against bleeding inipats with severe lgmnophila A, the usual doses

are20to 401U of factor VIII perkg body weight at intervals @&to 3 days.
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Paediatric population

For on demand treatment dosing in paediatric pat{@nis 18 yars of agejloes not differ from adult
patients. In patientanderthe age of 6, doses of 20501U of factor VIl per kgbody weight 3 to 4
times weekly are recommended for prophylactic therapy.

Method of administration
ADVATE should be administeredaithe intravenous route. In case of auistration by a nomhealth
care professional apprdate training is needed.

The ate of administration should be determined to ensure the comfort of the patient up to a maximum
of 20 ml/min.

After reconstitutionthe solution is clear, colourless, frieem foreign partiagks anchas a pH
of 6.7t0 7.3.

For instructions on reconstitah of the medicinal product befoegiministration, see secti@b.
4.3 Contraindications

Hypersensitivity to the active substarargo any of the excipientsted in €ction 6.1or to mowse or
hamster proteins.

4.4 Special warnings and precautions or use

Hypersensitivity

Allergic type hypersensitivity reactions, including anaphylaxis, have been reported with ADVATE.
The productontains traces of mouse and hamstetgins. If symptomsf hypesensitivityoccur,
patientsshould be advised to disdimue use of the product immediately and contact their physician.
Patients should be informed of tearlysigns of hypersensitivitieactions including hives,
generalised micaria, tightnessof the chest, wheezinghypoten®on and anaphylaxis

In case bshock,standardnedical treatmerfor shockshould beémplemented

Inhibitors

The formation of neutralising antibodies (inhibifois factor VIl is a known complicatiom the
managementfandividuals with haemophilia AThese inhibitors are usuallyG immunoglobulins

directed against the factor VIII procoagulant activity, which are quantified in Bethesda Units (BU) per
ml of plasma using the modified assay. The ri§kleveloping inhibibrs iscorrelated to the seveyiof

the disease as well as tlgposure to factor VI, this risk being highest within the fd@exposure

days. Rarely, inhibitors may develop after the fl&d exposure days.

Cases of recurrenthibitor (low titre) have ben observed after switahg from one factor VI
productto another in previously treated patients with more ttéexposure days who have a
previous history of inhibitor development. Tha#ore, it is recommended to monitor pdltients
carefullyfor inhibitor occurrence followig any product switch.

The clinical relevance of inhibitor development will depend on the titre of the inhibitor, with low titre
inhibitors which are transientlyr@sent or remain consistently low tipesing less of a tiisof
insufficient clinical respase than high titre inhibitors.

In general, all patients treated with coagulation factor VIl products should be carefully monitored for
the development of inhilwts by appropriate clinical observaticarsd laboratory test If the expected
factor VIII activity plasma levels are nottained, or if bleeding is not controlled with an appropriate
dose, testing for factor VIl inhibitor presence should be perfornmegiatients with high levels of
inhibitor, factor VIl theraly may rot be effective and othéherapeutic options should bensidered.
Management of such patients should be directed by physicians with experience in the care of
haemophilia and factor Vllnihibitors.
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Catheterrelated complicatios in treatment
If centralvenous access device (C12Ais required, risk of CVAErelated complications including
local infections, bacteremia and catheter site thrombosis should be considered.

Excipient related conderations
Sodium

This medicinal product contair) mg sodum pervial, equivalent t®.5 % of the WHO
recommended maximum daily intake of 2 g sodium foadult.

It is strongly recommended that every time ADVATE is admémedd to gpatient, thename and batch
number of the product arecadedin order to maitain alink between the geent and the batch of the
medcinal product

Paediatric population
The listed warnings and precautions apply to both adults and children.

4.5 Interaction with other medicinal products and other formsof interaction

No interation gudies have been germed with ADVATE.

4.6 Fertility, pregnancyand lactation

Animal reproduction studies have not been conducted with factor VIIl. Basée oare ocurrence
of haemophilia A in women, experience regagithe use of factor VIlduring pregnancy and
breastfeeding is not available. EBnefore, factor VIII should be used during pregnancylaedst
feedingonly if clearly indicated.

4.7 Effects on abilty to drive and use machines

ADVATE has no influencen the ability to driveand usanachines.

4.8 Undesirable effects

Summary of theafety profile

Clinical studies with ADVATE included 418 subjects with at least one exposure to ADVATE

reportng in taal 93 adversdrug reactions (ADRs) he ADRs that ocurred in the highesfrequency
were development afeutralising antibodies tactor VIII (inhibitors), headache and fever

Hypersensitivity or allergic reactions (which may include angioeddmrnig and stingingat the
infusion site, chills, flushinggenealised urticaria, dadachghives, hypotensigrethargy, nausea,
restlessnestachycardia, tightness of the chest, tingling, vomiting, wheezing) have been observed
rarely and may in soencases ogress tsewere anaphylaxis (including shgck

Devdopment of antibodies tanouse ad/or hamster protaiwith related hypersensitivityactions
may be observed.

Development of neutralising antibodies (inhibitors) may occur in patients vethdyzhiliaA treated

with factor VIII, including with ADVATE. Ifsuchinhibitors occur, lte condtion will manifestitself

as an insufficient climial response. In such cases, it is recommended that a specialised haemophilia
centre be contacted.

Tabulatedsummary badverse redons

The following table? provides thdrequency of adverse dgureacitons in clinical trals and from
spontaneous repang. The table is according to the MedDRA system organ classification (SOC and
Preferred Term Level).
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Frequegy categdes are defiad according to the following conventiorery common (©1/10),
common (©1/100to < 1/10), uncommon®1/1,000to < 1/100), rare ©1/10,000to < 1/1,000), very
rare (<1/10,000), not known (cannot be estimated from the availakdg. 8&ithin each frequecy
grouping, undesirable effects aregented in ordeof decreasing seriousness.

Table 2 Frequency of adverse drug reactions (ADRS) in clinical trials and from spontaneous report

MedDRA Standard System Organ Class Adverse reacton Frequency?
Infections and infestations Influenza Uncommon
Laryngitis Uncommon
Blood and lymphatic system disorders Factor VIl inhibition Uncommon (PTPS)
Very common (PUPS)
Lymphangitis Uncommon
Immune system disorders Anaphylactic reaction Not known
Hypersensitrity®© Not known
Nervous system disorder Headache Comnon
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Cardic disor@rs Palpitations Uncommon
Vascular disorders Haematom Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastinal disorde| Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncomnon
Nausa Uncommon
Vomiting Uncommon
Skin and subcutaneotissue disordes Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and administration site Pyrexia Common
conditions Peripheral oedema Uncomnon
Ches pain Uncomma
Chest discomfort Uncommon
Chills Uncommon
Feelng abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
Investigations Monocyte Count increade Uncommm
Coagulatian factor VIII level Uncommon
decreasetd
Haematocrit dcreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural complication| Post procedural complication Uncommon
Post procedural haemorrhage Uncommon
Procedrral site reaiion Uncommon

a) Calculated based ontal number opatients who received ADVATE (418).
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b)  The unexpected decrease in coagulation factor VIl levels occurred in one patient during
continuous infusion of ADVATE following surgery @ptoperate daysl0-14). Haemostasis
was maintained at all ties during thigeriod and both plasma factor VIl levels and clearance
rates returned to appropriate levels by postoperativd Slalyactor VIII inhibitor assays
performed after completion obatinuousinfusion andat study termination were negative.

c) ADR explained irthe sectionbelow.

d) Frequency is based on studies with all FVIII products which included patients with severe
haemophilia A. PTPs = previousliseated patients, PUPs = prevébuuntreated patients

Description of selected adverse reano

ADRs speciti to residues from the manufacturing process

Of the229treated patients who were assessed for antibodies to Chinese hamster ovary (CHO) cell
protein,3 showed a statistically gmificantupward trendn titres 4 displayed sustained peaks o
transient sjdesandone patient had both but mtinical symptoms. Of th@29treated patients who

were assessed for antibodies to murine @showed a statistically significant upward

trend 2 displayed a suatned peak or transient spiiadone paient had bothFour of these patients
reported isolated events of urticaria, pruritus, rash, and slightly elevated eosinophil counts amongst
repeated exposures to the study product.

Hypersensgivity
Allergic type eactions include anaphylaxis and haverbmanifestedydizziness, paresthesias, rash,
flushing, face swelling, urticaria, apduritus

Paediatric population
Other than the development of inhibitors in previously untreated peediatints (PUPSs), ath
catheteirelated complications, no agpecific diffeences in ADRs were noted in the clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal prodpottisri. It
allows ®@ntinued monitoring of the benefit/riglalance of thenedicinal product. Healthcare
professionals are asked to report any suspected adverse reactibesngdonal reporting system

listed inAppendx V.

4.9 Overdose

No symptoms of overdose with recombinant coagulation fadtbhave been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmaotherapatic group: atihaemorrhagics, blood coagulation factill. ATC code: BO2BDO02.

The factor Vlll/von Willebrand Factor complex consists of two molecules (factor VIl and von
Willebrand Factorwith different physiological function@&DVATE contains recommant
coagulaibn factor VIl (octocog alfa), a glycaoptein that ishiologically equivalent to the factor VI
glycoprotein found in human plasma.

Octocog alfa is a glycoprotein consisting2@32amino acids with an approximate molecular mass

of 280kD. When infusednto a haemophilia patient, octocog abiads to endognous von Willebrand
Factor in the patientodés circulation. Activated f
accelerating the conversion of Factor X to activatectér X.Activated Faadr X converts

prothrombin to thrombin. Airombin then coverts fibrinogen into fibrin and a clot can be formed.

Haemophilia A is a selinked hereditary disorder of blood coagulation due to decreased levels of

factor VIII activity andresultsin profuse bleding into joints, muscles or internabans, either

spontaneously or as a result of accidental or surgical trauma. The plasma levels of factor VIl are
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increased by replacement therapy, thereby enabling a temporary correctiefiaatonVIl|
deficieng and correction of the bleeding tendgnc

Data on Imnune Tolerance Induction (ITI) in patients with inhibitors have been collected. Within a
substudy of PUPstudy060103, ITireatments iri1 PUPs were documented. Retrospectivartch
review was done foB0 paediatricsubjects on ITlif study060703) A non-interventional prospective
registry (PASSNT-004) documented ITI in 44 paediatric and adult subjects of whom 36 completed
ITI therapy. Data show that immune tolerance may héeged.

In study 06020Q two longterm prophylaxis treatmenttsemes have beaompared in 53 PTPs: an
individualized pharmacokinetic guided dosing regimen (within a range of 20 to 80 IU of factor VIII
per kg body weight at intervals of 72 + 6 hours, n2&8) a sandard propylactic dosing regimen

(20 to 40 IU/kg eery 48 +6 hoursn=30). The pharmacaketic guided dosing regimen (according to
aspecific formula) was targeted t o -hosingrntesval n
of 72 haurs.The data from this study demonstrate that the two prophylactic dosing regimens are
comparable in terms of reduction of bleeding rate.

fact

The BEiropean Medicines Agency has waived the obligation to submit the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VI
deficiency) in "Immune Tolerance Induction (ITI) in patients with haemigphil(congenital factor
VIII deficiency) who have developed inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIII deficiency)". (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVATE were conducted in previously treated patientsevithe
to moderately severe haemophilial#ageline factor VIIO2%). The analysis of plasma samples was
conducted in a central labooay using a onetage clotting assay.

A total of 195 subjects witeevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories of these analyses for infants (1
month to <2 year of age), children (2 to <5 years of age), older children (5 to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age was defined as age at time of PK infusion.

Table 3 Summary of Pharmacokinetic Parameters of ADVATE per Age Groupseitire haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 1180.0 + 1506.6 + 530.0 | 1317.1 +438.6)/ 1538.5+519.1
(IU*-h/dl) 311.8 432.7
Adjusted 22+0.6 1.8+0.4 20+0.5 21+0.6 22+0.6
Incremental
Recovery at Cmax
(IU/dL per IU/kgy
Half-life (h) 9.0+15 96+1.7 11.8+3.8 12.1+£3.2 12.9+ 4.3
Maximum Plasma 1105+ 90.8+19.1 100.5 £ 25.6 107.6 £ 27.6 111.3+£27.1
Concentration Post 30.2
Infusion (1U/dI)
Mean Residence 11.0+£28 12027 15147 15.0+£5.0 16.2+6.1
Time (h)
Volume of 0.4+0.1 05+0.1 05+0.2 0.6+0.2 05+0.2
Distribution at
Steady State (dl/kg)
Clearance (ml/kg*h)| 3.9+0.9 48+15 3.8+15 41+1.0 36+1.2

@ Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is the maximal post
infusion Factor VIII measurement
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The safety and haemostatic efficacy of ADVATE in the paediatric population are similar to that of
adult patientsAdjusted recovery and terminal hdifie (t) was approximatel20% lower in young
children (less thaf years of age) than in adults, whimay be due in part to the known higher plasma
volume per kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal ngpecial hazard for humans based on studies of safety pharmacology, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calciun chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products or solvents.

6.3 Shelf life
2 years.

After reconstitution, from a microbiological point of view, the product should be used immediately.
However, chemical and physicatirse stability has been demonstrated3fbours a5 °C.

During the shelf life, the product may bept at room temperature (up26 °C) for a single period not
exceeding months. The end of therBonths storage at room temperature should be recorded on the
product carton. The product may not be returned to refrigerated storage again.

6.4 Special pre@utions for storage

Store in a refrigerator (X1 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system: Keep the sealed blister in the outer cartandar to protect from
light.

For storage conditioresiter reconstitutiof the medicinal product, see sect®.
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6.5 Nature and contents of container

Both the powder vial and the vial containinghbsolvent are of type | glass closed with chlorgbut
rubber stoppers. The product is provided in one of the following configurations:

- ADVATE with BAXJECT Il device: Each pack contains a powder vial, a vial contaibimg
solventand a device for reconstitution (BAXJETJ.

- ADVATE in BAXJECT Il system:Each pack contains a ready to use BAXJEIC$ystem in
a sealed blister (the powder vial and the vial containing 5 ml solvent are preassembled with the
system for reconstitution).

6.6 Special precautions for disposal and other handling

ADVATE is to beadministered intravenously after reconstitution of the product.

The reconstituted solution should be inspected visually for any foreign particulate matter and/or
discoloration.

After reconstitution the solution should be clear, colourless and free frengriguarticles.

Do not use solutions that are cloudy or have deposits.

- For administration the use of a ltieck syringe is required.

- Use within three hours after reconstitution.

- Do not refrigerate the preparation after reconstitution.

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

Reconstitution with the BAXJECT Il device

- For reconstitution use only the sterilised water for injections and the reconstitution device
provided in the pack.

- Do not se if the BAXJECT Il device, its sterile barrier system or its packaging is damaged or
shows any sign of deterioration.

- Aseptic Technique should be used

=

If the product is still stored in a refrigerator, take both the ADVATE powder and solvent vials

from the refrigerator and let them reach room temperature (betiBe€hand25 °C).

Wash your hands thoroughlging soap and warm water.

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flaiscigace.

Open the package 8AXJECT Il device by peeling away the paper lid without touching the

inside (Fig. a). Do not remove the device from the package. Do not use if the BAXJECT Il

device, its sterile barrier system or its packaging is damagstbars any sign of deterioration.

6.  Turn the package over and insert the clear plastic spike through the solvent stopper. Grip the
package at its edge and pull the packag®8AXJECT Il (Fig. b). Do not remove the blue cap
from the BAXJECTII device.

7. For reconstitution only the sterilised water for injections and the reconstitution device provided
in the pack should be used. WBAXJECT Il attached to the solvent vial, invert the system so
that the solvent vial is on top of the device. Insert theentidstic spike through the ADVATE
powder stopper. The vacuum will draw the solvent into the ADVATE powder vial (Fig. c).

8.  Swirl gently until all material is dissolved. Be sure that the ADVATE powder is completely

dissolved, otherwise not all reconstédtsolution will pass through the device filter. The

product dissolves rapidly (usually in less tHaminute). After reconstitution the solution should

be clear, colourless and free from foreign patrticles.

aghrwON
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Fig. a

Fig. b Fig. c

Reconstution with theBAXJECT lll system

wn

Do not use if the lid is not completely sealed on the blister

If the product is still storeih a refrigerator, takthe sealed bligtr (contains powder and solvent
vials preassembled with the system for reconsbit)tirom the refrigerator and let it reach room
temperature (betweelb °C and25 °C).

Wash your hands thoroughliging soap and avm water.

Open the ADVATE package lpeeling away the lidRemovethe BAXJECTIII systemfrom

the blister

Place theADVATE on a flat surface with theolventvial on top (Fig. 1). Theolventvial has a
blue stripe. Do not remove the blue cap unstructed in a later step.

With onehand holding the ADVATE in the BAXJEC system, press down firmly on the
solvern vial with the other hand until the system is fully collapsed anddhentflows down

into the ADVATE vial (Fig. 2). Do not tilthe system until the transfer is complet

Verify that thesolventtransfer is complete. Swirl gently until all mateimbissolved. Be sure
that the ADVATE powder is completely dissolved, otherwise not all reconstituted solution will
pass through thdevice filter. The product dissolvesidly (usually in less thah minute).

After reconstitution the solution should tlear, colourless and free from foreign particles.

Fig. 1 Fig. 2 Fig. 3

Administration
Use Aseptic Technique

Parenteral mdicinal products should be inspected particulate matter prior to administration,
whenever solution and container pern@nly a clear and colourless solution should be used.

1.

2.

Remove the blue cap from BAXJEQIT/ BAXJECT Ill. Do not draw air into the syringe
Connect the syringe to BAXJHQI / BAXJECT III.

Invert the system (the vial with the reconstituted solutias to be on top). Draw the
reconstituted solution into the syringe by pulling the plunger back slowly.
Disconnect the syringe.

33



4.  Attach a butterfly needle to the syringnject intravenously. The solution should be
administered slowly, atarateastt er mi ned by the pati edlmbds
per minute. The pulse rate should be determined before and duringsticition of ADVATE.
Should a significanincrease occur, reducing the rate of administration or temporarily
interrupting he injection usually allows the symptoms to disappear promptly (see
sectionst.4and4.8).

7. MARKETING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/03/271/03

EU/1/03/271/013

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisatiord2 March 2004

Date of latest renewa?0 Decanber2013

10. DATE OF REVISION OF THE TEXT

Detailed information on thimedicinalproductis avalable on the website ¢dfie European Medicines
Agencyhttp://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

ADVATE 15001U powder and solvent for &gion for injection.

2.  QUALITATIVE AND QUANTITAT IVE COM POSITION

Each vial cordins nominallyl500IU human coagulation factor VIII (rDNA), octocog aliaDVATE
contains approximately001U per ml of human coadation factor VIII (rDNA), octocog alfafter
reconstitution.

The potency (International lite) isdetermined using the Eopean Pharmacopoeia chromogenic
assay-The specific activity of ADVATE is approximate#y;00610,0001U/mg protein.

Octocog alfa (honan coagulation factor VIII (rDNA)) is purified protein that has 2332 amino acids.
It is producedby recombinant DNA tegaiology in Chinese hamster ovary (CHO) cefitsepared
without the addition of any (exogenous) humananimatderived protein in theell culture process,
purification or fnal formulation.

Excipients with known effect
This medi¢nal product contain8.45 mmol sodium (10ng) per vial.

For the full list of excipients, see sectiér.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
Powder:White to offwhite friable powder.
Solvent: Cleaand colouless slution.

4. CLINICAL PA RTICULARS

4.1 Therapeutic indications

Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital factor VIl
deficiency). ADVATE is indicatedin all age groups.

4.2 Posology and m#&od of administration

Treatment should be initiedl under the supervision of aysician experienced in the treatment of
haemophilia and with resuscitation support immediately available in case of anaphylaxis.

Poslogy
The dose and duration of the sutosion therapy depnd onthe severity of the factd/Ill deficiency,

onthelocabn and extent of the bleeding and on the pa

Thenumber of unitof factor VIl is expressed in Internatial Units (IU), which are related to the
WHO standard fordctor MII products. Factor Vllkactivity in plasma is expresseither as a
percentage (relative to normal human plasma) or in IUs (relative to the international standard for
factor VIII in plasma.

Onelnternational Unit {U) of factar VIII activity is equivaknt to that quantity ofdctor VIII in one mi
of normal luman plasma.
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On demand treatment

The calculation of the required dose of factor VIl is based on the empirical finding Ithdactor
VIl per kg body weight raises thégsma factor VIl ativity by 2 1U/dl. The requirediose is
determined using the fowing formula:

Required units (IU¥ body weight (kg) x desired factor VIII rise (%)05

In case of the following haemorrhagigents, the factor VIII activity shoulabt fall below thegiven
plasma activity level (i%% of normal or 1U/dl) in the caesponding period. The followingblel can
be used to guide dosing in bleeding episodes and surgery:

Table 1 Guide for dosing in leeding episodes and surgery

Degree othaemorrhage/type | Factor VIl level Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, muscle | 207 40 Repeat injections everld2to 24 hours
bleeding or oral bleeding. (8 to 24 hours for patients under the

age of6) for at leasi day, until the
bleeding episodes indicated by pain,
is resolved or haing is achieved.

More extesive haemarthrosis, | 307 60 Repeainjections everny2to 24 hours
muscle bleeding ordematoma. (8 to 24 hours for patiats under the

age of6) for 37 4 days or more until
pain and acute disability are resolved

Life threateing haemorrhages.| 607 100 Repeat injections eveBto 24 hours
(6 to 12 hours for patients under the
ageof 6) until threatis reolved.

Surgery
Minor 307 60 Every24 hours (120 24 hours for
Including tooth extraction. patients under the age ©, at

leastl day,until healing is achieved.
Major 807 100 Repeat injetions evenB to 24 hours

(pre- and postoperative) | (6 to 24 hours for patiets under the
age of6) until adguate wound healing
then continue therapy for at least
another7 days to maintain a factor VII
activity of 30% to60% (1U/dl).

The dose and frequency of administratibogd be adapted the cinical response in thedividual
case. Under certain cumstances (e.g. presence of a-tdve inhibitor), doses largeihan those
calculated using the formula may be necessary.

During the course of treatment, appropriate deieation of plasmdactor VIl levels is advisedd
guide the dose to be adminisd and the frequency of repeated injections. In the case of major
surgical interventions in particular, precise monitoring of thesstution therapy by means of plasma
factor VIII activity assay$ indispensable. Individal patients may vary in their sponse to factor

VIII, achieving different levels aih vivorecovery and demonstrating different Hales.

Prophylaxis
For longterm prophylaxis against bleeding in jgatis with severe lemophila A, the usual doses

are20to 401U of factor VIII perkg body weight at intervals @&to 3 days.
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Paediatric population

For on demand treatment dosing in paediatric pat{@nis 18 yees of agedoes not differ from adult
paients. In patientsinderthe age of 6, doses of 20501U of factor VIl per kgbody weight 3 to 4
times weekly are recommended for prophylactic therapy.

Method of administration
ADVATE should be administered vthe intravenous route. In case of adistimtion by a nomealth
care professional apprdpte training is needed.

The rde of administration should be determined to ensure the comfort of the patient up to a maximum
of 10 ml/min.

After reconstitution,lte solution is clear, colourless, freerh foreign partiats anchas a pH
of 6.7t0 7.3.

For instructions on reconstitoth of the medicinal product befoegiministration, see secti@6.
4.3 Contraindications

Hypersensitivity to the active substarargo any of the excipientsted in setion 6.10r to mowse or
hamster proteins.

4.4 Special warnings and precautions fo use

Hypersensitivity

Allergic type hypersensitivity reactions, including anaphylaxis, have been reported with ADVATE.
The productontains traces of mouse and hamstetaims. If symptomsof hypesensitivityoccur,
patients should be advised to discimie use of the product immediately and contact their physician.
Patients should be informed of the early signs of hypersensitdattions including hives,
generalised dicaria, tightnessf thechest, wheezing, hypotes and anaphylaxis.

In case okhock,standardnedical treatmerfor shockshould beémplemented

Inhibitors

The formation of neutralising antibodies (inhibitai@¥actor VIl is a known complicatiom the
managementfandividuals with haemophilia AThese inhibitors are usuallg@G immunoglobulins

directed against the factor VIII procoagulant activity, which are quantified in Bethesda Units (BU) per
ml of plasna using the modified assay. The riskdef/eloping inhibibrs iscorrelated to the seveyibf

the disease as well as tlgposure to factor VI, this risk being highest within the fd@exposure

days. Rarely, inhibitors may develop after the fi& exposure days.

Cases of recurrent ifthitor (low titre) have ben observed after switahg from one factor VIl
productto another in previously treated patients with more ttéexposure days who have a
previous history of inhibitor development. Th#are, it is recommended to monitor pditients
carefullyfor inhibitor occurrence followig any product switch.

The clirical relevance of inhibitor development will depend on the titre of the inhibitor, with low titre
inhibitors which are transiently @sent or remain consistently low titreging less of a risof
insufficient clinical respase than high titre inhibitors.

In general, all patients treated with coagulation factor VIl products should be carefully monitored for
the development of inhibite by appropriate clinical observatioasd laboratory test If the expected
factor VIII activity plasma levels are nottatned, or if bleeding is not controlled with an appropriate
dose, testing for factor VIl inhibitor presence should be performegahatients with high levels of
inhibitor, factor VIII theray may rot be effective and othéherapeutic options should berssidered.
Management of such patients should be directed by physicians with experience in the care of
haemophilia and factor VIII imibitors.
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Catheterrelated complicatios in treatment
If central venous access device (C\DA is required, risk of CVAErelated complications including
local infections, bacteremia and catheter site thrombosis should be considered.

Excipient related conderations

Sodium

This medicinal product contair) mg sodiun pervial, equivalent t®.5 % of the WHO
recommended maximum daily intake of 2 g sodium foadult.

It is strongly recommended that every time ADVATE is adniémed toa patient, the ame and batch
number of the product arecadedin order to mairgin a Ink between the pigint and the batch of the
medidnal product

Paediatric population
The listed warnings and precautions apply to both adults and children.

4.5 Interaction with other medicinal products and other forms & interaction

No interacion studies have been penfimed with ADVATE.

4.6 Fertility, pregnancyand lactation

Animal reproduction studies have not been conducted with factor VIIl. Basibe oareoccurrence
of haemophilia A in women, experience regaiglihe use of factor Vilduring pregnancy and
breas-feeding is not available. Thefore, factor VIl should be used during pregnancy lanest
feedingonly if clearly indicated.

4.7 Effects on abiity to drive and use machines

ADVATE has no influencen the ability to drive ad use nachines.

4.8 Undesrable effects

Summary of theafety profile

Clinical studies with ADVATE included 418 subjects with at least one exposure to ADVATE

repoting in total 93 adversdrug reactions (ADRs) he ADRs that oaarred in the highesfrequency
were development afeutralising antibodies tacta VIII (inhibitors), headache and fever

Hypersensitivity or allergic reactions (which may include angioedéurning and stingingat the
infusion site, chills, flushinggenealised urticaria, hetchehives, hypotensiorigthargy, nausea,
restlessness$achycardia, tightness of the chest, tingling, vomiting, wheezing) have been observed
rarely and may in soe casegrogress tsevee anaphylaxis (including shack

Devebpment of antibodies to mase antbr hamster proteiwith related hypersensitivityeactions
may be observed.

Development of neutralising antibodies (inhibitors) may occur in patients agmbphila A treated

with factor VIII, including with ADVATE. If suchinhibitors occur, theondiion will manifest iself

as an insufficient clini@ response. In such cases, it is recommended that a specialised haemophilia
centre be contacted.

Tabulatedsummaryof adverse reaabns

The following table? provides thdrequency of adverse drugactias in clinical trids and from
spontaneous repanty. The table is according to the MedDRA system organ classification (SOC and
Preferred Term Level).
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Frequecy categries are defing according to the following conventiovery common (©1/10),
common (©1/100to < 1/10), uncommon®1/1,000to < 1/100), rare ©1/10,000to < 1/1,000), very
rare (<1/10,000), not known (cannot be estimated from the availabég.dVihin each frequesy
grouping, undesirable effects areg@pted in ordeof decreasing seriousness.

Table 2 Frequency of adverse drug reactions (ADRS) in clinical trials and from spontaneous report

MedDRA Standard System Organ Class Adverse readion Frequency?
Infections and infestations Influenza Uncommon
Laryngitis Uncommon
Blood and lymphatic system disorders Factor VIl inhibition Uncommon (PTPS)
Very common (PUPS)
Lymphangitis Uncommon
Immune system disorders Anaphylactic reaction Not known
Hypersensitiity© Not known
Nervous system disorders Headache Comnon
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Cardac disoders Palpitatiors Uncommon
Vascular disorders Haematoma Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastinal disorde| Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Unconmon
Nausea Uncommon
Vomiting Uncommon
Skin and subcutaneotissue disordes Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and administration site Pyrexia Common
conditions Peripheral oedema Unconmmon
Chest pain Uncommon
Chest discomfort Uncommon
Chills Uncommon
Feelhg abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
Investigations Monocyte Count increasl Uncommnon
Coagulatiorfactor VIII level Uncommon
decreasetd
Haematocrit dcreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural complication| Post procedural complication Uncommon
Post procedural haemorrhage Uncommm
Procelural site reagon Uncommon

a) Calculated based ont&d number opatients who received ADVATE (418).
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b)  The unexpected decrease in coagulation factor VIl levels occurred in one patient during
continuous infusion of ADVATE following surgerypdstopertive daysl0-14). Haemostasis
was maintained at all tinseduring thigperiod and both plasma factor VIl levels and clearance
rates returned to appropriate levels by postoperativd Slalyactor VIII inhibitor assays
performed after completion abntinuows infusion and astudy termination were negative.

c) ADR explained irthe sectionbelow.

d) Frequency is based on studies with all FVIII products which included patients with severe
haemophilia A. PTPs = previousliseated patients, PUPs = preway-untreated patients

Description of selected adverse reacton

ADRs speciti to residues from the manufacturing process

Of the229treated patients who were assessed for antibodies to Chinese hamster ovary (CHO) cell
protein,3 showed a statisticallyignificant upward trendn titres 4 displayed sustained peaks or
transient sjdesandone patient had both but mtinical symptoms. Of th@29treated patients who

were assessed for antibodies to murine @showed a statistically significant upward

trend 2 displayed a sustaed peak or transient spilamdone paient had bothFour of these patients
reported isolated events of urticaria, pruritus, rash, and slightly elevated eosinophil counts amongst
repeated exposures to the study product.

Hypersesitivity
Allergic type ractions include anaphylaxis and haverbe®nifested yp dizziness, paresthesias, rash,

flushing, face swelling, urticaria, apduritus

Paediatric population
Other than the development of inhibitors in previously untreated peediatients (PUPs), and
catheteirelated complications, no agpecific diffeences in ADRs were noted in the clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal raupctriant. It
allows catinued monitoring of the benefit/rislalance of thenedicinal product. Healthcare
professionals are asked to report any suspected adverse reactibesngdonal reporting system

listed inAppendx V.

4.9 Overdose

No symptoms of overdose with recombinant coagulation fadtbhave been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharnacotheraputic group: anhaemorrhagics, blood coagulation facti. ATC code: B02BDO02.

The factor Vlll/von Willebrand Factor complex consists of two molecules (factor VIl and von
Willebrand Factorwith different physiological function®aDVATE contans reconiinant
coagulatbn factor VIII (octocog alfa), a glycoptein that ishiologically equivalent to the factor VIl
glycoprotein found in human plasma.

Octocog alfa is a glycoprotein consisting2@32amino acids with an approximate molecular mass

of 280kD. When infusedrito a haemophilia patient, octocog dlfads to endognous von Willebrand
Factor in the patientodés circulation. Activated f
accelerating the conversion of Factor X to activéiactor X.Activated FactoX converts

prothrombin to thrombin. Tiombin then caverts fibrinogen into fibrin and a clot can be formed.

Haemophilia A is a selinked hereditary disorder of blood coagulation due to decreased levels of

factor VIII activity ard resultan profuse bleding into joints, muscles or internalgams, either

spontaneously or as a result of accidental or surgical trauma. The plasma levels of factor VIl are
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increased by replacement therapy, thereby enabling a temporary correctierfaattory/ 111
deficiencyand correction of the bleeding tendency

Data on Imnune Tolerance Induction (ITI) in patients with inhibitors have been collected. Within a
substudy of PUPstudy060103, ITHreatments iri1 PUPs were documented. Retrospectivart

review was done foB0 paediatricsubjects on ITlif study060703) A norrinterventional prospective
registry (PASSNT-004) documented ITI in 44 paediatric and adult subjects of whom 36 completed
ITI therapy. Data show that immune tolerance maydhéeaed.

In study 060201wo longterm prophylaxis treatment setmes have beaompared in 53 PTPs: an
individualized pharmacokinetic guided dosing regimen (within a range of 20 to 80 IU of factor VIII
per kg body weight at intervals of 72 + 6 hours, N=&8h astandard propylactic dosing regimen

(20 to 40 IU/kg evey 48 +6 hoursn=30). The pharmacaketic guided dosing regimen (according to
aspecific formula) was targeted t o -hosingrntesval n
of 72 tours.The data from this study demonstrate that the two prophylactic dosing regimens are
comparable in terms of reduction of bleeding rate.

fact

The BEiropean Medicines Agency has waived the obligation to submit the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VI
deficiency) in "Immune Tolerance Induction (ITI) in patients with haemigphil(congenital factor
VIII deficiency) who have developed inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIII deficiency)". (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVATE were conducted in previously treated patientsevithe
to moderately severe haemophilial#ageline factor VIIO2%). The analysis of plasma samples was
conducted in a central labooay using a onetage clotting assay.

A total of 195 subjects witeevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the R&rotocol PK analysis set. Categories of these analyses for infants

(1 month to <2 year of age), children (2 to <5 years of age), older children (5 to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age was defined as age at time of PK infusion.

Table 3 Summary of Pharmacokinetic Parameters of ADVATE per Age Groupseitire haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 1180.0 + 1506.6 + 530.0 | 1317.1 +438.6)/ 1538.5+519.1
(IU*-h/dl) 311.8 432.7
Adjusted 22+0.6 1.8+0.4 20+0.5 21+0.6 22+0.6
Incremental
Recovery at Cmax
(IU/dL per IU/kgy
Half-life (h) 9.0+15 96+1.7 11.8+3.8 12.1+£3.2 12.9+ 4.3
Maximum Plasma 1105+ 90.8+19.1 100.5 £ 25.6 107.6 £ 27.6 111.3+£27.1
Concentration Post 30.2
Infusion (1U/dI)
Mean Residence 11.0+£28 12027 15147 15.0+£5.0 16.2+6.1
Time (h)
Volume of 0.4+0.1 05+0.1 05+0.2 0.6+0.2 05+0.2
Distribution at
Steady State (dl/kg)
Clearance (ml/kg*h)| 3.9+0.9 48+15 3.8+15 41+1.0 36+1.2

@ Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is the maximal post
infusion Factor VIII measurement
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The safety and haemostatic efficacy of ADVATE in the paediatric population are similar to that of
adult patientsAdjusted recovery and terminal hdifie (t) was approximatel20% lower in young
children (less thaf years of age) than in adults, whimay be due in part to the known higher plasma
volume per kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal ngpecial hazard for humans based on studies of safety pharmacology, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calciun chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products or solvents.

6.3 Shelf life
2 years.

After reconstitution, from a microbiological point of view, the product should be used immediately.
However, chemical and physicatirse stability has been demonstrated3fbours a5 °C.

During the shelf life, the product may bept at room temperature (up26 °C) for a single period not
exceeding months. The end of therBonths storage at room temperature should be recorded on the
product carton. The product may not be returned to refrigerated storage again.

6.4 Special pre@utions for storage

Store in a refrigerator (X1 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system: Keep the sealed blister in the outer cartandar to protect from
light.

For storage conditioresiter reconstitutiof the medicinal product, see sect®.
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6.5 Nature and contents of container

Both the powder vial and the vial containinghbsolvent are of type | glass closed with chlorgbut
rubber stoppers. The product is provided in one of the following configurations:

- ADVATE with BAXJECT Il device: Each pack contains a powder vial, a vial contaibimg
solventand a device for reconstitution (BAXJETJ.

- ADVATE in BAXJECT Il system:Each pack contains a ready to use BAXJEIC$ystem in
a sealed blister (the powder vial and the vial containing 5 ml solvent are preassembled with the
system for reconstitution).

6.6 Special precautions for disposal and other handling

ADVATE is to beadministered intravenously after reconstitution of the product.

The reconstituted solution should be inspected visually for any foreign particulate matter and/or
discoloration.

After reconstitution the solution should be clear, colourless and free frengriguarticles.

Do not use solutions that are cloudy or have deposits.

- For administration the use of a ltieck syringe is required.

- Use within three hours after reconstitution.

- Do not refrigerate the preparation after reconstitution.

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

Reconstitution with the BAXJECT Il device

- For reconstitution use only the sterilised water for injections and the reconstitution device
provided in the pack.

- Do not se if the BAXJECT Il device, its sterile barrier system or its packaging is damaged or
shows any sign of deterioration.

- Aseptic Technique should be used

1. If the product is still stored in a refrigerator, take both the ADVATE powder and solvent vials
from the refrigerator and let them reach room temperature (betiBe€hand25 °C).

2. Wash your hands thoroughlging soap and warm water.

3. Remove caps from powder and solvent vials.

4.  Cleanse stoppers with alcohol swabs. Place the vials on a flaiscigace.

5.  Open the package 8axJectl device by peeling away the paper lid without touching the

inside (Fig. a). Do not remove the device from the package. Do not use if the BAXJECT Il

device, its sterile barrier system or its packaging is damagstbars any sign of deterioration.

6.  Turn the package over and insert the clear plastic spike through the solvent stopper. Grip the
package at its edge and pull the packag®8AXJECT Il (Fig. b). Do not remove the blue cap
from the BAXJECTII device.

7. For reconstitution only the sterilised water for injections and the reconstitution device provided
in the pack should be used. WBAXJECT Il attached to the solvent vial, invert the system so
that the solvent vial is on top of the device. Insert theentidstic spike through the ADVATE
powder stopper. The vacuum will draw the solvent into the ADVATE powder vial (Fig. c).

8.  Swirl gently until all material is dissolved. Be sure that the ADVATE powder is completely

dissolved, otherwise not all reconstédtsolution will pass through the device filter. The

product dissolves rapidly (usually in less tHaminute). After reconstitution the solution should

be clear, colourless and free from foreign patrticles.
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Fig. a

Fig. b Fig. c

Reconstution with theBAXJECT lll system

wn

Do not use if the lid is not completely sealed on the blister

If the product is still storeih a refrigerator, takthe sealed bligtr (contains powder and solvent
vials preassembled with the system for reconsbit)tirom the refrigerator and let it reach room
temperature (betweelb °C and25 °C).

Wash your hands thoroughliging soap and avm water.

Open the ADVATE package lpeeling away the lidRemovethe BAXJECTIII systemfrom

the blister

Place theADVATE on a flat surface with theolventvial on top (Fig. 1). Theolventvial has a
blue stripe. Do not remove the blue cap unstructed in a later step.

With onehand holding the ADVATE in the BAXJEC system, press down firmly on the
solvern vial with the other hand until the system is fully collapsed anddhentflows down

into the ADVATE vial (Fig. 2). Do not tilthe system until the transfer is complet

Verify that thesolventtransfer is complete. Swirl gently until all mateimbissolved. Be sure
that the ADVATE powder is completely dissolved, otherwise not all reconstituted solution will
pass through thdevice filter. The product dissolvesidly (usually in less thah minute).

After reconstitution the solution should tlear, colourless and free from foreign particles.

Fig. 1 Fig. 2 Fig. 3

Administration
Use Aseptic Technique

Parenteral mdicinal products should be inspected particulate matter prior to administration,
whenever solution and container pern@nly a clear and colourless solution should be used.

1.

2.

Remove the blue cap from BAXJEQIT/ BAXJECT Ill. Do not draw air into the syringe
Connect the syringe to BAXJHQI / BAXJECT III.

Invert the system (the vial with the reconstituted solutias to be on top). Draw the
reconstituted solution into the syringe by pulling the plunger back slowly.
Disconnect the syringe.
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4.  Attach a butterfly needle to the syringnject intravenously. The solution should be
administered slowly, atarateastt er mi ned by the pati edlmbds
per minute. The pulse rate should be determined before and duringsticition of ADVATE.
Should a significanincrease occur, reducing the rate of administration or temporarily
interrupting he injection usually allows the symptoms to disappear promptly (see
sectionst.4and4.8).

7. MARKETING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/03/271/0@

EU/1/03/271/014

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisatiord2 March 2004

Date of latest renewa?0 Decanber2013

10. DATE OF REVISION OF THE TEXT

Detailed information on thimedicinalproductis avalable on the website ¢dfie European Medicines
Agencyhttp://www.ema.europa.eu
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1. NAME OF THE MEDICINAL PRODUCT

ADVATE 2000I1U powder and solvent foiotution for injection.

2. QUALITATIVE AND QUANTITA TIVE COMPOSITION

Each vial cotains nominally2000IU human coagulation factor VIII (rDNA), octocog aliaDVATE
contains approximately00IU per ml of human coagdation factor VIl (rDNA), octocog alfafter
reconstitution.

The potency (Internationalnits) is determined using theutopean Pharmacopoeia chromogenic
assay-The specific activity of ADVATE is approximate#y;00610,0001U/mg protein.

Octocog alfa (bman coagulation factor VIII (rDNA)) ia purified protein that has 2332 amino acids.
It is producel by recombinant DNA tdmology in Chinese hamster ovary (CHO) cefleepared
without the addition of any (exogenous) humananimatderived protein in th cell culture process,
purification orfinal formulation.

Excipients with known effect
This medcinal product contain®.45 mmol sodium (10ng) per vial

For the full list of excipients, see sectiér.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
Powder White to offwhite friable powder.
Solvent: Cleaand colairlesssolution.

4. CLINICAL P ARTICULARS

4.1 Therapeutic indications

Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital factor VIl
deficiency). ADVATE is indicated in all age groups.

4.2 Posology andnethod of administration

Treatment should be initied under the supervision opaysician experienced in the treatment of
haemophilia and with resuscitation support immediately available in case of anaphylaxis.

Posology
The dose and duration of the stitution therapy deend orthe severity of the faot VIII deficiency,

onthelocai on and extent of the bleeding and on

Thenumber of unit®f factor VIII is expressed in Internahal Units (IU), which are related the
WHO standard fofactor VIl products. Factor VIl activity in plasma is expreed either as a
percentage (relative to normal human plasma) or in IUs (relative to the international standard for
factor VIII in plagna).

Onelnternational Unit U) of factor VIII activity is equivdent to that quantity dactor VIl in one ml
of normalhuman plasma.
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On demand treatment

The calculation of the required dose of factor VIl is based on the empirical finding Ilthdactor
VIII per kg body weight raises th@asma factor Vllactivity by 2 IU/dI. The require dose is
determined using thi®llowing formula:

Required units (IU¥ body weight (kg) x desired factor VIII rise (%)05

In case of the following haemorrhagtvents, the factor VIII activity shalihot fall below thegiven
plasma activity level (i®% of normal or IU/dl) in the @arresponding period. The followirtgble1 can
be used to guide dosing in bleeding episodes and surgery:

Table 1 Guide for dosing imbleeding episodes and surgery

Degree d haemorrhage/type | Factor VIl level Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, muscle | 207 40 Repeat injections eved2to 24 hours
bleeding or oral bleeding. (8 to 24 hours for patients under the

age of6) for at leasf. day, until the
bleeding episog, as indicated by pain
is resolved ohealing is achieved.

More exensive haemarthrosis,| 307 60 Repedainjections evend 2to 24 hours
muscle bleeding draematoma. (8 to 24 hours for pdents under the
age of6) for 37 4 days or more until
pain and acute disability are resolved

Life threat@ing haemorrhages.| 607 100 Repeat injections eveBito 24 hours
(6 to 12 hours for patients under the
age of6) until thredis resolved.

Surgery
Minor 307 60 Every24 hours (120 24 hours for
Including tooth extraction. patients under the age 6, at

leastl day, until healing is achieved.
Major 807 100 Repeat irgctions eveng to 24 hours

(pre- and postoperative) | (6 to 24 hours for patiats under the
age of6) until adequate wound healing
then continue therapy for at least
another7 days to maintain a factor VIl
activity of 30% to60% (1U/dl).

The dose and frequency of administrattiould be adapted the tinical response in thedividual
case. Under certainrcumstances (e.g. presence dbwa-titre inhibitor), doses largeihan those
calculated using the formula may be necessary.

Duringthe course of treatment, appropriatéedmination of plasma facto VIl levels is advisedo
guide the dose to be admitd@sed and the frequency of repeated injections. In the case of major
surgical interventions in particular, precise monitoring ofsigstitution therapy by means of plasma
factor VIII activity assayis indispensable. Individhl patients may vary in theiesponse to factor

VIII, achieving different levels aih vivorecovery and demonstrating different Hales.

Prophylaxis
For longterm prophylaxis against bleeding irtipats with severedemophHia A, the usual doses

are 20t0 401U of factor VIII per kg body weight at intervals @fto 3 days.
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Paediatric population

For on demand treatment dosing in paediatric pat{@nis 18 yars of agejloes not differ from adult
patients. In patiestundethe age of 6, doses 0020 501U of factor VIII per kg body weight 3 to 4
times weekly are recommended for prophylactic therapy.

Method of administration
ADVATE should be administeredavthe intravenous route. In case of auisiration by a nomealth
care professional approgte training is needed.

Therate of administration should be determined to ensure the comfort of the patient up to a maximum
of 10 ml/min.

After reconstitutionthe solution is clear, colourless, frieem foreign partites anchas a pH
of 6.7t0 7.3.

For instructions on reconstttan of the medicinal product befoegiministration, see secti@6.
4.3 Contraindications

Hypersensitivity to the active substanar to any of the excipienlisted insection 6.1or to mause or
hamster proteins.

4.4 Special warnings and precautiondor use

Hypersensitivity

Allergic type hypersensitivity reactions, including anaphylaxis, have been reported with ADVATE.
The produtcontains traces of mouse and hamstetgins. If symptomsf hypersensitivityoccur,
patientsshould be advised to distiinue use of the product immediately and contact their physician.
Patients should be informed of the early signs of hypersensitiattions including hives,
generalisedirticaria, tightnessf thechest, wheezing, hypotsion and anaphylaxis.

In caseof shock,standardnedical treatmerfor shockshould beémplemented

Inhibitors

The formation of neutralising antibodies (inhibgpto factor VIl is a known complicatioin the
managemendf individuals with haemaophilid. These inhibitors are usuallgG immunoglobulins

directed against the factor VIII procoagulant activity, which are quantified in Bethesda Units (BU) per
ml of plasma using the modified assay. The dékieveloping inhilibrs iscorrelated to the sevéyiof

the disease as well aethxposure to factor VIII, this risk being highest within the &&éxposure

days. Rarely, inhibitors may develop after the fl@)exposure days.

Cases of recurrenthibitor (low titre)have leen observed after swititlg from one factor VIl
produd to another in previously treated patients with more ft@éexposure days who have a
previous history of inhibitor development. riefore, it is recommended to monitor@dtients
carefullyfor inhibitor occurrence followng any product switch.

The cinical relevance of inhibitor development will depend on the titre of the inhibitor, with low titre
inhibitors which are transientlyresent or remain consistently low tifresing less of ask of
insufficient clinical respnse than high titre inhibitors

In general, all patients treated with coagulation factor VIl products should be carefully monitored for
the development of inhitwrs by appropriate clinical observatsand laboratory tés If the expected
factor VIII activity plasma levels are nattained, or if bleeding is not controlled with an appropriate
dose, testing for factor VIl inhibitor presence should be perforingaatients with high levels of
inhibitor, factor VIl thergoy maynot be effective and othé¢herapeutic options should bensidered.
Management of such patients should be directed by physicians with experience in the care of
haemophilia and factor Vlihhibitors.
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Catheterrelated complicabns in treatment
If centralvenous access device (8B) is required, risk of CVADBrelated complications including
local infections, bacteremia and catheter site thrombosis should be considered.

Excipient related casiderations

Sodium

Thismedicinal product contairfd mg sodum pervial, equivalent td.5 % of the WHO
recommended maximum daily intake of 2 g sodiunmafoadult.

It is strongly recommended that every time ADVATE is adsiered ta patient, th@ame and batch
number of the product @areordedin order to maitain alink between the g@tient and the batch of the
medcinal product.

Paediatric population
The listed warnings and precautions apply to both adults and children

4.5 Interaction with other medicinal products and other formsof interaction

No interation dudies have been germed with ADVATE.

4.6 Fertility, pregnancyand lactation

Animal reproduction studies have not been conducted with factor VIll. Basibé oareoccurrence
of haemophilia A in women, experience regjagthe use of factor VIlduring pregnancy and
breastfeeding is not available.herefore, factor VIl should be used during pregnancytmadst
feedingonly if clearly indicated.

4.7 Effects on alility to drive and use machines

ADVATE has no influene onthe ability to driveand useamachines.

4.8 Undesirable effects

Summary of th safety profile

Clinical studies with ADVATE included 418 subjects with at least one exposure to ADVATE

repating intotal 93 advers drug reactions (ADRsThe ADRs that ocurred in the highestrequency
were development afeutralising antibodies tactor VIII (inhibitors), headache and fever

Hypersensitivity or allergic reactions (which may include anggosa burimg and stingig at the
infusion site, chills, flushinggereralised urticaria, @adachghives, hypotensiuo, lethargy, nausea,
restlessnss,tachycardia, tightness of the chest, tingling, vomiting, wheezing) have been observed
rarely and may in@me caseprogress teevere anaphylaxis (including shgck

Deweloprrent of antibodies tonouse ad/or hamster prote with related hypersensitiyitreactions
may be observed.

Development of neutralising antibodies (inhibitors) may occur in patienthagémophila A treated

with factor VIII, including with ADVATE. f sud inhibitors occur, lte condtion will manifestitself

as an insufficient clical response. In such cases, it is recommended that a specialised haemophilia
centre be contacted.

Tabulatel summarnf adverse reetions

The following table? provides tle frequency of adverse dgureacions in clinical trals and from
spontaneous reptimg. The table is according to the MedDRA system organ classification (SOC and
Preferred Term Level).
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Frequency catgories are defied according to the following convemiiove’y common ©1/10),
common ©1/100to < 1/10), uncommon®1/1,000to < 1/100), rare ©1/10,000to < 1/1,000), very
rare (<1/10,000), not known (cannot be estimated from the avaitiitg. Wihin each fregency
grouping, undesirable effects anegented in ordeof decreasing seriousness.

Table 2 Frequency of adverse drug reactions (ADRS) in clinical trials and from spontaneous report

MedDRA Standard System Organ Class Adverse reation Frequency?
Infections and infestations Influenza Uncommon
Laryngitis Uncommon
Blood and lymphatic system disorders Factor VIl inhibition Uncommon (PTPS)
Very common (PUPS)
Lymphangitis Uncommon
Immune system disorders Anaphylactic reaction Not known
Hypersensivity © Not known
Nervous system disorde Headache Comnon
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Camiac disoders Palpitatons Uncommon
Vascular disorders Haematma Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastinal disorde| Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncommon
Nausea Uncommon
Vomiting Uncommon
Skin and subcutanestuissue disorde Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and administration site Pyrexia Common
conditions Peripheral oedema Uncanmon
Chest pain Uncomnon
Chest discomfort Uncommon
Chills Uncommon
Feelhg abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
Investigations Monocyte Count incresed Uncommon
Coagulaton factor VI level Uncommon
decreasetd
Haematocrit dcreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural complication| Post procedural complication Uncommon
Post procedural haemorrhage Uncomnon
Proadural site reetion Uncommon

a) Calculated based dotal number opatients who received ADVATE (418).

50




b)  The unexpected decrease in coagulation factor VIl levels occurred in one patient during
continuous infusion of ADVATE following surgefypostopeative days10-14). Haemostasis
was maintained at allrties during thigperiod and both plasma factor VIl levels and clearance
rates returned to appropriate levels by postoperativd Slalyactor VIII inhibitor assays
performed after completion ebntinuais infusion andat study termination were negative.

c) ADR explained irthe sectionbelow.

d) Frequency is based on studies with all FVIII products which included patients with severe
haemophilia A. PTPs = previousliseated patients, PUPs = prewsly-untreated patients

Description of selected adverse reacs

ADRs speciti to residues from the manufacturing process

Of the229treated patients who were assessed for antibodies to Chinese hamster ovary (CHO) cell
protein,3 showed a statisticallgignificant upward trendn titres 4 displayed sustained peadis

transient sjdesandone patient had both but mtinical symptoms. Of th@29treated patients who

were assessed for antibodies to murine @showed a statistically significant upward

trend 2 displayed a suained peak or transient spiiadone mtient had bothour of these patients
reported isolated events of urticaria, pruritus, rash, and slightly elevated eosinophil counts amongst
repeated exposures to the study product.

Hypersasitivity
Allergic typereactions include anaphylaxis and haeerm manifestedybdizziness, paresthesias, rash,

flushing, face swelling, urticaria, apduritus

Paediatric population
Other than the development of inhibitors in previously untreated ataediatents (PUPSs),rad
catheterrelated complications, no egpecific diffeences in ADRs were noted in the clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal {grodporant. It
allowscontinued monitoring of the benefit/rislalance of thenedicinal product. Healthcare
professionals are asked to report any suspected adverse reactibesngdonal reporting system

listed inAppendx V.

4.9 Overdose

No symptoms of overdose with recombinant coagulation fadtbhave been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Phamacotherpeutic group: atihaemorrhagics, blood coagulation facVIll. ATC code: B02BDO02.

The factor Vlll/von Willebrand Factor complex consists of two molecules (factor VIl and von
Willebrand Factorwith different physiological function®aDVATE contains recanbinant
coaguldion factor VIl (octocog alfa), a glyqotein that isiologically equivalent to the factor VI
glycoprotein found in human plasma.

Octocog alfa is a glycoprotein consisting2@32amino acids with an approximate molecular mass

of 280kD. When infusednto a haemophilia patient, octocogaaliinds to endagous von Willebrand
Factor in the patientodés circulation. Activated f
accelerating the conversion of Factor X to activéiactor X Activated Fator X converts

prothrombin to thrombinThrombin then coverts fibrinogen into fibrin and a clot can be formed.

Haemophilia A is a selinked hereditary disorder of blood coagulation due to decreased levels of

factor VIII activity and resuls in profuse béeding into joints, muscles or intermabans, either

spontaneously or as a result of accidental or surgical trauma. The plasma levels of factor VIl are
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increased by replacement therapy, thereby enabling a temporary correttierfautta VI
deficiercy and correction of the bleeding tendgn

Data on Immune Tolerance Induction (ITI) in patients with inhibitors have been collected. Within
asubstudy of PUPstudy060103, ITireatments i1 PUPs were documented. Retrospectiart
review was done fio30 paediatricsubjects on ITliG study 060703) A noninterventional prospective
registry (PASSNT-004) documented ITI in 44 paediatric and adult subjects of whom 36 completed
ITI therapy. Data show that immune tolerance magdigeved.

In study 06021 two longterm prophylaxis treatmentisemes have be@ompared in 53 PTPs: an
individualized pharmacokinetic guided dosing regimen (within a range of 20 to 80 IU of factor VIII
per kg body weight at intervals of 72 + 6 hours, 3)PRith astandard propHactic dosing regimen

(20 to 40 IU/kg ®ery 48 +6 hoursn=30). The pharmacaketic guided dosing regimen (according to a
specific formula) was targeted t o -osingrinteeval of
72 hours.The data from this study demonstrate that the two prophylactic dosing regimens are
comparable inerms of reduction of bleeding rate.

facto

The European Medicines Agency has waived the obligation to submit the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VI
deficiency) in "Immune Tolerarcinduction (ITI) in patients with haemophilia A (congenital factor
VIII deficiency) who have developed inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIl deficiency)". (see setfdor
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVATE were conducted in previously treated patientsevithe
to moderately severe haemophilial#ageline factor VIID2%). The analysis of plasarsamples was
conducted in a central laboratory using a-stagye clotting assay.

A total of 195 subjects witeevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories @t analyses for infants (1

month to <2 years of age), children (2 to <5 years of age), older children (5 to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age veifined as age at time of PK infusion.

Table 3 Summary of Pharmacokinetic Parameters of ADVATE per Age Groupseitire haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 1180.0 + 1506.6 + 530.0 | 1317.1 +438.6)/ 1538.5+519.1
(IU*-h/dl) 311.8 432.7
Adjusted 22+0.6 1.8+0.4 20+0.5 21+0.6 22+0.6
Incremental
Recovery at Cmax
(IU/dL per IU/kgy
Half-life (h) 90+1.5 96+1.7 11.8+3.8 12.1+£3.2 12.9+4.3
Maximum Plasma 1105+ 90.8+19.1 100.5 £ 25.6 107.6 £ 27.6 111.3+£27.1
Concentration Post 30.2
Infusion (1U/dI)
Mean Residence 11.0+£28 12027 15147 15.0+£5.0 16.2+6.1
Time (h)
Volume d 0.4+0.1 05+0.1 05+0.2 0.6+0.2 05+0.2
Distribution at
Steady State (dl/kg)
Clearance (ml/kg*h)| 3.9+0.9 48+15 3.8+15 41+1.0 36+1.2

@ Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is tiemal post

infusion Factor VIII measurement.
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The safety and haemostatic efficacy of ADVATE in the paediatric population are similar to that of
adult patientsAdjusted recovery and terminal hdifie (t) was approximatel20% lower in young

children (less thart years of age) than in adults, which may be due in part to the known higher plasma
volume per kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on studies of safety pharmacology, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitd

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixedheithmedicinal
products or solvents.

6.3 Shelf life
2 years.

After reconstitution, from a microbiological point of view, the product should be used immediately.
However, chemical and physicatirse stability has been demonstrated3fbours a5 °C.

During the shelf life, the product may be kept at room temperature @5°®@) for a single period not
exceeding months. The end of therBonths storage at room temperature should be recorded on the
product carton. The product may not be returneefrigerated storage again.

6.4 Special precautions for storage

Store in a refrigerator (X1 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system: Kep the sealed blister in the outer carton in order to protect from
light.

For storage conditioresiter reconstitutiof the medicinal product, see sect®.
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6.5 Nature and contents of container

Both the powder vial and the vial containinghbsolvent are of type | glass closed with chlorobutyl
rubber stoppers. The product is provided in one of the following configurations:

- ADVATE with BAXJECT Il device: Each pack contains a powder vial, a vial contaibimg
solventand a device for reconstitutigBAXJECT II).

- ADVATE in BAXJECT Il system: Each pack contains a ready to use BAXJEGYstem in
a sealed blister (the powder vial and the vial containing 5 ml solvent are preassembled with the
system for reconstitution).

6.6 Special precautions for dsposal and other handling

ADVATE is to be administered intravenously after reconstitution of the product.

The reconstituted solution should be inspected visually for any foreign particulate matter and/or
discoloration.

After reconstitution the solutiorhsuld be clear, colourless and free from foreign particles.

Do not use solutions that are cloudy or have deposits.

- For administration the use of a ltieck syringe is required.

- Use within three hours after reconstitution.

- Do not refrigerate the preparmati after reconstitution.

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

Reconstitution with the BAXJECT Il device

- For reconstitution use only the sterilised water for injections and the ré¢atiastdevice
provided in the pack.

- Do not use if the BAXJECT Il device, its sterile barrier system or its packaging is damaged or
shows any sign of deterioration.

- Aseptic Technique should be used

=

If the product is still stored in a refrigerator, tddah the ADVATE powder and solvent vials

from the refrigerator and let them reach room temperature (betiBe€hand25 °C).

Wash your hands thoroughlging soap and warm water.

Remove caps from powder and solvent vials.

Cleanse stoppers withcahol swabs. Place the vials on a flat clean surface.

Open the package 8AXJECT Il device by peeling away the paper lid without touching the

inside (Fig. a). Do not remove the device from the package. Do not use if the BAXJECT Il

device, its sterile &rrier system or its packaging is damaged or shows any sign of deterioration.

6.  Turn the package over and insert the clear plastic spike through the solvent stopper. Grip the
package at its edge and pull the packag8AXJECT Il (Fig. b). Do not removéhe blue cap
from the BAXJECTII device.

7. For reconstitution only the sterilised water for injections and the reconstitution device provided
in the pack should be used. WBAXJECT Il attached to the solvent vial, invert the system so
that the solvential is on top of the device. Insert the white plastic spike through the ADVATE
powder stopper. The vacuum will draw the solvent into the ADVATE powder vial (Fig. c).

8.  Swirl gently until all material is dissolved. Be sure that the ADVATE powder is coefyplet

dissolved, otherwise not all reconstituted solution will pass through the device filter. The

product dissolves rapidly (usually in less tHaminute). After reconstitution the solution should
be clear, colourless and free from foreign patrticles.

aghrwON
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Fig. a Fig. b Fig. c

Reconstitution with th8AXJECT Il system
- Do not use if the lid is not completely sealed onlinster

1. If the product is still steed in a refrigerator, takbe sealed blister (contains powder and solvent
vials preassembled with the system for reconstitution) from the refrigerator and let it reach room
temperature (betweelb °C and25 °C).

Wash your hands thoroughliging soaprad warm water.

Open the ADVATE package by peeling away theRémovethe BAXJECT Il systemfrom

the blister

4, Place the ADVATE on a flat surface with thelventvial on top (Fig. 1). Theolventvial has a
blue stripe. Do not remove the blue cagilinstructed in a later step.

5.  With one hand holding the ADVATE in the BAXJEQIT system, press down firmly on the
solventvial with the other hand until the system is fully collapsed anddhentflows down
into the ADVATE vial (Fig. 2). Do natilt the system until the transfer is complete.

6.  Verify that thesolventtransferis complete. Swirl gently until all material is dissolved. Be sure
that the ADVATE powder is completely dissolved, otherwise naealbnstituted solution will
pass througlhe device filter. The product dissolves rapidly (usually in less tmaimute).

After reconstitution the solution should be clear, colourless and free from foreign particles.

wn

Fig. 1 Fig. 2 Fig. 3

Administration
Use Aseptic Technique

Parenterbmedicinal products should be inspected for particulate matter prior to adntiorstra
whenever solution and container permit. Only a clear and colourless solution should be used.

1. Remove the blue cap from BAXTH Il / BAXJECT Ill. Do not draw air into the syringe
Connect the syringe to BAXJEQT/ BAXJECT III.

2. Invert the syste (the vial with the reconstituted solution has to be on top). Draw the
reconstituted solution into the syringe by pulling the plurgek slowly.

3. Disconnect the syringe
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4.  Attach a butterfly needle to the syringe. Inject intravenously. The soldtmridsbe
admini stered sl owly, at a rate as delOmlr mi ned
per minute. The pulse rashould be determined before and duridghaistration of ADVATE.
Should a significant increase occur, reducing the radelwiinistration or temporarily
interrupting the injection usually allows the symptoms to disappear promptly (see
sectionst.4and4.8).

7. MARKETING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKE TING AUTHORISATION NUM BER(S)

EU/1/03/271/005

EU/1/03/271/015

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisatiord2 March 2004

Date of latest renewa?0 Decembef013

10. DATE OF REVISION OF THE TEXT

Detailedinformation on thisnediinal product is available on the website of the European Medicines
Agencyhttp://www.ema.ewpa.eu
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1. NAME OF THE MEDICINAL PRODU CT

ADVATE 3000I1U powder and solvent for solutionrfinjection.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains nominal3000IU human coagulation factor VIII (rDNA), octocog aliaDVATE
contairs approximatel$001U per ml of human @agulation factor VIII (rDNA), octocog alfa after
reconstiution.

The potency (lrérnational Units) is determined using the European Pharmacopoeia chromogenic
assay-The specific activity of ADVATE is approximate#y;00610,0001U/mg protein.

Octocog alfghuman coagulation factor VIl (rDNA)) isurified protan that has 2332 amineids.

It is produced by recombinant DNA technology in Chinese hamster ovary (CHO)Rreltared
without the addition of any (exogeus) humanor animatderived protein irthe cell culture process,
purification or final fomulation.

Excipients with know effect
This medicinal product contaifis45mmol sodium (10ng) per vial.

For the full list of excipients, see sectiér.

3. PHARMACEUTICAL FORM
Powder andolvent for solution for injection.
Powder: White to offwhite friable powder.
Solvent: Clar and colourless solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment and prophylaxis of bleeding in patients with haemophilia A (congewiiat VI
deficiency). ADVATE is indicated in all age grups.

4.2 Posology and method oadministration

Treatment shdd be initiated under the supervision of a physician experienced in the treatment of
haemophilia and with resuscitation support imratly available in case of anaphylaxis.

Posology
The doseaand duation of the substitutiotherapy depend on the seveuythe factor VIl deficiency,
on the | ocation and extent of the bleeding and o

Thenumber of uits of factor VIl is expressed in Inteational Units (IU)which are related to the
WHO siandard for factor VIII productd-actor VIII activity in plasma is expressed either as a
percentage (relative to normal human plasma) or in IUs (relative to #éneatibnal standard for
factor VIl in plasma).

Onelnterndional Unit (1U) of factor VIII activity is equivalent to thajuantity of factor VIl in one ml
of normal human plasma.
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On demand treatment

The calculation of the required dose of factor Vilbased on the empirical finding thiatU factor
VIII per kg body weight raises the plasmadtor VIII activity by2 IU/dI. The required dose is
determined using the following formula:

Required units (IU¥ body weight (kg) x desired factor VIII rise (%)0.5

In case of the following haemoabic events, the féar VIII activity should not fdlbelow the given
plasma activy level (in % of normal or IU/dl) in the corresponding period. The folloviaige 1 can
be used to guide dosing in bleeding episoaled surgery:

Table 1 Guide for dosingn bleeding episodeand argery

Degree of haemorhage/type | Factor VIII level Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, mcig 207 40 Repeat injections evety2 to 24 hours
bleeding or oral bleeding. (8 to 24 hours for patients under the ag

of 6) for at leastl day, until the
bleeding e@ode, as indicatedylpain,
is resolved or healingiachieved.

More extensive haemarttss, | 307 60 Repeat injectionsvery12to 24 hours
muscle bleeding or haemat@n (8'to 24 hours for patients under the ag
of 6) for 31 4 days or more until pain
and acute disability are resed.

Life threatening haemorages. | 607 100 Repeat injections eveBito 24 hours
(6 to 12 hours br patents under the age
of 6) until threat is resolved.

Surgery

Minor 3071 60 Every24 hours (120 24 hours for

Including tooth extraction. patients under the age 6, at
leastl day, until healings achieed.

Major 8071 100 Repeat injectionsvery 8 to 24 hours

(pre- and postoperative] (6 to 24 hous for patients under the ag
of 6) until adequate wound healing, th
continue therapy for at least

another7 days to maintain a faaor VIl
activity of 30% to60% (1U/dl).

The dose and fregncy & administration shouldédadapted to the clinical resgse in the individual
case. Under certain circumstances (e.g. presenclwttitre inhibitor), doses largeihan those
calculatedusing the formula may be necessary.

During the course of égatmentappropriate determinain of plasma factor VIII levels advised to
guide the dose to be administered and the frequency of repeated injections. In the case of major
surgical interventios in particular, precise monitoring d¢fe substitution thepy bymeans of plasma
factor VIl activity assay is indispenbEe. Individual patients may vary in their response to factor
VIII, achieving different levels aih vivorecovery and demonstratiniifferent halflives.

Prophylaxis
For longterm prophylaxisagaing bleeding in patients wh severe haemophilia A, theusd doses

are20to 401U of factor VIII per kg body weight at intervals 2fto 3 days.
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Paediatric population

For on demand treatmedosing in paediatric patieni@ to 18 years of agejoesnot differ from adult
patientsIn patients under the age gfdoses of 20 to 5 of factor VIII per kg body weight 3 to 4
times weekly are recommended for prophylactic therapy.

Method of adrnistration
ADVATE should be administedevia the intravenaroute In case of administrain by a non health
care profedsnal appropriate training is needed.

The rate of administration should be determined to ensure the comfort of the patient lgximamm
of 10 ml/min.

After reconstitutbn, the solution islear,colourless, free from faign particles and has a pH
of 6.7t0 7.3.

For instructions on reconstitutiai the medicinal product befoegiministration, see secti@b.
4.3 Contraindications

Hypersensitivity to the active subsice or to any of thexcipentslisted in section 4 or to mouse or
hamster protes.

4.4  Special warnings and precautions for use

Hypersensitivity

Allergic type hypersensitivity reactions, including anaphylaxisse been reported with ADVATE.

The praluct contains tracesf mouse and hamster proteing symptomsof hypersensitivityoccur,
patientsshould be advised to discontinue use of the product immediately and contact their physician.
Patients should be infimed of the early signs of hypersensttiveactions incluthg hives,

generalised urticarjdightness of the chest, whésg, hypotension and anaphylaxis.

In case of shoclstandardnedical treatmerfor shockshould beémplemented

Inhibitors

The formation of neutralising antibodies (inhibis) to factor Vlllis a known complication in the
management of individuals witteemophilia A. These inhibitors are usually lgp@nunoglobulins
directed against the factor VIII procoagulant activity, which arentjird in Bethesda Units (BU) per
ml of plasma using the ndified assay. The risk of devgbing inhibitors is correlateatthe severity of
the disease as well as the exposure to factor VI, this risk being highest within tB6 éxgtosure
days. Rarly, inhibitors may develop after theg$irl00exposure days

Case of recurrent inhibito(low titre) have been observafter switching from one factor VIII
product to another in previously treated patients with moretfB@exposure days who have a
previous history of inhibitor developmenitherefore, it is reommeneéd to monitor all patierst
carefully for inhibitor occuence following any product switch.

The clinical relevance of inhibitor development will depend on the titre of the inhibitorlomittitre
inhibitors which are transidgtpresent or remainonsigently low titre posingdss of a risk of
insufficient dinical response than high titre inhibitors.

In general, all patients treated with coagulation factor VIl products should bellyanednitored for

the development of inbitors by approprite clincal observations and lakatory tests. If the expected
factor VIII activity plasma levels are not attained, or if bleeding is not controlled with an appropriate
dose, testing for factor Mlinhibitor presence should be perforthén patients witthigh levels of
inhibitor, factorVIIl therapy may not be effeiste and other therapeutic options should be considered.
Management of such patients should be directed by physicians with expénigmeeare of

haemophilia and factor Mlinhibitors.
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Catheterrelated complications in giatment
If central venous acceslevice (CVAD) is required, risk of CVAEelated complications including
local infections, bacteremia and catheter site thrombbeisld be considered.

Excipient relatedconsiderations

Sodiun

This medicinal product containk) mg sodium pewial, equivalent td.5 % of the WHO
recommeded maximum daily intake of 2 g sodium for an adult.

It is strongly ecommendeéthat every tne ADVATE is administered to a patiettie rame and batch
numberof theproduct are recorakin order to maintain a linkdiween the patient and the batch of the
medicinal product.

Paediatric population
The listed warnings and grautionsapply to bothadults and children.

4.5 Interaction with other medicinal products and dher forms of interaction

No interaction studiesave been performed with ADVATE.

4.6 Fertility, pregnancyand lactation

Animal reproduction studies havetri®en caducted with fator VIII. Based on the rare occurrence
of haemophilia A in womengxperence regarding these of factor VIII during pregancy and
breastfeeding is not available. Therefore, factor VIII should be used during pregnanbyeasl
feedingonly if clearly indicated.

4.7 Effects on ability to drive and use machines

ADVAT E has m influence on theability to drive and use mactés.

4.8 Undesirable effects

Summary of the safety profile

Clinical studies with ADVATE included 418 subjsawith atleast one expure to ADVATE

reporting in total 93 adwrsedrug reactions (ADRs)The ADRs that occurrechithe highestrequency
were deelopment oheutralising antibodies tactor VIl (inhibitors), headache and fever

Hypersensitivity or dérgic reactions (whichmay include angioedema, burning andgitig at the
infusion site chills, flushing, generaed urticaria, headache, hiyéypotension, lethargy, nausea,
restlessnessachycardia, tightness of the chest, tingling, vomiting, wingghavebeen observed
rarely and may in some cases progreset@e anaphylaxis (inclling shock).

Developmenbf antibodies to mouse and/arhster protein with related hypersensitivity reactions
may be observed.

Development of neutralising antibedi (inhikitors) may occuin patients with haemophilia A treated
with factor VIII, including with ADVATE. If such inhibitors occur, the conditionilvmanifest itself
as an insufficient clinical response. In such cases, it is recommended that a spécialisepHia
centre be antacted.

Tabulated summary of advensacions

The following tdle 2 provides the frequaay of adverse drug reactionsdhnical trials and from
spontaneous reporting. The table is according to the MedDRA system organ ctassif@@Cand
PreferredTerm Level).
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Frequency categories arefthed according to the #bwing convention: very eammon ©1/10),
common (©1/100to < 1/10), uncommon®1/1,000to < 1/100), rare ©1/10,000to < 1/1,000), very
rare (<1/10,000), not knen (cannd be estimatedrom the available data). Within eacleduency
grouping, undesitae effects are presented orde of decreasing seriousness.

Table 2 Frequency of adverse drug reactions (ADRS) in clinical trials and from spontaneous report

MedDRA Standard System Organ Class Adverse reaction Frequency?
Infections and infestations Influenza Uncommon
Laryngtis Uncommon
Blood and lymphatic system disorders Factor VIl inhibition Uncommon (PTPS)
Very common (PUPS)
Lymphangitis Uncommon
Immune sysm disorders Anaphylactic reaction Not known
Hypersesitivity© Not known
Nervaus syseém disorders Headabe Comnon
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disordys Eye inflamnation Uncommon
Cardiac disorders Palpittions Uncommon
Vasculardisordes Haematoma Uncomnon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastinal disorde| Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncommon
Nausea Uncommam
Vomiting Uncommon
Skin and sbcutaneous tissugisordes Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and administration site Pyrexa Common
conditions Peipheral oedema Uncommon
Chest pain Uncommon
Chest discomfort Uncommon
Chills Uncommon
Feelhg abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
Investigations Monocyte Count increased Uncommon
Coagudtion factor VIII level Uncommon
decreaseb
Haemabcrit decreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural complication| Post procedural complication Uncommon
Post proceduradhaemorrhage Uncommon
Procedural siteeaction Uncommon

a) Calculatedbased on total nuber ofpatients who received ADVATE (418).
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b)  The unexpected decrease in coagulation factor VIl levels occurred in one patient during
continuous infision of ADVATE following surgery (postoperative da$8-14). Haemostasis
was mantainedat all times durig thisperiod and both plasma factor VIl levels and clearance
rates returned to appropriate levels by postoperativd Slalyactor VIII inhbitor asays
performedafter completion of continuous infusiamd at study terminationexe negtive.

c) ADR expldned inthe sectionbelow.

d) Frequency is based on studies with all FVIII products which included patients with severe
haemophilia A. PTPs previowsly-treated paents, PUPs = previouslyntreated patigs

Description of seleed advese reactions

ADRsspecift to residues from the manufacturing process

Of the229treated patients who were assessed for antibodies to Chinese hamster Brg€IC
protein,3 showed a statistically significant upwarceird in titres4 displayedsustaned peaks or

transent spkesandone patient had both but mtinical symptoms. Of th@29treated patients who

were assessed for antibodies to murine @howed astatisticallysignificant upward

trend 2 displayed austained peak or transtespikeandone patient hd both.Four of these patients
reported isolated events of urticaria, pruritus, rash, and slightly elevated eosinophil counts amongst
repeatd expostes to the stugdproduct.

Hypersensitivity
Allergic type reactions include anagaxis and have been mami$ted |y dizziness, paresthesias, rash,
flushing, face swelling, urticaria, apduritus

Paediatric population
Other than the developmeuttinhibitors in previosly untreated paediatric patients (PURs)d
catheterrelated comlications, no agespecifc differences in ADRs were noted in the clinical studies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactioter aiuthoisation of themedicinal product is important. It
allows continued monitoring dhe baefit/risk balanceof themedicinal product. Healthcare
professionals are asked to report any suspected adverse reactibesngdonal reporting system

listed inAppendx V.

4.9 Overdose

No symptoms of overdose with recombinant coagulation fadtbhave been reported.

5. PHARMACOLOGICAL PROPE RTIES
51 Pharmacodynaric properties
Pharmacotherapeutic grawgntihaemorrhagics, bloabaguétion factor VIII. ATC code: B02BDO02.

The factor Vlll/von Willebrand Factor complex consists of two molecules (factor VIl and von
Willebrand Factorwith different plysiological furctions.ADVATE contains recombinant
coaglation factor VIl (octoog alfg, a glycoproteintat isbiologically equivalent to the factor VI
glycoprotein found in human plasma.

Octocog alfa is a glycoprotein consisting2@32amino acidswith an approxinate molecular mass

of 280kD. When infised into a haemophilia pant, actocog alfa bindsa endognous von Willebrand
Factor in the patientodés circulation. Activated f
acceleranhg the onversion of Fator X to activated Factor X. Activatdehctor X converts

prothronbin tothrombin. Thrombirthen caverts fibrinogen into fibrin and a clot can be formed.

Haemophilia A is a selinked hereditary disorder of blood coagulation duddorease levels of

factor VIII activity and results in profudgleeding into joints, mudes orinternal organs,ither

spontaneously or as a result of accidental or surgical trauma. The plasma levels of factor VIl are
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increased by replacement theragnereby @abling a temprary correction of the factor VIl
defidency and correction of éhbleedhg tendency.

Dataon Immune Tolerance Induction (ITI) in patients with inhibitors have been collected. Within a
substudy of PUPstudy060103, ITHreatmentsn 11 PUPs were documead. Retrospective chart
review was dongor 30 paediatricsubjecs on IT (in study060703) A non-interventional prospective
registry (PASSNT-004) documented ITI in 44 paediatric and adult subjects of whom 36 completed
ITI thergoy. Datashow that immue tolerance may be achieved.

In study 0201 two longterm prophjaxis reatment schemesvy@beercompared in 53 PTPs: an
individualized pharmacokinetic guided dosing regimen (within a range of 20 to 80 IU of factor VIII
per kg baly weightat intervals 672 + 6 hours, n=23) with a standaraphylactic dosing regimen

(20 to40 IU/kg every 48 & hours n=30). The pharmacaketic guided dosing regimen (according to a
specific formula) was targeted to maintain factor VIII troughllege Ot the #terdosng interval of

72 hoursThe data from this study demonstrate that the two prophylactic dosing regimens are
comparable inerms of reduction of bleeding rate.

The European Medicines Agency has waived the obligation to subméshiésrof studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VI
deficiency) in "Immune Tolerarcinduction (ITI) in patients with haemophilia A (congenital factor
VIl deficiency) who have developed inhibrs to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIl deficiency)". (see setfdor
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVRE were conducted in previously treated patients setrere
to moderately severe haemophilial#ageline factor VIID2%). The analysis of plasarsamples was
conducted in a central laboratory using a-stagye clotting assay.

A total of 195 subjects witsevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories @t analyses for infants (1

month to <2 years of age), children (2 to <5 years of age), older children12 iears of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age veifined as age at time of PK infusion.

Table 3 Summary of Pharmacokinetic Parameters of ADVATE per Age Guotlipsevere haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 1180.0 + 1506.6 + 530.0 | 1317.1 +438.6 1538.5 +519.1
(IU*-h/dl) 311.8 432.7
Adjusted 22+0.6 1.8+0.4 20+0.5 21+0.6 22+0.6
Incremental
Recovery at Cmax
(IU/dL per IU/kgy
Half-life (h) 90+1.5 96+1.7 11.8+3.8 12.1+£3.2 12.9+4.3
Maximum Plasma 1105+ 90.8+19.1 100.5 £ 25.6 107.6 £ 27.6 111.3+£27.1
Concentration Post 30.2
Infusion (1U/dI)
Mean Residence 11.0+£28 12027 15147 15.0+£5.0 16.2+6.1
Time (h)
Volume d 0.4+0.1 05+0.1 05+0.2 0.6+0.2 05+0.2
Distribution at
Steady State (dl/kg)
Clearance (ml/kg*h)| 3.9+0.9 48+15 3.8+15 41+1.0 36+1.2

@ Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is tiemal post

infusion Factor VIII measurement.
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The safety and haemostatic efficacy of ADVATE in the paediptijmulation are similar to that of

adult patientsAdjusted recovery and terminal hdifie (t) was approximatel20% lower in young

children (less thart years of age) than in adults, which may be due in part to the known higher plasma
volume per kilogren body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on studies of safety pharmacaiegy,
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitd

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvert
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixedheithmedicinal
products or solvents.

6.3 Shelf life
2 years.

After reconstitution, from a microbiologicabimt of view, the product should be used immediately.
However, chemical and physicatirse stability has been demonstrated3fbours a5 °C.

During the shelf life, the product may be kept at room temperature @5°®@) for a single period not
exceeding6 months. The end of therBonths storage at room temperature should be recorded on the
product carton. The product may not be returneefrigerated storage again.

6.4 Special precautions for storage

Store in a refrigerator (X1 8 °C).

Do notfreeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system: Kep the sealed blister in the outer carton in order to protect from
light.

For storage conditioresiter reconstution of the medicinal product, see sect®8.
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6.5 Nature and contents of container

Both the powder vial and the vial containinghbsolvent are of type | glass closed with chlorobutyl
rubber stoppers. The product is provided in one of the follpwanfigurations:

- ADVATE with BAXJECT Il device: Each pack contains a powder vial, a vial contaibimg
solventand a device for reconstitutigBAXJECT II).

- ADVATE in BAXJECT Il system: Each pack contains a ready to use BAXJEGYstem in
a sealedblister (the powder vial and the vial containing 5 ml solvent are preassembled with the
system for reconstitution).

6.6 Special precautions for dsposal and other handling

ADVATE is to be administered intravenously after reconstitution of the product.

The reconstituted solution should be inspected visually for any foreign particulate matter and/or
discoloration.

After reconstitution the solutiorhsuld be clear, colourless and free from foreign particles.

Do not use solutions that are cloudy or have dé&pos

- For administration the use of a ltieck syringe is required.

- Use within three hours after reconstitution.

- Do not refrigerate the preparmati after reconstitution.

- Any unused medicinal product or waste material should be disposed of in accordarioeadi
requirements.

Reconstitution with the BAXJECT Il device

- For reconstitution use only the sterilised water for injections and the ré¢atiastdevice
provided in the pack.

- Do not use if the BAXJECT Il device, its sterile barrier system or itkggaeg is damaged or
shows any sign of deterioration.

- Aseptic Technique should be used

=

If the product is still stored in a refrigerator, tddah the ADVATE powder and solvent vials
from the refrigerator and let them reach room temperature (betiBe€hand25 °C).
Wash your hands thoroughlging soap and warm water.
Remove caps from powder and solvent vials.
Cleanse stoppers withcahol swabs. Place the vials on a flat clean surface.
Open the package 8AXJECT Il device by peeling awae paper lid without touching the
inside (Fig. a). Do not remove the device from the package. Do not use if the BAXJECT Il
device, its sterile &rrier system or its packaging is damaged or shows any sign of deterioration.
6.  Turn the package over and émsthe clear plastic spike through the solvent stopper. Grip the
package at its edge and pull the packag8AXJECT Il (Fig. b). Do not removéhe blue cap
from the BAXJECTII device.
7. For reconstitution only the sterilised water for injections aed&gonstitution device provided
in the pack should be used. WBAXJECT Il attached to the solvent vial, invert the system so
that the solvential is on top of the device. Insert the white plastic spike through the ADVATE
powder stopper. The vacuum wdlitaw the solvent into the ADVATE powder vial (Fig. c).
8.  Swirl gently until all material is dissolved. Be sure that the ADVATE powder is coefyplet
dissolved, otherwise not all reconstituted solution will pass through the device filter. The
product disstves rapidly (usually in less thdmminute). After reconstitution the solution should
be clear, colourless and free from foreign patrticles.

aghrwON
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Fig. a Fig. b Fig. c

Reconstitution with th@AXJECT Il system
- Do not use if the lid is notoenpletely sealed on th#ister

1. If the product is still steed in a refrigerator, takbe sealed blister (contains powder and solvent
vials preassembled with the system for reconstitution) from the refrigerator and let it reach room
temperature (betvem 15 °C and25 °C).

Wash your hands thoroughliging soaprad warm water.

Open the ADVATE package by peeling away theRémovethe BAXJECT Il systemfrom

the blister

4, Place the ADVATE on a flat surface with thelventvial on top (Fig. 1). fiesolventvial has a
blue stripe. Do not remove the blue cagilinstructed in a later step.

5.  With one hand holding the ADVATE in the BAXJEQIT system, press down firmly on the
solventvial with the other hand until the system is fully collapsedthrdolventflows down
into the ADVATE vial (Fig. 2). Do natilt the system until the transfer is complete.

6.  Verify that thesolventtransferis complete. Swirl gently until all material is dissolved. Be sure
that the ADVATE powder is completely disgetl, otherwise not ateconstituted solution will
pass througlhe device filter. The product dissolves rapidly (usually in less tmaimute).

After reconstitution the solution should be clear, colourless and free from foreign particles.

wn

Fig. 1 Fig. 2 Fig. 3

Administration
Use Aseptic Technique

Parenterbmedicinal products should be inspected for particulate matter prior to adntiorstra
whenever solution and container permit. Only a clear and colourless solution should be used.

1. Removethe blue cap from BAXJET Il / BAXJECT Ill. Do not draw air into the syringe
Connect the syringe to BAXJEQT/ BAXJECT III.

2. Invert the syste (the vial with the reconstituted solution has to be on top). Draw the
reconstituted solution into the syrimpy pulling the plungeback slowly.

3. Disconnect the syringe
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4.  Attach a butterfly needle to the syringe. Inject intravenously. The soldtmridsbe
admini stered sl owly, at a rate as delOmlr mi ned
perminute. The pulse raghould be determined before and duridghaistration of ADVATE.
Should a significant increase occur, reducing the radelwiinistration or temporarily
interrupting the injection usually allows the symptoms to disappear promply (se
sectionst.4and4.8).

7. MARKETING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKE TING AUTHORISATION NUM BER(S)

EU/1/03/271/006

EU/1/03/271/016

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisatiord2 March 2004

Date of latest renewa?0 Decembef013

10. DATE OF REVISION OF THE TEXT

Detailed information on thisnedicinal product is available on the website of the European Medicines
Agencyhttp://www.ema.ewpa.eu
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1. NAME OF THE MEDICINAL PRODU CT

ADVATE 2501U powder and solvent for solutionrfamjection

2.  QUALITATIVE A ND QUANTITATIVE COMPOSITION

Each vial contains nominalB501U human coagulain fador VIl (rDNA), octocog alfaADVATE
containsapproximatelyl251U per ml of human cagulation factor VIII (rDNA), octocog alfa after
recanstitution.

The potency (Interational Units) is determined using the European Pharmacopoeia chromogenic
assg§. Thespecific activity of ADVATE is approximatelg,000-10,0001U/mg protein.

Octocog alfalfjuman coagulation factor VIl (rDNA)) is urified protein that has 2332 amino dsi

It is produced by recombinant DNA technology in Chinese hamster ovary (C#i@)Prepared
without the addition of any (exogerg)lhumarn or animatderived protein intte cell culture process,
purification or final formiation.

Excipients with knowreffect
This medicinal product contaifis45mmol sodium (10ng) per vial.

Forthe ful list of excipients, se sectiorb.1.

3. PHARMACEUTICAL FORM
Powder and deent for solution for injection
Powde: White to offwhite friable powder.
Solvent: Cleaand colourless solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment and prophylaxis dfieeding in patients with haemophilia A (congenigadtér VIl
deficiency). ADVATE is indicaed in all age groups.

4.2 Posology and method of @ministration

Treatment shoul@e initiated under the supervision of a phigicexgrienced in the treatmenot
haemophilia and with resuscitation support immiedyaavailable in case of anaphylaxis.

Posology
The dose and duration of the substitutioerapy depend on the severifytloe factor VIII deficiency,
on the locationad extat of the bleedingandanh e pati ent 6s <cl i ni cal

Thenumber of ung of factor VIII is expressed in Intertianal Units (1U), which are related to the
WHO stamlard for factor VIII productd-actor VIl activity in plasma is expressedheit asa
percentage (relative ttormal human plasma) or in IUs (relative to the imional standard for
factor VIl in plasma).

Onelnternational Unit U) of factor VIII adivity is equivalent to that qantity of factor VIII in one mi
of normal humamlasma
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On demand treatment

The calculation of the required dose of factor VIII &sbd on the empirical finding thiatU factor
VIII per kg body weight raises the plasmattacVIll activity by 2 IU/dI. The required dose is
determined using the follang formula:

Required units (IJ=body weight (kg) x desired factor VIl rise (%)05

In case of the following haemorrhagevents, the factor VIII activity should not fékélow the given
plasma activitylevel (in % of normal or [U/dI) in the correspdingperiod. The following tale 1 can
be used to guide dosing in bleeding epis@iessurgery:

Table 1 Guide for dosingr bleeding episodes and surgery

Degree of haemorrhage/type | Factor VIl level Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, muscl 2071 40 Repedinjedions everyl2to 24 hours
bleeding or oral bleeding. (8 to 24 hours for patients under the ag

of 6) for at leastl day, until the
bleeding episde, as indicated by pain,
is resolved or healing echieved.

More exensive haemarthrosis,| 307 60 Repeat injections evy 12to 24 hours
muscle bleeding or haematom (8 to 24 hours for patientsnder he age
of 6) for 31 4 days or more until pain
and acute disability are resotize

Life-threatening haemorrhag. | 607 100 Repeat injections eveBto 24 hours
(6 to 12 hours for patients under the ag
of 6) urtil threat is resolved.

Surgery
Minor 307 60 Every24 hours (120 24 hours for
Including tooth extraction. paients under the age 6§, at

leastl day, until healing is achieved.
Major 8071 100 Repeat injections ewg 8 to 24 hours

(pre- and wstoperative) | (6 to 24 hoursfor patients under the ag
of 6) until adequat woundhealing, then
continue herapy for at least

another7 days to maintain a faat&Il|
activity of 30% t060% (1U/dl).

The dose and frequency of administration shoulddzgpted to the clinical respens the individual
case. Under certain circutascege.g. presence of a latitre inhibitor), doses larger than those
calculated usg the formula may be necessary.

During the course of treatment, appropriate determinatigglasma factor VIl levelssiadvised to
guide the dose to be administesett thefrequency of repeatedjactions. In the case of major
surgical interventions particular, precise monitoring of tisebstitution therapy by means of plasma
factor VIII activity assay is indispensablindividual patients may vary in their resperio &ctor

VIII, achieving different levels ofn vivorecovery and demonstratingfdrent halflives.

Prophylaxis
For long-term prophylaxis against bleeding in patients \sithiere haemophilia A, the usdases

are20to 401U of factor VIII per kg lmdy wepht at intervals of to 3 days.
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Paediatric population

For on demand treatmetidsing in paediatric patien{8 to 18years of agejloes not differ from adult
patients. h patients under the age ofdfses of 20 to 50 of factor VIII per kg bodyweight3 to 4
times weekly areecommended for prophylactic therapy.

Method of admirstration
ADVATE should be administereda the intravenous route. In case of administrabpm@ non health
care professimal appropriate training is needed.

The rate badmiristration should be detained to ensure the comfort of the patient up to aimax
of 10 ml/min.

After reconstitutionthe solution is clear, colourless, free from fgreparticles and has a pH
of 6.7t07.3.

For instructions on reconstitutiaf the medicinal product beforedministration, see sectidh6.
4.3 Contraindications

Hypersensitivity to the active substa&nor to any of the excipieriisted in section 6.br to mouse or
hamster proteis

4.4 Special warnings and precautions for us

Hype sensitivity

Allergic type hypersensitivity reactions, including anaphylaxésehbeen reported with ADVATE.
The prodgt contains traces of mouse and hamster proteisgmptomsof hypersensitivityoccur,
patientsshould be advised to discontinuge ofthe product immediatelgind contact their physician.
Patients should be infored of the early signs of hypersensitpvieactions including hives,
generalised urticarigightness of the chest, wheegijrnypotension and anaphylaxis.

In case of shek, standardmedical treatmerfior shockshould beémplemented

Due to the decrease injectionvolume for ADVATE reconstitted in2 ml sterilised water for
injections if hypersensitivity reactions occuréhe is less time to react by stoppingithjection.
Therefore, caution is adséd duringnjectionof ADVATE reconstituted ir2 ml sterilised water for
injections especidy in children.

Inhibitors

The formation of neutraing antibodies (inhibitorsptfactor VIl is a known complication in the
managemenof individuals with hamophilia A. These inhibitors are usually Ig@&munogldulins
directed against the factor Viprocoagulant activity, which are quantified in Bedtie Units (BU) per
ml of plasmausing the modified assay. The risk of devehgpinhbitors is correlated tche severity of
the disease as well as the exposuffadtor VIII, this risk being highest witn the first20 exposure
days. Rarely, inhibitors ay develop after the firdi00Oexposure days.

Cases of recurrent inhibitoroflv titre) have been observed eftswitching from one factor VIII
product to anothenipreviously treated patients with mahan100exposure days who have a
previous history binhibitor development. Therefe, it is recommended to monitor all patients
carefuly for inhibitor occurrene following any product switch.

The clinical relevace of inhibitor development will deperh the titre of the inhibitor, with low titre
inhibitors which are transiently prast or remain consistently low titre posingdes arisk of
insufficient clirical response than high titre inhibitors.

In generalall patients treated with coagulaticarctor VIII products should be carefully monitored fo
the development of inhibitotsy appropriate clinical observations and latory ests. If the expected
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factor VIII activity plasma levels are not attained, fobleeding is not controlled with an appriate
dose, testing for factor VIl inhibitor psence should be performed. latignts with high levels of
inhibitor, factor Ml therapy may not be effectivend other therapeutic options should be considered.
Management of such patients should bed&d by physicians with experience in the care of
haemophilia and factor VIII inhitors.

Misapplication of ADVATE
For ADVATE reconstituted with2 ml sterilisedwater for injectionsmisapplication (intraarterially or
paravenously) may lead to mild, shterm injection site reactions, such as bruising arythema.

Catheterrelatedcomplications in treatment
If central venous axess deice (CVAD) is requiredrisk of CVAD-related complications including
local infections, bacteremia and catheter siterttbosis should be considered.

Excipient related cesiderations

Sodium

This medicinal product contair) mg sodium pewial, equvalentto 0.5 % of the WHO
recommended maximum daily intake of 2 g sodium for an adult.

It is strongly recommended thavery time ADVATE is administered to a patiethe name and batch
number of thgroduct are recorded order tomaintain a link betwen thepatient and the batch of the
medicinal product.

Paediatic population
The listed warnings and precautions gapl both adults and children.

4.5 Interaction with other medicinal products and aher forms of interaction

No interaction studies haveerperformed with ADVATE.

4.6 Fertility, pregnancy and lactdion

Animal reproduction studies have not been conddatith factor VIIl. Based on the ravecurrace
of haemaophilia A in women, experice regarding the usefaictorVIIlI during pregnang and
breastfeeding is not available. Therefore, factor VIl sltbbe used dimg pregnancy anbreast
feedingonly if clearly indicated.

4.7 Effects on ability to drive and use machines

ADVATE has m influence on the ability to dre and use machines.

4.8 Undesirable effects

Summary of the safety profile

Clinical studies with AVATE included 418 subjects with at lease exposure to ADVATE

reporting in total 9&dvese drug reactions (ADRsJhe ADRs that occurred in the highdstquency
were devedpmentof neutralising antibodies tactor VIl (inhibitors), headache and feve

Hypersensitivity or allergic reacts (which may include angioedema, burning stinging at the
infusion site, chillsflushing, generalised urticariheadache, hivesypotenson, lethargy, nausea,
restlessnessachycardia, tightnef the chesttingling, vomiting, wheezing) have beehserved
rarely and may in some cases progresevere anaphylaxis (including atk).

Development of antibodige mouse and/or hares prdein with related hypersensitivity reactions
may be obseed.
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Developmenof neutralising antibodies (inhibitgrenay occur in patients with haemophilia Adted
with factor VI, including withADVATE. If such inhibitors occy the condition willmanifest itself
as an insufficient clinical response. In suckesait is recommended that a specialised haemophilia
centre be contacted.

Tabulated summary of adwe reactions

The following table2 provides the frequency of adverderig reactions in gtical trials and from
spontaneous reporting. The table is acoaydo the MedIRA system organ classification (SOC and
Preferred Term Level).

Frequency categorieseadefned according to the followingonvent i on: ¥y common
c ommo H10Gta3<1/ 10) , u nllO@0Btmoln/ 1( 000 ) 1/1010@0mL €1/1(0@), very

rare (<1/10,000), not known (cannot lstimated from the available data). Within le&requency

grouping, undesirable &ftts are presented in order @tckasing seriousness.

Table 2 Frequency of adverse drug reactions (ADRS) in clirticals and fran spontaneous reports
MedDRA Standard System Organ Class Adverse reaction Frequency?
Infections and infestations Influenza Uncommon
Laryngitis Uncommon
Blood and lymphatic system disorders Factor VIII inhibition Uncommon (PTP$)
Very canmon (PUPS)
Lymphangitis Uncommon
Immune system dbrders Anaphylactic reaction Not known
Hypersensiivity © Not known
Nervous sysim disorders Headache Common
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncomnon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Cardiac disorders Pdpitations Uncommon
Vascular disordes Haematoma Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastinal disorde| Dyspnoea Uncommon
Gastointestinal disorders Diarrhoea Uncommm
Abdominal pain upper Uncommon
Nausea Uncommon
Vomiting Uncommon
Skin and abcutaneous tissue disorders Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
Generaldisorders and@ministration site Pyrexia Common
conditions Peripheral oedema Uncommon
Chest pain Unconmon
Chest discomfort Uncommon
Chills Uncommon
Feeling abormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reactin Not known
Malaise Not known
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Table 2 Frequency of adverse drug reactions (ADRS) in clirticals and fran spontaneous reports

MedDRA Standard System Organ Class Adverse reaction Frequency?
Investations Monocyte Count increased Uncommon
Coagulaton factor VIII level Uncommon

decreaset
Haematocrit decread Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural cotigations | Postprocedural complication Uncommon
Postprocedural haemorrhage Uncommon
Proceduralige reaction Uncommon

a) Calculatedbased on total number of patisnvho received ADVATE (418).

b)  The unexpected decrease in coagulation factor BI&occurredri one patient during
continuous infusiof ADVATE following surgery (postoperative gal10-14). Haemostasis
was maintainedt all times during this pericahd both plasma factor VIl levels and clearance
rates returned to appropriate levieyspostoperatie dayl5. Factor VIII inhibitor assays
performed after completion of continuous in@rsard at study termination were reg/e.

c) ADR explained irthe section below.

d) Frequency is based on studies with all FVIII products which inclpddnts with evere
haemophilia A. PTPs = previousiseated patients, PUPs = previouslytreated ptiens

Description of selected adwe reactions

ADRs specific toasidues from the manufacturing process

Of the229treated patients who were assessedtibodiesa Chinese hamster ovary (CHO) cell
protdn, 3 showed a statistically significant upwlatrerd in titres 4 displayed sustaied peaks or
transient spikeard one patient had both but mtinical symptoms. Of th@29treated patients who
wereassessed for aibodies to murine IgGl0 showed a statically significant upward

trend 2 displayel a sstained peak or transient spikedone patient had both. Foaf these patients
reported isolated events of urticaria, pruritus, rash, and sligktrated eosinghil counts amongst
repeated exposures the study product.

Hypersensitivity
Allergic typereactions include anaphylaxasnd have been manifested by diess, paresthesias, rash,
flushing, face swelling, urticaria, and pruritus.

Paediatic population
Other than the development of inhibitanspreviously untreated paediatric patientsl3),and
catheterrelated complicatins, no agepecific differencen ADRs were noted in the clinical studies.

Reporting of suspected adverse reactions

Reporting susgcted adverse reactions after authagsadf the medicinal product is important. It
allowscontinued monitoring of the befit/risk balance of the medrmal product. Healthcare
professionals are asked to report any suspected adversengaihe naional reporting system

listed inAppendix V.

49 Overdose

No symptoms of overdose with recombinant coagulation factor VIII hega reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutieaup: antihaemorrhagics, blood coagtibn factor VIIl. ATC code: BORDO2.
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The factor VIll/von Willebrand Factor complex consists of two molecules (fsttband von
Willebrand Factor) with different physimfjical functionsADVATE contains recombinant
coaguation factor VIl (octocog alfp a glycoprotein that is biolecally equivalent to the factor VIII
glycoprotein found in human plasma.

Octocog alfds a glycopratin consisting o02332amino acids witlan approximate molecular mass

of 280kD. Wheninfused into a haemophilia patientctmcog alfa binds to endogenowsn Willebrand

Factor in the patientds ci r daotdrfotactated.FacdrelX,i vat ed f
accelerating the convaon of Factor X to activated Factor X. Actigd Fator X converts

prothrombin tahrombin. Thrombin then conveffibrinogen into fibrin and a clot can be formed.

Haemophilia A is a selinked herediary disorder bblood coagulation due to decreasecklswof

factor VIII activity and results in pfase beeding into joints, muscles orternal organs, either

spontarously or as a result of accidental or surgical trauma. The plasma levels of fdtameVI

increasd by replacement therapy, thereby enapk temporary correction of the factor VI

deficiency and correction of the bleied tendency.

Data on Immune Tlerance Induction (ITl) in patients with inhibitors have been collected. Within a
substudy of PUPRstudy 060103, ITHreatments irl1 PUPs wee documented. Retrospective chart
review wasdone br 30 paediatricsubjects on IT(in study060703) A nonrinterventional prospective
registry (PASSNT-004) documented ITI in 44 paediatric and &gubjects of wom 36 completed

ITI therapy. Data showhat immune tolerance may be achieved.

In study 08201 two longterm prophylaxigreatment schemes have been camgin 53 PTPs: an
individualized pharmacokinetic guided dosing regimen (within gaar 20 to 84U of factor VIII

per kg body weight dntervals of 72 + 6 hours, h=23) with a startdprgohylactic dosing regimen

(20 to40 IU/kg every 48 +6 hours, n8B The pharmacadketic guided dosing regimen (according to a
specific formula) was tgetedtamaine i n f act or VI | | einteedasmdnintdrvalofe | s O
72 hoursThe data from this study demonstrate that the two prophylactic dosing regimens are

comparable in terms of reduction of bleeding rate.

The European Medicines Agenkgs waive theobligation to submit the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VIII
deficiency) in "Immune Tolerance Induction (ITI) in patients with haemophilia A (congenital factor
VIl deficiency) who have developed inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIl deficiency)". (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmaokinetic studies with ADVATE were conducted in previously treated patientsextre
to moderately severe haemophiliatAd s el i n e 2%).dhea@malysi bflplasm®samples was
conducted in a central laboratory using a-etage abtting assy.

A total of 195 subjects witeevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories of these analyses for infants (1
month to <2 years of age), children @& year=f age), older children (5 to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age was defined as age at time of PK infusion.

Table 3 Summary of Pharmakmetic Paameers of ADVATE per Age Group witeevere haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children | Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 318 1180.0+ 1506.6 +530.0| 1317.1% 1538.5 +519.1
(IU*-h/dl) 4327 438.6
Adjusted 22+0.6 1.8+04 20+0.5 21+0.6 2206
Incremental
Recovery at Cmax
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Table 3 Summary of Pharmakmetic Paameers of ADVATE per Age Group witeevere haemophilia A
(baseline factor VIl <1%)

Parameter (mean + Infants Children Older Children | Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
(IU/dL per IU/kgy
Half-life (h) 9.0+1.5 9.6+1.7 11.8+3.8 12.1+3.2 12.9+43
Maximum Plasma 110.5+30.2 | 90.8+19.1 100.5+25.6 | 107.6 £27.6| 111.3+27.1
Concentratbn Pt
Infusion (1U/dI)
Mean Residence 11.0+2.8 12.0+2.7 15.1+4.7 15.0+5.0 16.2+6.1
Time (h)
Volume of 0.4+0.1 0.5+0.1 0.5+0.2 0.6+0.2 0.5+0.2
Distribution at
Steady State (dl/kg)
Clearance (ml/kg*h) 3.9+£0.9 48+15 3815 41+1.0 3.6+1.2

& Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is the maximal post
infusion Factor VIII measurement.

The safety and haentasic efficacyof ADVATE in the paediatric population are similar to that of
adult patientsAdjusted recovery and terminal hdife (t») was approximatel20% lower in young
children (less thaf years of age) than in adults, which may be due in pdnet&nownhighe plasma
volume per kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for huntzased orstudies of safety pharmacology, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

A local tolerance study in rabbits showed that ADVATE reconstituted2uith of sterilised water for
injectionsis well tolerated aftemiravenousadmnistration. Slight transient reddening at the
administration site was observed after intraarterial application and after paravenous administration.
However, no correlating adverse histopathological changes could be observed indicatisigrd tran
natue ofthis finding.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections
6.2 Incompatibilitie s

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products or solvents.
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6.3 Shelf life
2 years.

After reconstitution, from a microbiological point of view, the product should be useddiatedg.
Howeve, chemical and physical4ase stability has been demonstrated3fbpurs a5 °C.

During the shelf life, the product may be kept at room temperature @§°@) for a single period not
exceeding months. The end of therBonths storge at roonmtemperature should be recorded on the
product carton. The product may not be returned to refrigerated storage again.

6.4 Special precautions for storage

Store in a refrigerator (1 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device: Keeghe produtvial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system: Keep the sealed blister in the outer carton in order to protect from
light.

For storage conditioresfter reconstitutioof the medicinal product, see seati® 3.
6.5 Nature and contents of container

Both the powder vial and the vial containingh2solvent are of type | glass closed with chlorobotyl
bromobutylrubber stoppers. The product is provided in one of the following configurations:

- ADVATE with BAXJECT Il device: Eachpackcontains a powder vial, a vial containiagnl
solventand a device for reconstitution (BAXJETJ.

- ADVATE in BAXJECT Il system: Each pack contains a ready to use BAXJEHGystem in
a sealed blister (the powder vial and the vial contgi ml solvert are preassembled with the
system for reconstitution).

6.6 Special precautions for disposal and other handling

ADVATE is to be administered intravenously after reconstitution of the product.

The reconstituted solution should be inspesisdally for ary foreign particulate matter and/or
discoloration.

After reconstitution the solution should be clear, colourless and free from foreign particles.
Do not use solutions that are cloudy or have deposits.

- For administration the use of a lderck syringeis required.

- Use within three hours after reconstitution.

- Do not refrigerate the preparation after reconstitution.

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

Reconstitution withtie BAXJECTII device

- For reconstitution use only the sterilised water for injections and the reconstitution device
provided in the pack.

- Do not use if the BAXJECT Il device, its sterile barrier system or its packaging is damaged or
shows any sign of deteration.

- Aseptt Technique should be used

1. If the product is still stored in a refrigerator, take both the ADVATE powder and solvent vials
from the refrigerator and let them reach room temperature (betie€hand25 °C).
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Fig. a

Wash your hands thoroughliging sop andwarm water.

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flat clean surface.

Open the package 8AXJECT Il device by peeling away the paper lid without touching the
inside (Kg. a). Donotremove the device from the package. Do not use if the BAXJECT Il
device, its sterile barrier system or its packaging is damaged or shows any sign of deterioration.
Turn the package over and insert the clear plastic spike through thiet stbgper Grip the

package at its edge and pull the packag8AXJECT Il (Fig. b). Do not remove the blue cap
from the BAXJECTII device.

For reconstitution only the sterilised water for injections and the reconstitution device provided
in the packshould beused With BAXJECT Il attached to the solvent vial, invert the system so
that the solvent vial is on top of the device. Insert the white plastic spike through the ADVATE
powder stopper. The vacuum will draw the solvent into the ADVATE powde(Rigl c).

Swirl gently until all material is dissolved. Be sure that the ADVATE powder is completely
dissolved, otherwise not all reconstituted solution will pass through the device filter. The
product dissolves rapidly (usually in less tHaminute).After reansttution the solution should

be clear, colourless and free from foreign particles.

Fig. b Fig. c
th it —Ej
| | bt |
|
=

Reconstittion with theBAXJECT Ill system

wn

Do not use if the lid is not completely sealed on the blister

If the product is stillstored in a refrigerator, takbe sealed blister (contains powder and solvent
vials preassembled with the system for reconstitufiamy the refrigerator and let ieach room
temperature (betweelb °C and25 °C).

Wash your hands thaunghly using sop and warm water.

Open the ADVATE package by peeling away theRédmovethe BAXJECTIII systemfrom
the blister

Place the AIWATE on a flat surface with theolventvial on top (Fig. 1). Theolventvial has a
blue stripe. Do not reave the blue gauntil instructed in a later step.

With one hand holding the ADVATE in the BAXJEQIT system, press down firmly on the
solventvial with the other hand until thegstem is fully collapsed and tiselventflows down
into the ADVATE vial(Fig. 2). Do notilt the system until the transfer is complete.

Verify that thesolventtransfer is complete. Swirl gently until all materiatlissolved. Be sure
that the ADVATEpowder is completely dissolved, otherwise not all reconstituted soltion
pass thragh the device filter. The product dissolves rapidly (usually in lesslth@nute).
After reconstitution the solution should bearecolourless and free from foraigarticles.
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Administration
Use Aseptic Tehnique

Pareneral medicinal products should be inspected for particulate matter prior to administration,
whenever solution and container permihlyDa clear and colourless solutishould be used.

1. Remove the blue cap from BAXJEQIV BAXJECT Ill. Do not draw air into the syringe.
Connect the syringe to BAXJEQT/ BAXJECT III.

2. Invert the system (the vial with the reconstituted solutiondée on top). Draw the
reconstittied solution into the syringe by pulling the plunger back slowly.

3. Disconnect the syrige.

4.  Attach a butterfly needle to the syringe. Inject intravenously. The solution should be
administered slowly, atarate asdemmi ned by t he planttioexcee®Osml c o mf or t
per minute. The pulse rate should be determimfalé and durig administration of ADVATE.
Should a significant increase occur, reducing the rate of administration or temporarily
interrupting thanjection usually allows the sympts to disappear promptly (see
sections4.4and4.8).

7. MARKETING AUTHO RISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/03/271/007

EU/1/03/271/017

9. DATE OF FIRST AUTHORISATION/RENEWAL O F THE AUTHORISATION
Date of first authorisatiord2 March 2004

Date of latest renewaP0 Decembef013

10. DATE OF REVISION OF THE TEXT

Detailed information on thisedicinalproduct is available on the website of tBuropean Medicines
Agencyhttp://www.ema.eropa.eu

78


http://www.ema.europa.eu/

1. NAME OF THE MEDICINAL PR ODUCT

ADVATE 5001U powder and solvent for solution for injection.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial containeaominally5001U human coagulatiofactor VIII (rDNA), octocog alfaADVATE
containsapproxmately 2501U per ml of humarcoagulation factor VIII (rDNA), octocog alfa after
reconstitution.

The potency (International Units) is determined using the EunoBbarmacopoeia chromogenic
assay-The specific activity of ADVATE is appromiately4,000-10,0001U/mg protein.

Octocog al& (human coagulation factor VIII (rDNA)) isparified protein that has 2332 amino acids.
It is produced by recombinant DNA technojoip Chinese hamster ovary (CHO)IsePrepared
without the addition of angexogenais) hunan or animakderived proteinn the cell culture process,
purification or final formulation.

Excipients with known effect
This medicinal product contaifis45mmol sodium (10ng) per vial.

Forthe full list of excipients, seastion6.1.

3. PHARMACE UTICAL FORM
Powder and solventor solution for injection.
Powder: White to offwhite friable powder.
Solvent: Cleaand colourless solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment and prophylaxis ofd@dding in jatientswith haemopHia A (corgenital factorVIli
deficiency). ADVATE is indicated in all age groups.

4.2 Posology and method of administration

Treatment should be initiated under the supervision of a pagsexperienced in the treatment of
haemophila and vith reaiscitaton supparimmediately &ailable in case of anaphylaxis

Posology

The dose and duration of the substitution therapy depend on the severity of the factor VIl deficiency,

on the location ad extent of the bleeding and oreth p a tclinieahdoraitsn.

Thenumbe of unitsof factor VIl is expressed in Inteational Units (IU), which are related to the
WHO standard for factor VIII products. Factor VIII activity in plasma is expresseereit a
percentage (relative to moal humarplasmaor in IUs (rdative tothe internatioal standard for
factor VIl in plasma).

Onelnternational Unit U) of factor VIII activity is equivalent to that quantity of factor VIl in one ml
of normal humarmlasma.
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On demand treatment

The alculationof therequired doseof factor VIl is based a the empirical finding that 1U factor
VIII per kg body weight raises the plasma factor VIII activityZojJ/dl. The required dose is
determined using the follang formula:

Required units (IU¥ body weigh (kg) x desied facor VIl ri se (%) x0.5

In case of the following haembagic events, the factor VIII activity should not fall below the given
plasma activity level (in % of normal or 1U/dl) in the corresding period. The following tablecan
be ued to gide dsing inbleedingepisodes and sgery:

Table 1 Guide for dosig in bleeding episodes and surgery

Degree of haemorrhage/type | Factor VI level Frequency of doses (hours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early heemarthross, muscle 207 40 Repedinjections evernyd2to 24 hours
bleeding or oral bleeding. (8to 24 hous for patiens undetthe age

of 6) for at leat 1 day, until the
bleeding efsode, as indicated by pain,
is resolved or healing is achieved.

More extensive haemarthrosis| 3071 60 Repeat injections evey2 to 24 hours
muscle bleeding or haematom (8to 24 hours for patientsnder the age
of 6) for 31 4 daysor more unit pain
and aate disbility are resolved.

Life threatening haemorrhageg 601 100 Repeat injections everg to 24 hours
(6 to 12 hours for patients under the ag
of 6) until threat is resolved.

Surgery
Minor 307 60 Every24 hous (12to 24 hours for
Including tooth extraction. patientsunder the age @), at

leastl day, until healing is achieved.
Major 807 100 Repeat injections eveBto 24 hours

(pre- and postperative) | (6 to 24 hours for patients under the ag
of 6) until adequat wound healing, the
continue theaipy for atleast

another7 daysto maintan a factor VIII
activity of 30% t060% (1U/dI).

The dose and frequency of administration should be adapted to the clinical response in the individual
case. Under certain circutasces (e.g. presence of a litve inhibiton, dose large thanthose
calallated using ta formula may be necessary.

During the course of treatment, appropriate determination of plasma factor VIl levels is advised to
guide the dose to be administeeett the frequency of repeated irtjens. In he casef major

surgcal inteventions in parcular, precise monitoring dhe substitution therapy by means of plasma
factor VIII activity assay is indispensable. Individual patients may vary in their resporiactor

VIII, achieving diffelent levelsof in vivo recovery and demongiating differen half-lives.

Prophylaxis
Forlongterm prophylaxis against bleeding in patients with severe haemophilia A, the usual doses

are20to 401U of factor VIII per kg lmdy weight at intervals df to 3 days.
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Paedatric population

Foron demandreatment dosigin paediatric patieni{® to 18 years of ageajoes not differ from adult
patients. In patients under the age of 6, doses of 20Itd 60factor VIl per kg bodyweight 3 to 4
times weekly are reanmended foproptylactic therapy.

Methodof administraibn
ADVATE should be administed via the intravenous route. In case of administration by a non health
care professional appropriate training is needed.

The rate badministration should be deterreithto enswe the omfort of thepatient upto a maximum
of 10 ml/min.

After reconstitubn, the solution is clear, colourless, free from foreign particles and has a pH
of 6.7t0 7.3.

For instructions on reconstitutiaf the medicinal product befosmnistration,see setion 6.6.
43 Contraindications

Hypersensitivity to the active sutasce or to any of the excipiedisted in section 6.br to mouse or
hamster proteins.

4.4 Special warnings and precautions for us

Hypersensitivity

Allergic type hypersensitiity reactions including anaplglaxis, have ben reported with ADVATE.
The poduct contains traces of mouse and hamster proteins. If symptdiygersensitivityoccur,
patientsshould be advised to discontinuge of the product immediately acdntact tleir physician.
Patiens shouldbe informed ofthe early signs of hypersensity reactions including hives,
generalised urticaria, tightness of the chest, wheezing, hypotension and anaphylaxis.

In case of shek, standardnedical treatmerfbr shockshoutl beimplemened

Dueto the acrease in injetion volume for ADVATE reconguted in2 ml sterilised water for
injections, if hypersensitivity reactions occur there is less time to react by stopping therinjec
Therefore, caution is adviseliring injctionof ADVATE recastitutedin 2 ml sterilised water for
injections, espeally in children.

Inhibitors

The formation of neutralising antibodies (inhibitors) to factor VIl is a known complication in the
management of individuals with haentafia A. These inlibitors are usially IgG immunoglobulins
directed against the factor Mprocoagulant activity, which are quantified in Bethesda Units (BU) per
ml of plasma using the modified assay. The risk of devetpihibitors is correlated to tiseverity of
the dsease siwellas the expsure to factoWIll, this risk being higheswvithin the first20 exposure

days. Rarely, inhibitors may develop after the flil@exposure days.

Cases of recurrent inhibitoroflv titre) have been observed afsgvitching fom onefactor VIl
product toanother in preiously treated patients with mothan100exposure days who have a
previous history of inhibitor development. Therefore, it is recommended to monitor all patients
carefully for inhibitor occurrencillowing any product swich.

The clinicd relevance omhibitor development will depel on the titre of the inhibitor, with low titre
inhibitors which are transiently present or remain consistently low titre possgflesisk of
insufficient clinica responsehan hgh titre inhikitors.

In general, all ptients treated with coagulatidactor VIl products should be carefully monitored for
the development of inhibitors by appropriate clinical observations andatabptests. If the expected
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factorVIII activity plasma leels arenot attaned, or if bleeling is not controlled with aappropriate
dose, testing for factor VIl inhibitor presence should be performed. In patients with high levels of
inhibitor, factor Ml therapy may not be effective dother theapeutc optians shold be conslered.
Managenent of such patients should bigected by physicians with experience in the care of
haemophilia and factor VIII inhibitors.

Misapplication of ADVATE
For ADVATE reconstituted witt2 ml sterilised wéer for injections misaplication (intra-arterially or
paravenously) may lead to milshort term injection site reactions, such as bruising and erythema.

Catheterrelated complications in treatment
If central venous aess device (CVAD) is required, kisf CVAD-relatedcomplicationsincluding
local infectiors, bacteremia and catheter shsombosis should be considered.

Excipient related considerations

Sodium

This medicinal product contair) mg sodium pewial, equivalent t®.5 % of the WHO
recommended maxinnu daily intakeof 2 gsodium for an adult.

It is strongly recommendédtiat every time ADVATE is administered to a patient, the name and batch
number of the product are reded in order tomaintain a litkk between the patient and the bat€lthe
medicinal produd.

Pagdliatric population
The listed warnings and precautiongply to both adults and children.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studis have been performed with ADVATE.

4.6 Fertility, pregnancy andlactation

Animal reprodution studies have not been caistkd with factor VIII. Based on the rare occurrence
of haemophilia A in women, experience regardirguseof factorVIII during pregnancy and
breastfeeding is not @ailable. Therefae, fador VIII should be used during pgnancy antbreast
feedingonly if clearly indicated.

4.7 Effects on ability to drive and use machines

ADVATE has no influence on #@ability to drive and use méines.

4.8 Undesirable effects

Summary of lhe saféy profle

Clinical gudies with ADVATEincluded 418 subjects with adst one exposure to ADVATE

reporting in total 93 adverse drug reactions (ADRBe ADRSs that occurreich the highesfrequency
weredevelopment oheutralising antibdies tofactor VIII (inhibitors), heagche and fever

Hypersensitivity or allergic reéions (which may include angioedema, burning and stinging at the
infusion site, chills, flushing, geredisedurticaria, headache, faes, hypotension, lethargy, nausea,
restlessess,tachycarda, tightnessof the chest, tinghg, vomiting, wheezing) haveskn observed
rarely and may in some cases progreset@re anaphylaxis (including shypck

Developmenof antibodiesto mouse andfdhamster protein with related hypgensitivty reagions
may be tserved
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Development of autralising antibodies (inhilaits) may occur in patients with haemophilia A treated
with factor VI, including with ADVATE. If suchinhibitors occu, the condition will manifest itself

as an insuftient clinical responseln swch cass, it is recommendgthat a specialised haemopdili
centre be contacted.

Tabulated summary of adverse reactions

The following table2 provides the fregerncy of adversadrug reactiong clinical trials and from
spontaeous repding. The talbe is acordirg to the MedDRA sytem organ classification (SOQ@a
Preferred Term Level).

Frequency categories are defined accordirthedollowing convention: vergomman  {/X0),

c ommo H10qtax<1/ 10) , u nlO0Bmolnf O r H10,800tq <C1/1,000), very

rare (<1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, udesirable effects are presahie order of decreasing seriousness.

Table 2 Frequency of adverse drugaotions (ADRS) in clinical trials and from spontaneous reports
MedDRA Standard System Organ Class Adverse reaction Frequency?
Infections and infestains Influenza Uncommon
Laryngitis Uncommon
Blood and lymphatic system disorders Factor VIII inhibition Uncommon (PTP$)
Very common (PUPS8)
Lymphangitis Uncommon
Immune system disorders Anaphylactic reaction Not known
Hypersensitivity Not known
Nervous system disorders Headdche Common
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Cardiac disorders Palpitations Uncommon
Vascular disorders Haematoma Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediinal disorders | Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncommon
Nausea Uncommon
Vomiting Uncommm
Skin and subcutaneous tigslisarders Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and administration site Pyrexia Common
conditions Peripheral oedema Uncommon
Chest pain Uncommon
Chest discorfort Uncommon
Chills Uncommm
Feeling abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
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Table 2 Frequency of adverse drugpctions (ADRS) in clinical trials and from spontaneous reports

MedDRA Standard System Organ Class Adverse reaction Frequency?
Investigations Monocyte Count increased Uncommon
Coagulation factor VIII leel Uncommon

decreaset
Haenatocrit decreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and procedural complicationy Post procedural complication Uncommon
Post procedural haemorrhage Uncommon
Procedural site reaction Uncommon

a) Calculated based on totaimberof patients who received ADVATE (418).

b)  The unexpected decreasecomgulation factor VIl levels occurred in one patient during
continuous infusion of ADVATE following surgery (postoperative da§d4). Haemostasis
was maintained at all times diog this period and both plasma factor VIII levels and clearance
rates rettned to appropriate levels by postoperative tayFactor VIII inhibitor assays
performed after completion of continuous infusion and at study tetiorinaere negative.

c) ADR exdainedin the sectionbelow.

d) Frequency is based on studies with all Fyhoducts which included patients with severe
haemophilia A. PTPs = previouslseated patients, PUPs = previouslytreated patients

Description ofselected adverse reactions

ADRS spedfic to residues from the manufacturing process

Of the229treated paents who were assessed for antibodies to Chinese hamster ovary (CHO) cell
protein,3 showed a statistically significant upward trend in titdedisplayed sustained peaks or
trarsientspikesandone patient had both but mtinical symptoms. Of th@29treated patients who
were assessed for antibodies to murine @showed a statistically significant upward

trend 2 displayed a sustained peak arsient spikandone patienhad bah. Four of these patients
reported isolated events of urticaria, itus, rash, and slightly elevated eosinophil counts amongst
repeated exposures to the study product.

Hypersensitivity
Allergic type reactions includanaphylaxis and have been rniastel by dizziness, paresthesias, rash,
flushing, face swelling, urticaaj and pruritus.

Paediatric population
Other than the development of inhibitors in previously untreated paediatric patients (PUPs), and
catheterrelaed complications, no agapecfic differences in ADRs were noted in the clinical studies.

Reporting of espected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitarg of the benefit/risk balaeof the medicinal product. Healthcare
professionals are asked to repory anspected adverse reactionsthi@ national reporting system

listed inAppendix V.

49 Overdose

No symptoms of overdose with recombinantgidation factorVIll have been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antihaemorrhagiced coagulation factor VIIIATC code: BO2BDO0?2.
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The factor Vlll/von Willebrand Factor complex consisf two molecules (factor VIII and von
Willebrand Factor) with different physiological functiodVATE contains recombinant
coagulation factor Vll{octocog alfa), a glycoprotethatis biologically equivalent to the factor VIlI
glycoprotein found in tman plasma.

Octocog alfa is a glycoprotein consisting2@32amino acids with an approximate molecular mass

of 280kD. When infused into a haemophipatient, octocog alfa binds erdogenous von Willebrand
Factor i n the pat id&ador\dlsactcas a Cofadtoa foriaativated FActot IX,v at e
accelerating the conversion of Factor X to activated Factor X. Activated Factor X converts
prothrombin to thrombin. Thrombithenconverts fibrinogen into fibrin and a clot can be formed.
Haemophila A is a sexlinked hereditary disorder of blood coagulation due to decreased levels of
factor VIII activity and results in profuse bleeding into jeinhuscles or internal orgarmither
spontaneously or as a result of accidental or surgical traumalaldmea levels of factor VIII are

increased by replacement therapy, thereby enabling a temporary correction of the factor Vil
deficiency and correctioof the bleeding tendency.

DataonImmune Tolerance Induction (ITI) in patients with inhibitors haventwedlected. Within
asubstudy of PUPstudy060103, ITireatments i1 PUPs were documented. Retrospective chart
review was done faB0 paediatricsubjects on ITI in study0607@). A nornrinterventional prospective
registry (PASSNT-004) documented ITih 44 paediatric and adult subjects of whom 36 completed
ITI therapy. Data show that immune tolerance may be achieved.

In study 060201 two lontermprophylaxis treatment schemea/e been compared in 53 PTPs: an
individualized pharmacokinetic guided diog regimen (within a range of 20 to 80 IU of factor VIII

per kg body weight at intervals of 72 + 6 hours, n=23) with a standardypacpb dosing rgimen

(20 to 40 IU/kg every 486 haurs, n=30). The pharmacioletic guided dosing regimen (according to a
specific formula) was targeted to maintain factor VIt ough | e v e | sdosldgidtdvalaft t h e
72 hoursThe data from this study demonstrate that the two prophylactic dosing regimens are
comparable in terms of reduction of bleeding rate.

The European Medicines Agency has waived the obligationbimis the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VIII
deficiency) in "Immune Tolerance Induction (ITI) in patients with haemophilia A (congenital factor
VIII deficiency) who have deveped inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIl deficiency)". (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studewith ADVATE were conducted in previously treated patients setrere
to moderately severe haemophiliatAd s el i n e 2%).dhea@malysi bflplasm®samples was
conducted in a central laboratory using a-etage clotting assay.

A total of 195 sibjects withsevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories of these analyses for infants (1
month to <2 years of age), children (2 to <5 years of age), olderazhi(l to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age was defined as age at time of PK infusion.

Table 3 Summary of Pharmacokinetic Parameters of ADVATE ge Group withsevere haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 1180.0 = 1506.6 + 53®M | 1317.1 £438.6) 1538.5+519.1
(IU*-h/dl) 311.8 432.7
Adjusted 2206 1.8+04 20+0.5 2106 22+0.6
Incremental
Recovery at Cmax
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Table 3 Summary of Pharmacokinetic Parameters of ADVATE pge Group withsevere haemophilia A
(baseline factor VIl <1%)

Parameter (mean * Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
(IU/dL per IU/kgy

Half-life (h) 9.0+1.5 9.6+1.7 11.8+3.8 12.1+3.2 12.9+43

Maximum Plasma 1105+ 90.8+19.1 100.5 + 25.6 107.6 £ 27.6 111.3+27.1
Concentration Post 30.2
Infusion (IUAI)

Mean Residence 11.0+x2.38 12.0+£ 2.7 15147 15.0+£5.0 16.2+6.1
Time (h)
Volume of 04+0.1 05+0.1 05+0.2 0.6+0.2 05+0.2

Distribution at
Steady State (dl/kg)

Clearancéml/kg*h) 3.9+0.9 48+15 38+15 41+1.0 3.6+1.2

& Calculated as (Cmaxbaseline Factor VIII) divided by the dose in 1U/kg, where Cmax is the maximal post
infusion Factor VIII measurement.

The safety and haemostatic efficacy of ADVATE in plaediatric population are similar to that of

adult patientsAdjusted recovery and terminal hdifie (t.) was approximatel20% lower in young

children (less thaf years of age) than in adults, which may be due in part to the known higher plasma
volumeper kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on studies of safietyquih@gy, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

A local tolerance study in rabbits showed that ADVATE reconstituted2uith of sterilised water for
injectionsis well tolerated after intravenous administration. [8ligansient reddening at the
administration site was observed after intraarterial application and after paravenous administration.
However, no correlating adverse histopathological changes could be observed indicating a transient
nature of this finding.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence aompatibility studies, this medicinal product must not be mixed with other medicinal
products or solvents.
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6.3 Shelf life
2 years.

After reconstitution, from a microbiological point of view, the product should be used immediately.
However, chemical anghysical iruse stability has been demonstrated3fopurs a5 °C.

During the shelf life, the product may be kept at room temperature @§°@) for a single period not
exceeding months. The end of therBonths storage at room temperature shoaldelsorded on the
product carton. The product may not be returned to refrigerated storage again.

6.4 Special precautions for storage

Store in a refrigerator (1 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outarton in order to protect from
light.

ADVATE in BAXJECT Il system: Keep the sealed blister in the outer carton in order to protect from
light.

For storage conditioresfter reconstitutioof the medicinal product, see sect@f.
6.5 Nature and contentsof container

Both the powder vial and the vial containingh2solvent are of type | glass closed with chlorobotyl
bromobutylrubber stoppers. The product is provided in one of the following configurations:

- ADVATE with BAXJECT Il device: Each pack otains a powdevial, a vial containin@ ml
solventand a device for reconstitution (BAXJETJ.

- ADVATE in BAXJECT Il system: Each pack contains a ready to use BAXJEHGystem in
a sealed blister (the powder vial and the vial contaiiing solventare preassemdd with the
system for reconstitution).

6.6 Special precautions for disposal and other handling

ADVATE is to be administered intravenously after reconstitution of the product.
The reconstituted solution should be inspected visually fof@eign particilate matter and/or
discoloration.

After reconstitution the solution should be clear, colourless and free from foreign particles.
Do not use solutions that are cloudy or have deposits.

- For administration the use of a ldeck syringe is rquired.

- Use wihin three hours after reconstitution.

- Do not refrigerate the preparation after reconstitution.

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

Reconstitution with the BAXJECT Il déce

- For recomstitution use only the sterilised water for injections and the reconstitution device
provided in the pack.

- Do not use if the BAXJECT Il device, its sterile barrier system or its packaging is damaged or
shows any sign of deterioration.

- AsepticTechnique shald be used
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Fig. a

If the product is still stored in a refrigerator, take both the ADVATE powder and solvent vials
from the refrigerator and let them reach room temperature (betie€hand25 °C).

Wash your hands thoroughliging soap andrarm water.

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flat clean surface.

Open the package BAXJECT Il device by peeling away the paper lid without touching the
inside (Fig. a). Do noteamove the deee from the package. Do not use if the BAXJECT Il
device, its sterile barrier system or its packaging is damaged or shows any sign of deterioration.
Turn the package over and insert the clear plastic spike through the solvent stoppbe Grip
package &its edge and pull the package BBRXJECT Il (Fig. b). Do not remove the blue cap
from the BAXJECTII device.

For reconstitution only the sterilised water for injections and the reconstitution device provided
in the pack should be usedfith BAXJECT Il attached to the solvent vial, invert the system so
that the solvent vial is on top of the device. Insert the white plastic spike through the ADVATE
powder stopper. The vacuum will draw the solvent into the ADVATE powder vial (Fig. c).

Swirl gently untl all material is dissolved. Be sure that the ADVATE powder is completely
dissolved, otherwise not all reconstituted solution will pass through the device filter. The
product dissolves rapidly (usually in less tHaminute). After reconstittion the soltion should

be clear, colourless and free from foreign particles.

Fig. b Fig. c
th it —Ej
| ] Bt |
!
=

Reconstitution with th8 AXJECT Ill system

Do not use if the lids not completely sealed on the blister

If the product is still ®red in a rafigerator, takehe sealed blister (contains powder and solvent
vials preassembled with the system for reconstitution) from thgeeditor and let it reach room
temperatue (betweerl5 °C and25 °C).

Wash your hands thoroughlging soa@and warm wate

Open the ADVATE package by peeling away the Rémovethe BAXJECTIII systemfrom

the blister

Place the ADVATE on a flagurface with theolventvial on top (Fg. 1). Thesolventvial has a
blue stripe. Do not remove the blue aatiil instruded in a later step.

With one hand holding the ADVATE in the BAXJEQIT system, press down firmly on the
solventvial with the oher hand until the system is fully cgdsed and theolventflows down

into the ADVATE vial (Fig. 2). Do natilt the sysem until the transfer is complete.

Verify that thesolventtransfer is complete. Swirl gently until all material is dissolvedsige
that the ADVATE powder is completetlissolved, otherwise not all reconstituted solution will
pass throgh the devicdilter. The product dissolves rapidly (usually in less thaninute).

After reconstitution the solution should be clear, colourdeskfree from foreign particles.
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Administration
Use Aseptic Technique

Parenteal medicinalproducts should be inspected for particulate matter prior to administration,
whenever solution and container permit. Only a clearcatalirless solution should be used.

1. Remove the blue cap from BAXJEQIT/ BAXJECT lll. Do not draw air into the syringe.
Connect the syringe to BAXJEQT/ BAXJECT III.

2. Invert the system (the vial with the reconstituted solution has to be oraw).the
reconstituted solution into ¢hsyringe by pulling the plunger back slowly.

3. Disconnect the syrige.

4.  Attacha butterfly needle to the syringe. Inject intravenously. The solution should be
administered slowly, at a rate as determined byghep ent 6 s comf orlOmll evel ,
per minute. The pulse rate should be determined before and ddririgistratio of ADVATE.
Should a significant increase occur, reducing the rate of administration or temporarily
interrupting the injection usuglallows the symptoms to disappear ppiy (see
sections4.4and4.8).

7. MARKETING AUTHORISATION HOLDER

Takeda Manufeturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/03/271/008

EU/1/03/271/018

9. DATE OF FIRST AUT HORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisatiord2 March2004

Date oflatest reewal:20 Decembef013

10. DATE OF REVISION OF THE TEXT

Detailed information on thisedicinalproduct is available on the website of the European diteeh
Agencyhttp://www.ema.europa.eu
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1. NAME OF THE MEDI CINAL PRODUCT

ADVATE 1000IU powder and solvent for solution for injection.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains nominal000 I[U human coagulation factor VIII (rDN), octocog alfaADVATE
contains apprdrately5001U per mlof human coagulatiofactor VIII (rDNA), octocog alfa after
reconstitution.

The potency (International Units) is determined using the European Pharmiaccip@mogenic
assay.The specific actiity of ADVATE is approximately4,006310,0001U/mg protein.

Octocog alfa (human caalation factor VIII (rDNA)) is gpurified protein that has 2332 amino acids.
It is produced by recombinant DNA technology in Chinkeamster ovary (CHO) cell®repared
without the addition of any (exogenous) tammor animd-derivedprotein in the cell glture process,
purification or final formulation.

Excipients with known effect
This medicinal product contaifis45mmol sodium (10ng) per vial.

For the full list of excipients, see secti6ril.

3. PHARMACE UTICAL FORM
Powder and solvent for solutioror injection.
Powder:White to off-white friable powder.
Solvent: Cleaand colourless solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatmemhand prophylaxis of bleeding in patiswith rmemopHia A (congenial factor VIII
deficiency). ADVATE is indicated in dlage groups.

4.2 Posology and method of administration

Treatment should be initiated under the supervision of a physician exgeetienthe treatment of
haemophilia anavith resiscitaton sugoort immediately available igase of anaphylaxis.

Posology
The dose and duration of the substitution therapy depend on the severity of the factor VIl deficiency,

on the location and extentofh e bl eedi ng an dalcondtiot he patient s

Thenumber ofunitsof factor VIl isexpressed in International i (IU), which are related to the
WHO standard for factor VIII products. Factor VIII activity in plasma is expressed either as a
percentage (relative to normal human pla¥main IUs (rdative to theinternational standarfor
factor VIII in plasma).

Onre International Unit KU) of factor VIII activity is equivalent to that quantity of factor VIl in one ml
of normal human plasma.
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Ondemand treatment

The calculation of theequired doseof factor VIl is based on the empid finding thatl IU factor
VIII per kg body weight raises the plasma factor VIII activity2dy/dl. The required dose is
determined using the following formula:

Required units (IU¥ body weight (kg desied facor VIII rise @6) x 0.5

In case of tefollowing haemorrhagic eventthe factor VIII activity should not fall below the given
plasma activity level (in % of normal or 1U/dl) in the corresponding pefidne following tablel can
be used tguide daing inbleedng epi®des and surgery:

Table 1 Guide for dosing in bleedinepisodes and surgery

Degree of haemorrhage/type | Factor VI level Frequency of doseshours)/duration
of surgical procedure required (% or 1U/dI) of therapy (days)

Haemarhage

Early hmaemarthosis,muscle 207 40 Repeat injectionsveryl12to 24 hours
bleeding or orableeding. (8 to 24 hours forpatiens undetthe ag

of 6) for at leastl day, uttil the
bleeding episode, asditated by pain,
is resolved or healing is achieved.

More extensive demarthrosis, | 307 60 Repeat injections eved2to 24 hours
muscle bleeding or haematom (8 to 24 hours for patients under theeag
of 6) for 31 4 days or more until pai
and aate disbility are reolved.

Life threatening haemorrhageg 601 100 Repeat injectins every8to 24 hours
(6 to 12 hours for patients under the ag
of 6) until threat is resolved.

Surgery
Minor 307 60 Evely 24 hous (12to 24 hours fa
Including tooth extraction. patients under the a@f 6), at

leastl day, untilhealing is achieved.
Major 807 100 Repeat injections eveBito 24 hours

(pre- and postoperative)| (6 to 24 hours for patients under the ag
of 6) until adequate wound hé&ad, then
continue therapy for at least

another7 daysto mairtain afactor VIII
activity of 30% to60% (1U/dl).

The doseand frequency of administration should be adapted to the clinical response in the individual
case. Under certain circumstances (prgsence of a lowitre inhibitor), dogs large thanthose
calculaed using the formula nyabe necessary.

During the couse of treatment, appropriate determination of plasma factor VIl levels is advised to
guide the dose to be administered and theusrqy of repeated injections. In the ea$ mapr

surgcal interventons in particular, pr@se monitoring of the substttan therapy by means of plasma
factor VIII activity assay is indispensable. Individual patients may vary in their response to factor
VIII, achieving different levels aih vivorecovery and demastratng different halflives.

Prophylaxis
For longterm pophylaxis against bleeding in patients with severe haemophilia A, the usual doses

are20to 401U of factor VIII per kg body weighttantervals of2 to 3 days.
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Paediatricpopulaton

Foron demad treament dosing in paediat patientq0 to 18 years adige)does not differ from adult
patients. In patients under the age of 6, doses of 20Itd 60factor VIl per kg body weight 3 td
times weekly are recommended for pgnglactictherayy.

Method ofadministration
ADVATE should be administered via thetravenous route. In case of administration by a non health
care professional appropriate training is needed.

The rate of administten should be determined to ensure ¢benfortof thepatientup toamaximum
of 10 ml/min.

After reconstitution, the sotion is clear, colourless, free from foreign particles and has a pH
of 6.7t0 7.3.

For instructions on reconstitutiai the medianal product beforadministration, seeestion6.6.
43 Contraindications

Hypersensitivityto the active substance oraay of the excipientsted in section 6.br to mouse or
hamster proteins.

4.4  Special warnings and precautions for use

Hypersengivity

Allergic type hypersensitivitygactionsincluding araphylaxs, have been reportadth ADVATE.
The product contas traces of mouse and hamster proteins. If sympbdimgpersensitivityoccur,
patientsshould be advised to discontinue use ofghaeluct immediately and contact theirygltian.
Patiens shold be nformed of the early gns of hypersensitivity reactis including hives,
generalised urticaria, tightness of the chest, wheezing, hypotension and anaphylaxis.

In case of shoclstandardnedical treatmerfbr shockshould bemplemened

Due to the decrese in injection voluméor ADVATE reconstituted ir2 ml sterilised water for
injections, if hypersensitivity reactions occur there is less time to react by stopping the injection.
Therebre, caution is advised during injectiohADVA TE recastituied in2 ml sterilised water fo
injections, especially in clairen.

Inhibitors

The formation of neutralising antibodies (inhibitors) to factor VIl is a known complication in the
management ahdividuals with haemophilia A. Thesehibitorsare usially IgG immunoglobulins
directed aginst the factor VIl procoagaht activity, which are quantified in Bethesda Units (BU) per
ml of plasma using the modified assay. The risk of developing intshg&arorrelated to the severity of
the dsease awellas theexposue to factor VIII, thisrisk being highest within thér§t 20 exposure
days. Rarely, inhibitors may develop after the flil@exposure days.

Cases of recurrent inhibitor (low titre)Vebeen observed after switching fronedactorVIli
productto anoher in previously trea&td patients with more thabhO0exposure days who have a
previous history of inhibitor development. Therefore, it is recommended to monitor all patients
carefully far inhibitor occurrence following any pdact swich.

The clirical rdevance of inhibitor deelopment will depend on thettte of the inhibitor, with low titre
inhibitors which are transiently present or remain consistently low titre posing less obh risk
insufficient clinical response thaigh titre inhiktors.

In gereral, all patients traad with coagulation factor Vllproducts should be carefully monitored for
the development of inhibitors by appropriate clinical observations and laboratoryf th&t®xpected
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factor VIII activity plasma leels arenot atained,or if bleeding is notontrolled with an appropriate
dose, testing for factor VIl inhibitor presence should be performed. In patients with high levels of
inhibitor, factor VIII therapymay not be effective and other therapeoptions shold be onsideed.
Management of sugbetients should be directed Ipphysicians with experience in the care of
haemophilia and factor VIII inhibitors.

Misapplication of ADVATE
For ADVATE reconstituteavith 2 ml sterilised water for injectia) misaplication (intra-arteially or
paravenouslyinay lead to mild, short ternmjiection site reactions, such as bruising and erythema.

Catheterrelated complications in treatment
If central venous access devi{€&/AD) is required, risk of CVADRrelatedcomplicationsincluding
locd infections, bactereraiand catheter site thrombosisould be considered.

Excipient related considerations

Sodium

This medicinal product contair) mg sodium pewial, equivalent t®.5 % of the WHO
recommended maximum daily inta&B2 gsodiumfor anadult.

It is stongly recommended that eveisne ADVATE is administered to a patient, the name and batch
number of the product are recordadrder to maitain a Ink between th patient and the batch of the
medicinalprodud.

Padliatric populdion:
The listed warning and precautions apply to b@tults and children.

4.5 Interaction with other medicinal products and other forms of interaction

No interadion stulies have beeperformed with ADVATE.

4.6 Fertility, pregnancy and lactation

Animal repoduction studietave not been conducted witicfor VIII. Based on the rare occurrence
of haemophilia A in women, experience regarding the use of factoditlithg pregnancy and
breastfeeding is not available. There# fador VIII shoud be ued durihg pregnancy anbreast
feedingonly if clearlyindicated.

4.7 Effects on ability to drive and use machines

ADVATE has no influence on the ability to drivaciuse machines.

4.8 Undesirable effects

Summary of the safeprofile

Clinical gudieswith ADVATE included 418&ubjects with at least one equre to ADVATE

reporting in total 93 adverse drug reactions (ADRBe ADRSs that occurred in the highé&stquency
were developmenbf neutralising antibodies tactor VI (inhibitors), headche ad fever

Hypersensitiviy or allergic reactions (whicimay include angioedema, burning and stinging at the
infusion site, chills, flushing, generalised urticarisade@chehives, hypotesion, lethargy, nausea,
restlessnessachycarda, tightnesof thechesttingling, vomiting, wheezing) have been observed
rarely and may in some cases progreset@re anaphylaxis (including shypck

Development of antibodies toause antbr hamster prtein with related hypersensitivity réams
may be dserved
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Devdopmentof neutralisingantibodies (inhibitors) may oacin patients with haemophilia A treated
with factor VI, including with ADVATE. If such inhibitors occur, ¢hconditon will manifest itself
as an insufficient clinicalesponseln swch cass, it is reconmended that a spalised haemophilia
centre becontacted.

Tabulated summary of adverse reactions

The following table2 provides the frequency of adverse dragctiamsin clinical trials and from
spontaneous reportinghe talbe is acordirg to the MedDRA system organ aksification (SOC and
PreferredTerm Level).

Frequency categories are defined according to the following convemn : v e r /105 o mmon ( O
commo n 1/10@0 <1/10 ) , u n ¢ d/mMdP6tm<1(100), rae  1/10,000to < 1/1,000), very

rare (<1/10,000), not known (cannot be estimated from the available data). Within each frequency
grouping, undesirable effectsegoresented in order of decreasing seriousness.

Table 2 Frequency of adverse drug reactions (ADRg)linical trials and from spontaneous reports
MedDRA Standard System Organ Class Adverse reaction Frequency?
Infections and infestations Influenza Unconmmon
Laryngitis Uncommon
Blood and lymphatic system disorders Factor VIII inhibition Uncommon (PPs)!
Very common (PUPS8)
Lymphangitis Uncommon
Immune system disorders Anaphylactic reaction Not known
Hypersensitivity Not known
Nervous system disders Headache Common
Dizziness Uncommon
Memory impairment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Uncommon
Cardiac disorders Palpitations Uncommon
Vascular disorders Haenmatoma Uncommon
Hot flush Uncommon
Pallor Uncommon
Respiratory, thoracic and mediastinal diswsd | Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain upper Uncommon
Nausea Uncommon
Vomiting Uncommon
Skin and subcutaous tissue disorders Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommnon
General disorders and administration site Pyrexia Common
conditions Peripheral oedema Uncommon
Chest pain Uncommon
Chest discomfort Uncommon
Chills Uncommon
Feeling abnormal Uncommon
Vessel puncture site haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
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Table 2 Frequency of adverse drug reactions (ADRg)linical trials and from spontaneous reports

MedDRA Standard System Organ Class Adverse reaction Frequency?
Investigations Monocyte Count increased Uncommon
Coagulation factor VIII level Unconmon

decreaset
Haematocrit decreased Uncommon
Laboratory test abnormal Uncommon
Injury, poisoning and preedural complications | Post procedural complication Uncommon
Post procedural haemorrhage Uncommon
Procedural site reaction Uncommon

a) Calculated basedhn total number of patients who received ADVATE (418).

b)  The unexpected decrease in coagulatigtofaVIll levels occurred in one patient during
continuous infusion of ADVATE following surgery (postoperative da§d4). Haemostasis
was maintained at dilmes during this period and both plasma factor VIl levels and clearance
rates returned to appnagte levels by postoperative da$. Factor VIII inhibitor assays
performed after completion of continuous infusion and at study termination were negative.

c) ADR explained irthe sectionbelow.

d) Frequency is based on studies with all FVIII productivinicluded patients with severe
haemophilia A. PTPs = previouslseated patients, PUPs = previouslytreated patients

Description of selected adverse cans

ADRs specific to residues from the manufacturing process

Of the229treated patients who weeassessed for antibodies to Chinese hamster ovary (CHO) cell
protein,3 showed a statistically significant upward trend in titdedisplayed sustained peaor
transient spikeandone patient had both but mtinical symptoms. Of th@29treated patiets who
were assessed for antibodies to murine @showed a statistically significant upward

trend 2 displayed a sustained peak or transient saitdone patient had both. Four of these patients
reported isolated events of urticaria, pruritus, rast slightly elevated eosinophil counts amongst
repeated exposures to the study product.

Hypersensitivity
Allergic type reactions include anaphylaxis andehbeen manifested by dizziness, paresthesias, rash,
flushing, face swelling, urticaria, and prustu

Paediatric population
Other than the development of inhibitors in previously untreated paediatric patients (PUPs), and
catheteirelated complications, ragespecific differences in ADRs were noted in the clinical studies.

Reporting of suspected adgerreactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefik balance of the medicinal product. Healthcare
professionals are asked to report any suspectestsareactions vidne national reporting system

listed inAppendix V.

49 Overdose

No symptoms of overdose with recombinant coagulation fadtbhave been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antihaemorrhagics, blood coagulation ¥111. ATC code: BO2BDO02.
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The factor VIll/von Willebrand Factor complex consists of two mdkes (factor VIII and von
Willebrand Factor) with different physiological functiodVATE contains recombinant
coagulation factor VIII (octocog alfa), aygloprotein that is biologically equivalent to the factor VIl
glycoprotein found in human plasma.

Octocog alfa is a glycoprotein consisting2z¥#32amino acids with an approximate molecular mass

of 280kD. When infused into a haemophilia patient, octoalbg binds to endogenous von Willebrand
Factor in the pati ent 0 sactscas a Gofadtoafor activated FactotIX, v at ed f
accelerating the conversion of Factor X to activated Factor X. Activated Factor X converts

prothrombin to thromim. Thrombin then converts fibrinogen into fibrin and a clot can be formed.
Haemophilia A is a seknked hereditary disorder of blood coagulation due to decreased levels of

factor VIII activity and results in profuse bleeding into joints, muscles or @tergans, either

spontaneously or as a result of accidental or surgical trauma. The plasmafléaetls VIl are

increased by replacement therapy, thereby enabling a temporary correction of the factor Vil

deficiency and correction of the bleedingdency.

Data on Immune Tolerance Induction (ITI) in patients with inhibitors have been colledtidh W
substudy of PUPstudy060103, ITireatments iri1 PUPs were documented. Retrospective chart
review was done faB0 paediatricsubjects on ITlif study 060703) A nonrinterventional prospective
registry (PASSNT-004) documented ITI in 44 paediatand adult subjects of whom 36 completed
ITI therapy. Data show that immune tolerance may be achieved.

In study 060201 two lonterm prophylaxis treatméschemes have been compared in 53 PTPs: an
individualized pharmacokinetic guided dosing regimeithw a range of 20 to 80 IU of factor VIII

per kg body weight at intervals of 72 + 6 hours, n=23) with a standardypacpib dosing regimen

(20 to 40 IU/Ig every 48 +6 hours, n=30). The pharmanekic guided dosing regimen (according to a
specificforml a) was targeted to maint ai n-désimginteoval of VI | | t
72 hoursThe data from this study demonstrate that the two prophylactic dosing regimens are

comparable inerms of reduction of bleeding rate.

The European Medioes Agency has waived the obligation to submit the results of studies with
ADVATE in all subsets of the paediatric population in haemophilia A (congenital factor VIII
deficiency) in "Immune Toleracinduction (ITI) in patients with haemophilia A (congahfactor
VIII deficiency) who have developed inhibitors to factor VIII" and "treatment and prophylaxis of
bleeding in patients with haemophilia A (congenital factor VIl deficiency)". (see setfidor
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVATE were conducted in previously treated patientsevithe
to moderately severe haemophilialA§d s e |l i ne 2% ).dheanmalysis bfplasars@mples was
conducted in a central laboratory using a-etage clotting assay.

A total of 195 subjects witeevere haemophilia Aéseline factor VIII <L%) provided PK parameters

that were included in the RBrotocol PK analysis set. Categories @sth analyses for infants (1

month to <2 years of age), tien (2 to <5 years of age), older children (5 to <12 years of age),
adolescents (12 to <18 years of age), and adults (18 years of age and older) were used to summarize
PK parameters, where age velsined as age at time of PK infusion.

Table 3 Summary 6 Pharmacokinetic Parameters of ADVATE per Age Group withere haemophilia A
(baseline factor VIII <1%)

Parameter (mean + Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 = 1180.0 + 1506.6 + 530.0| 1317.1 £438.6 1538.5+519.1
(IU*-h/dl) 311.8 432.7

Adjusted Incremental 2.2 +0.6 1.8+04 20+£05 21+0.6 22+0.6
Recovery at Cmax

(IU/dL per IU/kgy
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Table 3 Summary 6 Pharmacokinetic Parameters of ADVATE per Age Group withere haemophilia A
(baseline factor VIl <1%)

Parameter (mean * Infants Children Older Children | Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Half-life (h) 90+15 9.6+1.7 11.8+3.8 12.1+3.2 12.9+4.3
Maximum Plasma 1105+ 90.8+19.1 100.5+25.6 107.6 £ 27.6 111.3+27.1
Concentration Post 30.2
Infusion (1U/dI)
Mean Residence 11.0+28 | 12.0+2.7 15.1+47 15.0+5.0 16.2+6.1
Time (h)
Volume d 04+0.1 0.5+0.1 05+0.2 0.6+0.2 0.5+0.2
Distribution at Steady
State (dl/kg)
Clearance (ml/kg*h) | 3.9+£0.9 48+15 3.8+15 41+1.0 3.6+1.2

a Calculated as (Cmaxbaseline Factor VIII) divided by the dose in IU/kg, where Cmax is thdnmal
postinfusion Factor VIII measurement.

The safetyand haemostatic efficacy of ADVATE in the paediatric population are similar to that of
adult patientsAdjusted recovery and terminal hdife (t») was approximatel20% lower in young
children (less thart years of age) than in adults, which may be dueairt to the known higher plasma
volume per kilogram body weight in younger patients.

Pharmacokinetic data with ADVATE on previously untreated patients are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal no special hazéodhumans based on studies of safety pharmacology, acute
toxicology, repeated dose toxicity, local toxicity and genotoxicity.

A local tolerance study in rabbits showed that ADVATE reconstitutéu2vinl of sterilised water for
injectionsis well toleraed after intravenous administration. Slight transient reddening at the
administration site was observed after intraarterial application and after paravenous administration.
However, no correlatingdwerse histopathological changes could be observed imdjaatransient
nature of this finding.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products or solvents.
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6.3 Shelf life
2 years.

After reconstitution,fom a microbiological point of view, the product shouldused immediately.
However, chemical and physicatise stability has been demonstrated3fbours a5 °C.

During the shelf life, the product may be kept at room temperature @§°@) for asingle period not
exceeding months. The end of therBonths storage at room temperature should be recorded on the
product carton. The product may not be returned to refrigerated storage again.

6.4 Special precautions for storage

Store in a refrigeratq2 °C i 8 °C).

Do not freeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outer carton in order to protect from
light.

ADVATE in BAXJECT Il system: Keep the sealed blister in the outer carton in order to protect from
light.

For storageonditionsafter reconstitutiomf the medicinal producsee sectiol.3.
6.5 Nature and contents of container

Both the powder vial and the vial containingh2solvent are of type | glass closed with chlorobotyl
bromobutylrubber stoppers. The product is providedne of the following configurations:

- ADVATE with BAXJECT Il device: Each pack contains a powder vial, a vial contalhmg
solventand a device for reconstitution (BAXJEY.

- ADVATE in BAXJECT Il system: Each pack contains a ready to use BAXJEHGystem in
a sealed blister (the powdealand the \al containing?2 ml solvent are preassembled with the
system for reconstitution).

6.6 Special precautions for disposal and other handling

ADVATE is to be administered intravenously after reconstituof the product.

The reconstituted solioin should beénspected visually for any foreign particulate matter and/or
discoloration.

After reconstitution the solution should be clear, colourless and free from foreign particles.
Do not use solutions thateacloudy or have deposits.

- For administrabn the use o& luerlock syringe is required.

- Use within three hours after reconstitution.

- Do not refrigerate the preparation after reconstitution.

- Any unused medicinal product or waste material should be sbspaf in accordance with local
requirements

Reconstitubn with the BAXJECT 1l device

- For reconstitution use only the sterilised water for injections and the reconstitution device
provided in the pack.

- Do not use if the BAXJECT Il device, its sterilerbi@r system or its packaging is damaged or
shows any sigof deterioration.

- Aseptic Technique should be used
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If the product is still stored in a refrigerator, take both the ADVATE powder and solvent vials

from the refrigerator and let them reach rommperature (betweekb °C and25°C).

Wash your handthoroughlyusing soap and warm water.

Remove caps from powder and solvent vials.

Cleanse stoppers with alcohol swabs. Place the vials on a flat clean surface.

Open the package BAXJECT Il device by peeling away the paper lid withtauching the

inside (Fig. a). Do not remove the device from the package. Do not use if the BAXJECT Il

device, its sterile barrier system or its packaging is damaged or shows any sign of deterioration.

6.  Turn the package over and insert the clear plagtike througtthe solvent stopper. Grip the
package at its edge and pull the packag8AXJECT Il (Fig. b). Do not remove the blue cap
from the BAXJECTII device.

7. For reconstitution only the sterilised wafer injections and the reconstitution deiprovided
in the pack should be used. WBAXJECT Il attached to the solvent vial, invert the system so
that the solvent vial is on top of the device. Insert the white plastic spike through the ADVATE
powder sopper. The vacuum will draw the solventarthe ADVATE pwder vial (Fig. c).

8.  Swirl gently until all material is dissolved. Be sure that the ADVATE powder is completely

dissolved, otherwise not all reconstituted solution will pass through the ddtgceTine

product dissolves rapidly (usually less tharl minute). After reconstitution the solution should

be clear, colourless and free from foreign particles.

aghrwON

Fig. a Fig. b Fig. c

Reconstitution with th8 AXJECT |1l system
- Do notuse if the lid is not completely sealed be blister

1. If the product is still stored in a refrigerator, take sealed bliste¢contains powder and solvent
vials preasembled with the system for reconstitution) from the refrigerator and let it reach
temperature (betweelb °C and25 °C).

2. Wash your Bnds thoroughlysing soap and warm water.

3.  Openthe ADVATE package by gkng away the lidRemovethe BAXJECTIII systemfrom
the blister

4. Place the ADVATE on a flat surface with thelventvial on top (Fig. 1). Theolventvial has a
blue stripe Do not remove the blue cap until instructed in a later step.

5.  With one had holding the ADVATE in the BAXJECTII system, press down firmly on the
solventvial with the other hand until the systesrfully collapsed and thsolventflows down
into the ADVATE vial (Fig. 2). Do not tilt the system until the transfer is complete.

6.  Verify that thesolventtransfer is omplete. Swirl gently until all material is dissolved. Be sure
that the ADVATE power is completely dissolved, otherwise ndtratonstitute solution will
pass through the device filter. The product dissolves Isafudually in less that minute).

After reconstitution the solution should be clear, colourless and free from foretgesar
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Administration
UseAseptic Technique

Parenteral medicinal products should be inspected fticpate matter prior to administratipn
whenever solution and container permit. Only a clear and colourless solutidd lsbased.

1. Remove the blue cap from BAIECTII / BAXJECTIIl. Do not draw air into the syringe
Connect the syringe to BAXJEQT/ BAXJECTIII.

2. Invert the system lfe vial with the reconstituted solution has to be on top). Draw the
reconstituted @ution into the syringe by pulling the plger back slowy.

3. Disconnect the syringe.

4.  Attach a butterfly needle to the syringmject intravenously. The solution shdude
admini stered slowly, at a r at e oateexckediOmlr mi ned
per minute. The pulse mshould be dermined before and during administration of ADVATE.
Should a significantnicrease occur, reducing the rate of adstiation or temporarily
interrupting the injection usually allows the symptomdisappear promptly (see
sectionst.4and4.8).

7. MARKE TING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISATION NUMBER( S)

EU/1/03/271/009

EU/1/03/271/019

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date d first authorsation:02 March2004

Date of latest renewa?0 Decembef013

10. DATE OF REVISION OF THE TEX T

Detailed information on thisedicina product is available on the website of the Eurogdadicines
Agencyhttp:/www.ema.europa.eu

100


http://www.ema.europa.eu/

1. NAME OF THE MEDICINAL PRODUCT

ADVATE 15001U powder and solvent for solat for injection.

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial contains nomirigt 15001U human coagulation &or VIl (rDNA), octocog dfa. ADVATE
contains approximately50IU per ml of human coagulation factor VIII (rDNA), octocog alfeeaft
reconstitution.

The potency (Interrtebnal Units) is determined using the European Phaomoeia chromogenic
assay-Thespecific aavity of ADVAT E is aproximately4,00610,0001U/mg protein.

Octocog alfa (human coagulation factor VIII (rDNA)) ipaified protein that has 2332 amino acids
It is produced by recombinant DNA technology ini@se hamster ovary (CHO) celRrepared
without he addiion of any (exogenous) humaar animalderived protein in the cell culture process,
purification or find formulation.

Excipients with known déct
This medicinal product contaifis45mmol sodium (10ng) per vial.

For the ful list of excipierts, seesecton 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.
Powder:White to offwhite friable powder.
Solvent Clea and colourless solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment and pphylais of bleedng in patients with haemophilia A (congenital factor VIl
deficiency). ADVATE is indicated in all age groups.

4.2 Posology and metbd of administration

Treatment shouldébinitiated under the supervision of a physicianeggpced inthe treatmentof
haemophilia and with resuscitation support immediately available in case of anaphylaxis.

Posology
The dose and duration of the suhgidn therapy depend on the severitytte factor VIII deficiency,
on the location and exteof the beedingand onthe mie nt 6 s c¢l i ni cal condi ti on.

Thenumber of unitof factor VIl is expressed in International Units (IU), which are related to the
WHO standard for factor VIII products. &ar VIl activity in plasma is expressed eitheraas
percentagérelaive tonormd human plasma) or in 1Us (relative to the international standard for
factor VIII in plasma).

Onelnternational Unit U) of factorVIII activity is equivalent to that quaity of factor VIl in one ml
of normal human plasma
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On demandreatnent

Thecalaulation of the required dose of factor VIl is based on the empirical findindLthafactor
VIII per kg body weight raises the gima factor VIII activity by2 1U/dl. Therequired dose is
determined using the following foula:

Requied unts (1U) = body weight (kg) x desired factor VIII rise (%)X5

In case of the following haemorrhagic events, the factor VIII activity shoulthlhidoelow the given
plasma activitydvel (in % of normal or 1U/dl) in the correspondipgyiod. Thefollowing tabé 1 can
be used to guide dosing in bleeding episodes and surgery:

Table 1 Guide for dosing in bleeding episodes and surgery

Degree of h@morrhage/type | Factor VIII level Frequency of dses (hours)fluration

of surgical procedure required (% or 1U/dI) of therapy (days)

Haemorrhage

Early haemarthrosis, muscle | 2071 40 Repeat injetions everyl2to 24 hours
bleeding or oral bleeding. (8 to 24 hours for patients under the ag

of 6) for at least day, until the
bleeding episode, as indicated by pair
is resolved or hedrg is achieved.

More extensive haemarthrosis| 307 60 Repeat injections ewed 2to 24 hours
muscle bleeding or hesatoma. (8 to 24 hours for patients undend age
of 6) for 31 4 days ormore until pain
and acute disability are resolved.

Life threatening haemorrhageg 6071 100 Repeat injections eveBito 24 hours
(6 to 12 hours for patients under the ag
of 6) until threat is resolved.

Surgery
Minor 307 60 Every24 hours (120 24 hours for
Including tooth extraction. patients under the age 6, at

leastl day, until healing is achieved.
Major 8071 100 Repeat injectins evenB to 24 hours

(pre- and pstopeative) | (6 to 24 hours br patients under the ag
of 6) until adequate wourttealing, tlen

coninue trerapyfor at least

another7 days to maintain a factor VIII
activity of 30% to60% (1U/dI).

The dose and frequency of administrationutide adapted to the clinical responséne individual
case. Under certain circumstan¢esy. presece of alow-titre inhibitor), doses larger than those
calculated using the formula may be necessary.

During the course of treatment, appropriate deftgation of plasma factor VIl levels edvised to

guide the dose to be administered andrbguency drepeded injctins In the case of major

surgical interventions in particular, precise monitoring of the substitution therapy by means of plasma
factor VIII activity assay is indispensabledividual patients may vary in their responseacdr

VIII, achieving differentlevels ofin vivorecovery and demonstrating different Hales.

Prophylaxis
For longterm prophylaxis against bleeding in patgewith severe haemophilia A, the usdakes

are20to 401U of factor VIII per kg body weght at intewals of2 to 3 days
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Paediatric population

For on demand treatment dosing in paediatric pat{@nis 18 years of ag&oes not differ from adult
patients. In patients under the age of 6saof 20 to 50U of factor VIII per kg body weighB to 4
times weeky are ecomnended for prophylactic therapy.

Method of administration
ADVATE should be administered via the intravenous route. In case of athatiois by a non health
care profession@appropriate training is needed.

The rate of admistration slould bedeterninedto ensure the comfort of the patient up to a maximum
of 20 ml/min.

After reconstitution, the solution is clear, colourless, fremfforeign particles and has a pH
of 6.7t0 7.3.

For instructions on reconstitutiaf the medicinal praduct bdore administration, see sectiof.6.
4.3 Contraindications

Hypersensitivity to the active substance or to any of the excigistas in sedbn 6.10r to mouse or
hamster proteins.

4.4  Special warnings and precautions for use

Hype sensitivity

Allergic type hypeasensitivity reactions, including anaphylaxis, have been reported with ADVATE.
The product contains traces of mouse and hamsteiinsotlesymptom®f hypersensitivityocaur,
patientsshould be advised to discontinue uséhef producimmeditely and caontact their physician.
Patients should be informed of the early signs of hypersensitivity reactions including hives,
generalised urtaria, tightness of the chest, wheezimgpotension and anaphylaxis.

In case of shoclstandardmedica treamentfor shack should beémplemented

Due to the decrease in injection volume for ADVATE reconstitutetnm sterilised water for
injections,if hypersensitivity reactions occur theeis less time to react by stopping the injection.
Therefore, cation is advied duing injection of ADVATE reconstituted i@ ml sterilised water for
injections, especially in children.

Inhibitors

The formation oheutralising antibodies (inhibitors) factor VIl is a known complication in the
managemetrof individuals wih haenophilia A. These inhibitors are usually Ig@&munoglobulins
directed against the factor VIl procoagulant activity, which are quantifi&kthesda Units (BU) per
ml of plasma ging the modified assay. The risk of developingbitbrs is corelated to the sewerity of
the disease as well as the exposure to factor VIII, this risk being highest within tB8 éixgtosure
days. Rarely, inhilbors may develop after the firsD0exposure days.

Cases of recurrent inhibitor (low #rhave beembsened afte switching from one factor VIII
product to another in previously treated patients with moretB@exposure days who have a
previous hstory of inhibitor development. There®rit is recommended to monitor all patients
carefuly for inhibitor oaccurrene following any product switch.

The clinical relevance of inhibitor development will depend on the titre of the inhibitor, with low titre
inhibitors which are transiently pregasr remain consistently low titre posing less oisk of
insuficient clinical regponse than high titre inhibitors.

In general, all patients treated with coagulation factor VIII products should be carefullyradritr
the development of inhibitorsytappropriate clinical observations and laboratesyst If theexpeced
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factor VIII activity plasma levels are not attained, or if bleeding is not controlled with an appropriate
dose, testing for factor VIl inhibar presence should be performed. Irigras with high levels of
inhibitor, factor VIII theapy may nobe efectiveand dher therapeutic options should be considered.
Management of such patients should be directed by physicians with experience e tife ca
haemophilia and factor VIII inhibors.

Misapplication of ADVATE
For ADVATE reconstitited with2 ml steilised waterfor injections misapplication (intraarterially or
paravenously) may lead to mild, short term injection site reactions, suchsisgand erythema.

Catheterrelated canplications in treatment
If central venous accessuilee (CVAD) is requred, tisk of CVAD -related complications including
local infections, bacteremia and catheter site thrombosis should be considered.

Excipient rehted considerations

Sodium

This medicinal product contairf) mg sodium pewial, equivalent td®.5 % ofthe WHO
reconmendednaximum daily intake of 2 g sodium for an adult.

It is strongly recommended that every time ADVAEEdminisered to a paént, the name and batch
number of the mduct are recordeid order to maintain a link betwe the paent andthe bach ofthe
medcinal product.

Paediatric population
The listed warnings and precautions apply to both adultslatdten.

4.5 Interacti on with other medicinal products and otker forms of interaction

No interaction studies hawmen perfomed wih ADVATE.

4.6 Fertility, pregnancy and lactation

Animal reproduction studies have not been conducted with factorBé#ed orhe rare occuence
of haemophilia A in women, experiemregarding the use of factor VIl during pregnaany
breastfeediny is na avalable. Therefore, factor VIII should be used during pregnancylaedst
feedingonly if clearly indicated.

4.7 Effectson ability to drive and use machines

ADVATE has noinfluence on the ability to drive and use machines.

4.8 Undesrable dfects

Summay of the safety profile

Clinical studies with ADVATE included 418 subjects with at least one exposure tAABV

repoting in total B adverse drug reactions (ADR$he ADRs that occurred in the highdstquency
were develpment ofneutralising antbodies to factor VIl (inhibitors), headache and fever

Hypersensitivity or allergic reactions (which may inclashgioedena, burning andstinging at the
infusion site, chillsflushing, generalised urticaria, headache, hivegotension)ethargy, nauga,
restlessnes, tachycardia, tightness of the chest, tingling, vomiting, wheezing) have been observed
rarely andmay in sane cases progss tosevere anaphylaxis (including std.c

Development of antibodies to mouse and/or hanmsbteinwith related lypersesitivity reactions
may be observed.
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Development of neutralising antibodies (inhibitors) may occur in gatieith reemophilia A treated

with factor VI, including with ADVATE. If such inhibitors occur, the condition withanifest iself

asan ingifficient clinical response. In such cases, it is recommended that a specialised haemophilia
centre be contacted.

Tabulatedsummary of aderse reactions

The following table2 provides the frequency of adverse drug reactions mceli trials and fom
spmtaneais repoting. The table is according to the MedDRA system organ classification (SOC and
Preferred Term Level)

Frequecy categoriesire defined according to the followingem v ent i on: VvIH0),y common
c 0 mmo 10@tax 1/10), uco mmo n1/1,000to<1/ 1 0 0 ) 1/1070@00 €1/1(0@), very
rare (<1/10,000), not known (cannot be estimated from tlaglable dta). Within eah frequency

grouping, undesirable effexcare presented in order of decreasing seriousness.

Table 2 Frequency of adverse drug reactions (ADRSs) in clinical trials and from spontaneous report
MedDRA Standard System Organ Class Adverse reation Frequency?
Infections and infestations Influenza Uncommon
Laryngitis Uncommon
Blood and lymphatic system disters Factor VIII inhibition Uncommon (PTP$)
Very common (PUPS8)
Lymphangitis Uncommon
Immune system disorders Anaphylacticreaction Not known
Hypersensitivity Not known
Nervous systendisorders Headache Common
Dizziness Uncommon
Memory impaiment Uncommon
Syncope Uncommon
Tremor Uncommon
Migraine Uncommon
Dysgeusia Uncommon
Eye disorders Eye inflammation Unconmon
Cardac disorders Palpitations Uncommon
Vascular disorders Haematoma Uncommon
Hot flush Uncommon
Pallor Uncommon
Regiratory, thoracic and mediastinal disorder| Dyspnoea Uncommon
Gastrointestinal disorders Diarrhoea Uncommon
Abdominal pain uper Unconmon
Nausea Uncommon
Vomiting Uncommon
Skin and subutaneous tissue disorders Pruritus Uncommon
Rash Uncommon
Hyperhidrosis Uncommon
Urticaria Uncommon
General disorders and administration site Pyrexia Common
conditions Peripheral oeeima Unconmmon
Chest pai Uncommon
Chest discomfort Uncommon
Chills Uncommon
Feeling abnormal Uncommon
Vessel punctureite haematoma Uncommon
Fatigue Not known
Injection site reaction Not known
Malaise Not known
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Table 2 Frequency of adverse drug reactions (ADRs) in clinical trials and from spontaneous report

MedDRA Standard System Organ Class Adverse reation Frequency?
Investigations Monocyte Couhincreasd Uncommon
Coagulation factor VI level Uncommon

decreaset
Haematocrit decreased Uncommon
Laboratory test atmrmal Uncommon
Injury, poisoning and procedural complication Post procedural complication Uncommon
Post procedural haemorrheag Uncommm
Procedurakite reaction Uncommon

a) Calculated bsed on total number of patients who received ADVATE (418).

b)  The unexpected decrease in coagulation factor VIl levels occurred in one patient during
continuous infusion of ADVATE followingurgery postoperative dys10-14). Haemostasis
was maintainedtaall times during this period and both plasma factor VIl Isxand clearance
rates returned to appropriate levels by postoperativd Blalyactor VIII inhibitor assays
performed after comption ofcontinuous infision and at study termination were négat

c) ADR explained irthe sectionbelow.

d) Frequency is bad on studies with all FVIII products which included patients with severe
haemophilia A. PTPs = previousliseated patients, PURspreviaidy-untreatecatients

Description of selected adverseactions

ADRs specific to residues from the manufacturiracess

Of the229treated patients who were assessed for antibodies to Chinese hamster ovary (CHO) cell
protein,3 showed a statiigally significant upwad trend in titres4 displayed sustaimkepeaks or
transient spikeandone patient had both but mtinical symptoms. Of th@29treated patients who

were assessed for antibodies to murine @showed a statistically significanpward

trend, 2 displayed a sustained peak or transient spikeone patient had both. Four of these patients
reported isolad events of urticaria, pruritus, rash, and slightly elevated eosinophil counts amongst
repeated exposures to the study product.

Hypersesitivity
Allergic type reactions include anaphylaxigldrave been manifested by dizziness, paresthesias, rash,
flushing, face swelling, urticaria, and pruritus.

Paediatric population
Other than the development of inhibitors in previously undécateditic patients PUPs), and
catheteirelated complicatiosy, no agespecific differences in ADRs were noted in the ckhitudies.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the meulicthadt & important. It
allows continued monitoring of the bditgisk balance of the medicinal product. Healthcare
professimals are asked to report any suspected adverse reactidhs wational reporting system

listed inAppendix V.

49 Overdose

No symptoms of osrdose with recombinant coagulation facwl have been reported.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharnacotherapeutigroup: antihaemorrhagics, blood coagalafactor VIll. ATC code: B02BDO02.
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The factor Vlll/von Willelband Factor complex consists of two molecules (factor VIII and von
Willebrand Factor) with different physiological functioddV ATE contans recombinant
coagulation factor VIII (octocog alfad, glycoprotein that is biologically equivalent to the factdl V
glycoprotein found in human plasma.

Octocog alfa is a glycoprotein consisting2@32amino acids with an approximate mole&rumass

of 280kD. Wheninfused into a haemophilia patient, ocdg alfa binds to endogenous von Willebrand
Factorinthepaght 6 s circul ation. Activated factor VIII &
accelerating the conversion of Factor X ttiveatedFactor X. Activated Factor X converts

prothrombin to thombin. Thrombin then converts fibrinogen into fibrin and & cém be formed.

Haemophilia A is a selinked hereditary disorder of blood coagulation due to decreased levels of

factor VIII adivity and results in pofuse bleeding into joints, muscles oternal organs, either

spontaneously or as a result of accidenit surgical trauma. The plasma levels of factor VIII are

increased by replacement therapy, thereby enabling a temporarytioarcédhe factor VIl

deficiency and correction of the bleegitendency.

Data on Immune Tolerance Induction (ITI) in patgewith inhibitors have been collected. Within a
substudy of PUPstudy060103, ITireatments irl1 PUPs were documented. Refrestive dart

review wasdone for30 paediatricsubjects on IT(in study060703) A nonrinterventional prospective
registry (ASSINT-004) documented ITI in 44 paediatric and adult subjects of whom 36 completed
ITI therapy. Data show that immune tolerantay be ahieved.

In study 060201 two longerm prophylaxis tragtment schemes have been compared in 53 PTPs: an
individualizedpharmacokinetic guided dosing regimen (within a range of 20 to 80 IU of factor VIII

per kg body weight at intervals of 72 + 6éuns, n=23 with a standad proplylactic dosing regimen

(20 to 40IU/kg every 48 +6 hours, n=30). The pharmaoekic guided ddsg regimen (according to a

specific formula)wag ar get ed t o mai nt ai n f act @aosingntelvhof t r ou g h
72 rours. The datdrom this study demonstrate that the two prophylactic dosing regimens are

comparable in terms of reduction of bleeding rate.

The European Medicines Agey has waived the obligation to submit the results of studies with
ADVATE in all subsetf the paediatc population in haemophilia A (congenital factor VIII
deficiency) in "Immune Tolerance Induction (ITI) in patients with haemophilia A (congenitat fact
VIII deficiency) who have developed inhibitors to factor VIII" and "treatnaerd propylaxis of
bleading in patients with haemophilia A (congenital factor VIII deficiency)". (see section 4.2 for
information on paediatric use).

5.2 Pharmacokinetic properties

All pharmacokinetic studies with ADVATE were conducted in previousité® paents with sevee
to moderately severe haemophiliatAd s el i n e 2%).dhea@malysi bflplasm®samples was
conducted in a central laboratory using a-etageclotting assay.

A total of 195 subjects witeevere haemophilia Aéseline fator VIII < 1%) provided PK parameters
that were included ime PefProtocol PK analysis set. Categories of these analyses for infants (1
month to <2 years of age), childreéhtp <5 years of age), older children (5 to <12 years of age),
adolescents (121<18 yeass of age), and adults (18 years of age and olderg weed to summarize
PK parameters, where age was defined as age at time of PK infusion.

Table 3 Summary of Pharacokinetic Parameters of ADVATE per Age Group vgdvere haemophilia A
(baselire factorVIll < 1%)

Parameter (mean + Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
Total AUC 1362.1 + 1180.0 = 1506.6 +530.0 | 1317.1 £438.6)/ 1538.5+519.1
(IU*-h/dl) 311.8 432.7
Adjusted 2206 1.8+04 20+0.5 2106 22+0.6
Incremental
Recovery at Cmax
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Table 3 Summary of Pharacokinetic Parameters of ADVATE per Age Group vadvere haemophilia A
(baselire factorVIll < 1%)

Parameter (mean * Infants Children Older Children Adolescents Adults
standard deviation) (n=5) (n=30) (n=18) (n=33) (n=109)
(IU/dL per IU/kgy
Half-life (h) 9.0+1.5 9.6+1.7 11.8+3.8 12.1+3.2 12.9+43
Maximum Plasra 1105+ 90.8+19.1 100.5+25.6 1076 + 27.6 111.3+27.1
Concentration Post 30.2
Infusion (1U/dI)
Mean Residence 11.0+2.8 12.0+ 2.7 15.1+47 15.0+5.0 16.2+6.1
Time (h)
Volume of 04+0.1 05+0.1 0.5+0.2 0.6+0.2 0.5+0.2
Distribution at
Steady State (dl/kg)
Clearance (ml/kg*h)| 3.9+0.9 48+1.5 3.8x15 41+1.0 3.6x1.2

@ Calculated as (Cmaxbaseline Factor VllIflivided by the dose in IU/kg, where Cmax is the maximal-post
infusion Factor VIII measurement.

The safety and hawmostatic efficacy of ADVATE in the paediatric population are similar to that of
adult paitents. Adjusted recovery and terminal hdifie (t.) was approximatel20% lower in young
children (less thaf years of age) than in adults, which may be due intpahte known higher plasma
volume per kilogram body weight in younger patients.

Pharmachkinetic data with ADVATE on previously untreated pats are currently not available.
5.3 Preclinical safety data

Non-clinical data reveal no special hazard for lamsbased on studies of safety pharmacology, acute
toxicology, repeated dose foity, local toxicity and genotoxicity.

A local tolerance sty in rabbits showed that ADVATE reconstituted wtiml of sterilised water for
injectionsis well tolerated afteintravenous administration. Slight transient reddening at the
administration e was dserved after intraarterial application and aftergg@nous administration.
However, no correlating adverse histopathological changes could be observed indicatisgeatt
nature of this finding.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Mannitol

Sodium chloride
Histidine

Trehalose

Calcium chloride
Trometamol
Polysorbate30
Glutathione (reduced)

Solvent
Sterilised water for injections

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal prochust notbe mixed with other medicinal
products or solvents.
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6.3 Shelf life
2 years.

After reconstitution, from a microbiological point of view, the product should be oseddiately.
However, chemical and physicatuse stability has been demonstdafier 3 hours at25 °C.

During the shelf life, the product mée kept at room temperature (uR®°C) for a single period not
exceeding months. The end of therBonths strage at room temperature should be recorded on the
product carton. The produetay not le returned to refrigerated storage again.

6.4 Specid precautions for storage

Store in a refrigerator (1 8 °C).
Do not freeze.

ADVATE with BAXJECT Il device: Keep the product vial in the outer carton in order to protect from
light.

ADVATE in BAXJECTIII system: Keep the sealed blister in the outetorein order to protect from
light.

For storage conditioresfter reconstitutioof the medicinal product, see tea 6.3.
6.5 Nature and contents of container

Both the powder vial and thealicontaning 2ml solvent are of type | glass closed witharbbutylor
bromobutylrubber stoppers. The product is provided in one of the following configurations:

- ADVATE with BAXJECT lldevice: Each pack contains a powder vial, a vial contaiaimg
solventand a @vice forreconstitution (BAXJECTI).

- ADVATE in BAXJECT Il system: Each pack contains a ready to use BAXJHGSystem in
a sealed blister (the powder vial ahe vial condining2 ml solvent are preassembled with the
system for reconstitution).

6.6 Special precautions for disposal and other handling

ADVATE is to be administered intravenously after reconstitution of the product.

The reconstituted solution shid be inspe@d visually for any foreign particulate matter and/or
discoloration.

After recorstitutionthe solution should be clear, colourless and fremnfioreign particles.

Do not use solutions that are cloudy or have deposits.

- For administration thase of a luefock syringe is required.
- Use within three hours after reconstitution.
- Do not efrigeraethe preparation after reconstitution.

- Any unused mdicinal product or waste material should be disposed of in accordance with local

requirements.

Recmstitution wih the BAXJECT Il device
- For reconstitution use only the sterilised water fogétipns ad the reconstitution device
provided in the pack.

- Do not use if the BAXJECT Il device, its sterile barrier system or its packaging is damaged or

shows ay sign of degrioration.
- Aseptic Technique should be used
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If the product is still storeih a refigerator, take both the ADVATE powder and solventsvia

from the refrigerator and let them reach room temperature (betie€hand25 °C).

Wash youthands thorougly using soap and warm water.

Remove caps from powder and solvent vials.

Cleanse tppers with alcohol swabs. Place the vials on acfesin surface.

Open the package BAXJECT Il device by peeling away the paper lid without tdagtthe

inside(Fig. a). Do not remove the device from the package. Do not use if the BAXJECT

device its sterile barrier system or its packaging is dgeabor shows any sign of deterioration.

6.  Turn the package over and insert the clear plastic spikegh the swent stopper. Grip the
package at its edge and pull the packag8AXJECT Il (Fig. b).Do not remove the blue cap
from the BAXJECTII device.

7. For reconstitution only the sterilised water for injections and the reconstitution deviddeorov
in the p&k should be used. WItBAXJECT Il attached to the solvent vial, invert the systso
that the solvent vial is on top of the device. Insed White plastic spike through the ADVATE
powder stopper. The vacuum will draw the solvent into tB& ATE powder val (Fig. c).

8.  Swirl gently until all material is dissolved. Be sure thatAl&/ATE powder is completely

dissolved, otherwise not all recgirtuted solution will pass through the device filter. The

product dissolves rapidly (usually in gethanl minute). After reconstitution the solution should
be clear, colourless and free fréoneign articles.

aghrwON

Fig. a Fig. b Fig. c
th it —Ej
| | bt |
|
=

Reconstitution with th8 AXJECT |1l system
- Do not use if the lid is not completely sealed on thedslis

1. If the product is stillstored in a refrigerator, takikbe sealed blister (contains wder andsolvent
vials preassembled with the systéanreconstitution) from the refrigeratand let it reach room
temperature (betweelb °C and25 °C).

2. Washyour hands tbroughlyusing sop and warm water.

3. Open the ADVATE package by peeling awhg tid. Removethe BAXJECTIII systemfrom
the bliser.

4. Place the ADVATE on a flat surfaavith thesolventvial on top (Fig. 1). Theolventvial has a
blue dripe. Do notremove the blue gauntil instructed in a later step.

5.  With one hand holdinghe ADVATE in the BAXJECTIII system, press down firlyon the
solventvial with the other had until the system is fully collapsed and #udventflows down
into the ADVATE vial (Fig. 2). Do nbtilt the system until the transfer is complete.

6.  Verify that thesdventtransfer is complete. Swirl gently tiirall material is dissolved. Be sure
that the ADVATE powder is completely dissolved, otherwise not all istitated solubn will
pass thragh the device filter. The product dissolves rapidly (usuallgss han 1 minute).
After reconstitution the sotion should be clear, colourless anekffrom foreign particles.
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Administraton
Use AsepticTechnique

Pareneral medicinal products should be inspected for particulaten@aia to administration,
whenever solution ancbntainer permit. Only a clear and caless solution should be used.

1. Remove the blue cap from BAXJEQIT/ BAXJECTIII. Do not draw air into the syringe.
Connect the syringe to BAXJEQT/ BAXJECT III.

2. Invert the system (the vial with the recanged solution has to be on top). Dréve
reconstituted solution into the syringe by pulling the plungek skmwly.

3. Disconnect the sympe.

4.  Attach a butterfly needle to the syringe. Inject mé&naously.The solution should be
administered slowlyat a rate as determined by the paGest c o mf or t | €Omall |,
per minute. The pulse rate shodie determing before and durgpadministration of ADVATE.
Should a significant increase occreducig the rate of administration or temporgril
interrupting the injection usually allvs the symptoms to disappear promptly (see
sections4.4and4.8).

7. MARKETING AU THORISATION HOLDER

Takeda Manufacturing Austria AG

Industriestrassé7

A-1221Vienna

Austria

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/03/271/010

EU/1/03/271/020

9. DATE OF FIRST AUTHORISA TION/RENEWAL OF THE AUTHORISATION
Date of firstauthorisation 02 March2004

Date d latest renewal20 Decembef013

10. DATE OF REVISION OF THE TEXT

Detailed information on thisedicinalproduct is availablerothe website of the European Medicines
Agencyhttp:/www.ema.europa.eu
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ANNEX Il

MANUFACTURERS OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIRE MENTS OF THE M ARKETIN G
AUTHORISATION

CONDITIONS OR RESTRICT IONS WITH REGARD TO THE SAFE AN D
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A MANUFACTURERS OF THE BIOLOGICAL ACTIV E SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address thfe manufactuersof the biological activelushstance

BaxaltaManufacturing Sarl
Route de Pige-a-Bot 111
CH-2000Neuchatel
Switzerland

Takeda Manufacturing Singapdpée Ltd.
2A Woodlands IndstrialPark D Steet 2
Singapoe 737779

Singapore

Name andhddres ofthe mamfactures responsibldor batch release

Baxalta Belgium Manufacturin§A
Boulevard René Branqua0
B-7860Lessines

Belgium

B CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medidnal product subjedb restricted medal presciption (see Annex I Summary of Produc
Characteristics, sectioh?2)

C OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

1 Periodic Safety Update Reports

The marketing authorisation holddrall submitperiodicsafety update repts for this product
in accodance with the regirements set out in the list of Union referenceeg@EURD list)
provided for under Article 107c(7) of Directive 200188 andpublished on the European
medicines wefportal.

D. CONDITIO NSOR RESTRICTIONS WITH REGAR D TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

1 Risk Management Plan (RMP)

The MAH shdl perform the required pharmacovigilance activities and interventions detailed in
the agreed RMP presentiedModule 1.8.2 of thdarketing Authorsation andany ageed
sulsequat updates of th&MP.

An updated RMP should be submitted

1 At the reqieg of the European Medicines Agency

1 Whenever the risk management system is modified, especially as the resultinfonmation
being reaved that may lad to a sigificant change tothe benefit/riskordfile or as the result of
an important (pharmacayilance o risk minimisation) milestone being reached.
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If the dates for submission of a PSUR and the update of ad®MPBide, they can baibmitted at the
same time.
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ANNEX IlI

LABELLING AND PACKAGE LEAFLET
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A. LABEL LING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (BAXJECT Il DEVICE)

1. NAME OF THE MEDICI NAL PRODUCT

ADVATE 250 IU powder and deent for olution for injection
octocog alfa fecombinant human coagulation factor VIII)

‘ 2.  STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 2501U octocog alfa, approxe0 IU/ml after reconstitution.
Specific activity:approx.4,000i 10,0001U/mg protein

‘ 3. LIST OF EXCIPIENTS

Exdpients: mannitol, sotum chloride, histidine, trehalose, calcium chl@jdomesamol,
polysorbate30, glutathione (reduced).
Seeleaflet for further information.

‘ 4, PHARMACEUTICAL FORM AND CONTENTS

Powder andolvent for séution for injection

Conterts: 1 vial with 2501U octocogalfa, 1 vial with 5 ml sterlised water for
injections,1 BAXJECT Il device.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use, after reconstitution.
Single use only.
Readthe package |det before us.

6. SPECIAL WAR NING THAT THE MEDICINAL P RODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the gihtand eachof children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

End of 6month period, fi stored at rom temgraure
Do nat useafter the expirydate.

Use immediately or wiitin 3 hours of reconstitution.
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9. SPECIAL STORAGE CONDITIO NS

Store in a refrigerator.
Do not freeze.
Store in the original package in order to profeain light.

Can be stored atoom empeature Upto 25 °C) for a singleperiod up to6 months.

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

11. NAME AND ADDR ESS OF THE MARK ETING AUTHORIS ATION H OLDER

Takedh Manufacturing Austria &
A-1221Vienna
Austria

12. MARKETING AUTHORISATI ON NUMBER(S)

EU/1/03/271/001

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medigadescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRA ILLE

ADVATE 250

17. UNIQUE IDENTIFIER 7 2D BARCODE

2D baroode carrying the uniqueedtifierincluded.

18. UNIQUE IDENTIFIER 7 HUMAN READABLE DATA

PC:
SN:
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NN:
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MINIMUM PARTICULARS TO A PPEAR ON SMALL IMMEDIATE PACK AGING UNITS

VIAL L ABEL FOR THE POWDER (BAXJECT Il DEVICE )

1. NAME OF THE MEDICINAL PRODUCT A ND ROUTE(S) OF ADMINISTRATION

ADVATE 250U powder forsolution for injection
octocog alfa
IV use

‘ 2.  METHOD OF ADMINISTRATION

Readthe package leaflet befouse.
Single wse ory.

| 3. EXPIRY DATE

EXP:

4, BATCH NUMBER

Lot:

5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

2501U octocogalfa

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE SOLVENT (BAXJECT Il DEVICE)

1 NAME O F THE MEDICINAL P RODUCT AND ROUTE(S) OF ADMINISTRATION

Sterilised water foinjections

‘ 2. METHOD OF A DMINISTRA TION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UN IT

5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGIN G

OUTER CARTON (BAXJECT Il SYSTEM)

1. NAME OF THE MEDIC INAL PRODUCT

ADVATE 2501U powder ad solvent for soltion for injection
octocog alfa (recombinant human coagulation factor VIII)

‘ 2. STATEMENT OF ACTIVE SUBST ANCE(S)

1 vial: 250 IU octocog alfaappox. 50 IU/ml after reconstitution.
Specific activity:approx. 4,000i 10,0001U/mg proten

‘ 3. LIST OF EXCI PIENTS

Excipients: mannitol, sodium chloride, histidine, trehalose, calcilaride, trometamol,
polysobate80, glutathione (reduced).
Seeleaflet for further information.

‘ 4, PHARM ACEUTI CAL FORM AND CONTENTS

Powder and solvent fophition for injection

Conents:1 vial with 2501U octocog alfaand1 vial with 5 ml sterilised water for
injectionspreasembled in BAXJECT 1l system

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intravenaisuse, #ter reconstitution.
Single use only.
Readthe package leaflet befouse.

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

Keepout of thesight andreachof children.

‘ 7. OTHER SPECIAL W ARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

End of6 month period, if storedt room eémperdure:
Do notuse after the expiry date.

Use immediatly or within 3 hours of reaustitution.
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze
Store in the original package in order to pebfeom light.

Can be stad at roon temperature (upd 25 °C) for a single period up ®morths.

10. SPECIAL PRECAUTION S FORDISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FR OM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND A DDRESS OF THE MARKETING AUT HORISATIO N HOLD ER

Takeda Manufacturing Austria AG
A-1221Vienna
Austria

12. MARKETING AUTHORIS ATION NUMBER(S)

EU/1/03/271/011

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIF ICAT ION FOR SUPPLY

Medicind product subject to medical prescription.

| 15, INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

ADVATE 250

17. UNIQUE IDENTIFIER 7 2D BARCODE

2D barcode @arrying the unique identifier included.

18. UNIQUE IDENTIFIER 7 HUMAN READABLE DATA

PC:
SN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER LABEL (BAXJECT IIl SYSTEM )

1. NAME O F THE MEDICINAL PR ODUCT

ADVATE 2501U powder aad sdventfor soluion for injection
octocog alfa

2. NAME OF THE MARKETING AUTHO RISATION HOLDER

Takeda Manufacturing Austria AG

3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

S. OTHER

Intravenous use, after reconstitutio

Use immediately or withi® haursof reconsttution.

Do not use if packaging igpened or damaged.

Powde vial and5 ml solvent preassembled in BAXJECT s stem.
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

ASSEMBLY LABEL (BAXJECT Ill SYSTEM )

1 NAME OF THE MEDICINAL P RODUCT

ADVATE 250

2. NAME OF THE MARKETING AUTHORISA TION HOLDER

Takeda Mauofacuring Austria AG

3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5. OTHER
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MINIMU M PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE POWDER (BAXJECT IIl SY STEM)

1. NAME OF THE MEDI CINAL PRODUCT AND ROUTE(S) OF A DMINIS TRATION

ADVATE 250

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

|6. OTHER
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MINIMUM PARTI CULARS TO APPEAR ON SMAL L IMMEDIATE PACKAGING UNI TS

VIAL LABEL FOR THE SOLVENT (BAXJECT Ill SYSTEM )

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF AD MINISTR ATION

Sterilised water for injections

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

|6. OTHER
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PARTIC ULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (BAXJECT Il DEV ICE)

1. NAME OF THE M EDICINAL PRODUCT

ADVATE 500 IU powder and solvent fasolution for injection
octocogalfa (recanbinant human coagulation factfill)

‘ 2.  STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 5001U octocog alfa, approx100IU/ml after reconstution.
Specfic actiity: approx.4,000i 10,000 IU/mg protein

‘ 3. LIST OF EXCIPIENTS

Excipients:mannitol, sodum chloride, histidine, trehalosealcium chloride, trometamol,
polysabate80, glutathione (redwd).
Seeleaflet for further information.

‘ 4, PHARMACEUTICAL FORM AND CONTEN TS

Powder andsolventfor solution forinjection

Contents vial with 500 IU octocogalfa, 1 vial with 5 ml sterilised water for
injections,1 BAXJECT Il device.

5. METHOD AND R OUTE(S) OF ADMINISTRATION

Intravenous use, after reconstitution.
Single wse ony.
Read he package leaflet befaruse.

6. SPECIAL WARNING T HAT THE MEDICI NAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reachahildren.

‘ 7. OTHER SPECIAL WAR NING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

End of 6month perod, if stored aroom emperature:
Do not ug dter the expiry dae.

Use immaeliately or within 3 hours of reconstitution.
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9. SPECIAL STORAGE CONDITIONS

Store ina refrigerator.
Do not freee.
Store in the original package in erdoprotect fom light.

Can be storat roan temperature (up t@5 °C) for a sSngle period up to6 months.

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

11. NAME AND ADDRESS OF THE MARKETING AUTH ORISATIO N HOLDER

Takeda Manfacturing Austia AG
A-1221Vienna
Austria

12. MARKETI NG AUTHORISATION N UMBER(S)

EU/1/03/271/002

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject tmedicalprescrption.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMA TION IN BRAILL E

ADVATE 500

17. UNIQUE IDENTIFIER 7 2D BARCODE

2D barcdale carrying the unique idengfi incluced.

18. UNIQUE IDENTIFIER 7 HUMAN READABLE DATA

PC:
SN:
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MINIMUM PARTICUL ARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL F OR THE POWDER (BAXJECT Il DEVICE )

1. NAME OF THE MEDIC INAL PRODUCT AND R OUTE(S) OF ADMINISTRATION

ADVATE 5001U powde for solution for injection
octocog alfa
IV use

‘ 2. METHOD OF ADMINISTR ATION

Read the ackage leaflet bere use.
Single use only.

| 3. EXPIRY DATE

EXP:

4, BATCH NUMBER

Lot:

5.  CONTENTS BY WEIGHT, BY V OLUME OR BY UNIT

5001U octoca alfa

6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMED IATE PACKAGING UNITS

VIAL LABEL FOR THE SOLVENT (BAXJECT |l DEVICE)

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

Steriised water for irgctions

‘ 2. METHOD OF ADMINIST RATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUT ER PACKAGING

OUTER CARTON (BAXJECT Il SYSTEM)

1. NAM E OF THE MEDICINAL PRODUCT

ADVATE 5001U powderand solent forsolution for injection
octocog alfa (recombinahiuman coagulation fagt VIII)

‘ 2.  STATEMENT OF ACTIVE S UBSTANCE(S)

1 vial: 5001U octocog alfa, gpprox 1001U/ml after reconstitution.
Speific activity: agprox. 4,000i 10,0001U/mg prokin

‘ 3. LIST OF EXCIPIENTS

Excipients: mannitol, sodium chloeghistidine, trehalas, calcium chloride, trometamol,
polysorbateB0, glutathione (rduced).
Seeleafletfor further information.

‘ 4, PHARMACEUTICAL FORM AND CONTENTS

Powder ad solvent for soltion for injection

Contents vial with 5001U octocog alfa and vial with 5 ml sterilised weger for
injectionspreassembledh BAXJECT Il system.

‘ 5. MET HOD AND ROUTE(S) OF ADMINISTRATION

Intravenous use, after reconstitution.
Sinde use only.
Readthe package leaflet before use.

6. SPECIAL W ARNING THAT THE MEDICINAL PRODUCT MUST BE STORED O UT
OF THE SIGHT AND REACH OF CHILDREN

Keep out d the sght ard reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRYDATE

EXP:

End of 6month period, if stored at rootempeature:
Do not use after the expiry date.

Use immediatelypr within 3 hours ofeconstitdion.
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0. SPECIAL STORAGE CONDITIONS

Store in a refrigréor.
Do not freeze.
Store in the original package émder to protectrom light.

Can be stored abom tenperaturglup to25 °C) for a single period up ®months.

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

11. NAME AND ADDR ESS OF THE MARKETING AUTHORISAT ION HOL DER

Takeda Manufacturing Austria AG
A-1221Vienna
Austria

12. MARKETING AUT HORISATION NUMBER(S)

EU/1/03271/0R

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATI ON FOR SUPPLY

Medicinal product subjecbtmedical prscription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

ADVATE 500

17. UNIQUE IDENTIFIER T 2D BARCODE

2D barode carryig the uique dentifier included.

18. UNIQUE IDENTIFIER 7 HUMAN R EADABLE DATA

PC:
SN:
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MINIMUM PARTICU LARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER L ABEL (BAXJECT Il SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT

ADVATE 5001U powder and sévent for lution for injection
octocog alfa

2. NAME OF THE MARKETING AUTHO RISATION HOLDER

Takeda Manufacting Austia AG

3. EXPIRY DAT E

EXP:

4. BATCH NUMBE R

Lot:

5. OTHER

Intravenous use, after reconstitution.

Use immediately or ithin 3 hairs of recostitution.

Do notuseif padkaging is opead or damaged.

Powder vial and Bl solvent prasembled h BAXJECT Il system.
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MINIMUM PARTICULARS T O APPEAR ON BLISTERS OR STRIPS

ASSEMBLY LABEL (BAXJECT Il SYSTEM)

1. NAME OF THE MEDIC INAL PRODUCT

ADVATE 500

‘ 2. NAME OF THE MARKET ING AUTHORISATIO N HOLDER

Takeda Manufacturing Austria AG

| 3. EXPIRY DATE

EXP:

4, BATCH NUMB ER

Lot:

5. OTHER
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MINIM UM PARTICU LARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE POWDER (BAXJECT IlIl SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMIN ISTRATION

ADVATE 500

‘ 2.  METHOD OF ADMINISTRA TION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

|6. OTHER
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MINIMUM PART |ICULARS TO APPEAR ON SMALL IM MEDIATE PACKAGING UNITS

VIAL LABEL FOR THE SOLVENT ( BAXJECT Ill SYSTEM)

1. NAME OF THE MEDICINAL PRO DUCT AND ROUTE(S) OF ADMINISTRATION

Sterilised water ér injections

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

|6. OTHER
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PARTICULARS TO APPEAR ON THE O UTER PACKAGING

OUTER CARTON (BAXJECT Il DEVICE )

1. NAME OF THE MEDICINAL PRODUCT

ADVATE 1000IU powder and solvent for solution for injeatio
octocogalfa (recommanthuman caguhtion factor VIII)

‘ 2.  STATEMENT OF ACTIVE S UBSTANCE(S)

1 vial: 10001U octocog alfa, appix. 2001U/ml after reconstitution.
Specificactivity: approx.4,000i 10,0001U/mg protein

‘ 3. LIST OF EXCIPIENTS

Excipients: manitol, sodiumchloride, histdine, trehdose, calcium chloride, trometamol,
polysorbateB0, glutathiongreduced).
Seeleaflet for further information.

‘ 4, PHARMAC EUTICAL FORM AND CONTENTS

Powder and swknt for sdution for injection

Contents vial with 10001U octocogalfa, 1 vial with 5 ml sterilised water for
injections 1 BAXJECT Il device.

5. METHOD AND R OUTE(S) OF ADMINISTRATION

Intravenous use, atreconstiution.
Single use only.
Read thepackage laflet before use.

6. SPECIAL WARNING THAT THE MEDICINAL PR ODUCT MU ST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reachabildren.

7. OTHER SPECIAL WARNING(S), IF N ECESSARY

8. EXPIRY DATE

EXP:

End of 6morth period,if stored at room temperature:
Do not use after the expiryate.

Useimmedately or within 3 hours of reconstitidn.
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9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator.
Do not freeze.
Store intheorigind package in order to protect frolight.

Can be stored at room temperat(up to25 °C) for a singleperiod p to 6 morths.

10. SPECIAL PRECAUTIONS FOR D ISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FRO M SUCH MEDICINAL PRO DUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MAR KETING AUTHORISATION HOLDER

Takeda Manufacturing Austria AG
A-1221Vienna
Austria

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/03/271003

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPL Y

Medicinal producsubject to medical @scription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

ADVATE 1000

17. UNIQUE IDENTIFIE R7T 2D BARCODE

2D barcode carrying the unigidentifier included.

18. UNIQUE IDENTIFIER 7 HUMAN READABLE DAT A

PC:
SN:
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MINI MUM PARTICULARS TO APP EAR ON SMAL L IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE POWDER (BAXJECT Il D EVICE)

1 NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRA TION

ADVATE 1000IU powder for soltion for injection
octocog alfa
IV use

‘ 2. METHOD OF ADMINISTRATION

Read the packge leaflet before use.
Single ugonly.

| 3. EXPIRY DATE

EXP:

4, BATCH NUMBER

Lot:

5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1000 U octocog alfa

6. OTHER
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MIN IMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKA GING UNITS

VIAL LABE L FOR THE SOLVENT (BAXJECT Il DEVI CE)

1. NAME OF THE MEDICINAL PRODUC T AND ROUTE(S) OF ADMINISTRATION

Sterilised water for injections

‘ 2. METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5.  CONTENTS BY WEIGHT, BY VOLUME OR BY U NIT

5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (BAXJECT Il SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT

ADVATE 1000 IU powder and solvent for solutidfor injection
octocog alfa @combinant human cgalation factor VI

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 10001U octocog alfagppox. 200 IU/ml after reconstitition.
Specific activity: approx4,000i 10,000 1U/mg protein

‘ 3. LIST OF EXCIP IENT S

Excipients: mannitol, shum chloride, histline, trehalose, cailum chloride trometamol,
polysortate80, gutathione (reduced).
Seelealet for further information.

‘ 4, PHARMACEU TICAL FOR M AND CONTENTS

Powder and solvent for solution for injectio

Contents vial with 10001U octocogalfa andl vial with 5 ml sterilised water for
injectionspreassetled inBAXJECT IIl system.

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Intraverous useafter reconstitition.
Single use only.
Read the package Idef before use.

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUS T BE STORED OUT
OF THE SIGHT AND REACH OF CHILDR EN

Keep out of the sigtand reachof children.

‘ 7. OTHER SPECIAL WARN ING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

End of 6month period, istored at room temperature:
Do notuseafter the expiry date.

Useimmediately or witin 3 hours of recortgution.
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0. SPECIAL STORAGE CONDITIONS

Storein a rdrigerator.
Do not freee.
Storein the originabackage in order to protect from light.

Canbe stored at room temperature (o25 °C) for a single period ufw 6 months.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL P RODUCTS
OR WASTE MATER IALS DERIVED FROM SUCH M EDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKE TING AUTHORISATION HOLDER

Takeda Maufacturing Austria AG
A-1221Vienna
Austria

12. MARKETING AUTHORISAT ION NUMBER(S)

EU/1/03/271/013

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICA TION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

ADVATE 1000

17. UNIQUE IDENTIFIER 7 2D BARCODE

2D baroodecarrying the unique ideifter incuded

18. UNIQUE IDENTIFIER 7 HUMA N READABL E DATA

PC:
SN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER L ABEL (BAXJECT Il SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT

ADVATE 1000IU powder ad sdvent for solution for injedbn
octocay affa

‘ 2.  NAME OF THE MARKETING A UTHORISAT ION HOLDER

Takeda Manufacturing Austria AG

| 3. EXPIRY DATE

EXP:

4, BATCH NUMBER

Lot:

5. OTHER

Intravenous use, after reconstitution.

Useimmediately or withir8 hours & reconstitutian.

Do notuseif packaging is op@ed or damaged.

Powdervial and5 ml solvent prassembled in BAXJECT Il system.
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MINIMUM PARTICULARS TO APPEA R ON BLISTERS OR STRIPS

ASSEMBLY LABEL (BAXJECT Il SYSTEM)

1. NAME OF THE MEDICINAL P RODUCT

ADVATE 1000

2. NAME OF THE MARKETIN G AUTHORISATION HOLDER

Takeda ManfacturingAustria AG

3. EXPIRY DATE

EXP:

4, BATCH NUMBER

Lot:

5. OTHER
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MINIMUM PARTICULARS T O APPEAR ON SMALL IMMEDIAT E PACKAGING UNITS

VIAL LABEL FOR THE PO WDER (BAXJECT Il SYSTEM)

1. NAME OF THE MED ICINAL PRODUCT AND ROUTE(S) OF ADMI NISTRATIO N

ADVATE 1000

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

|6. OTHER
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MINIMUM PARTIC ULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL L ABEL FOR THE SOLVENT ( BAXJECT Il | SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINIST RATION

Sterilised water for ijections

‘ 2.  METHOD OF AD MINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUM BER

Lot:

‘ 5.  CONTENTS BY WEIGHT, BY VOLUM E OR BY UNIT

|6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (BAXJECT Il DEVICE )

1. NAME OF THE MEDICINAL PRODUC T

ADVATE 15001U powder ad solvent for solution for injection
octocog alfa(recombinant human coadption facor VIII)

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 15001U octocog alfa, approx300IU/ml after reconstittibn.
Specific activity: approx4,000i 10,0001U/mg proein

‘ 3. LIST OF EXCIPIENTS

Excipients:mannitol,sodium chloride, histithe, trehalse, calcium chloride, trometamol,
polysorbae 80, glutahione (reduced).
Seeleaflet for further information.

‘ 4, PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solutidor injection

Contents vial with 1500 IU octocog alfa]l vial with 5 ml stailisedwater for
injections,1 BAXJECT Il device.

5. METHOD AND ROUTE(S) OF ADMINISTRA TION

Intravenous use, after reconstitution.
Single use oly.
Read the package leaflezfore use.

6. SPECIAL WA RNING THAT TH E MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reaohchildren.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

End of 6month period, if stegd at room temperature:
Do not use aftethe expiry date.

Useimmedately or within 3 hours of reconstitution.

153



9. SPECIAL STORAGE CONDITIONS

Store in arefrigerator
Do not freeze.
Store in the original package in ordergrotect from light.

Can be red at room temperatufep to25 °C) for a single period ufw 6 months.

APPROPRIATE

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

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Takeda Manufactumg Austria AG
A-1221Vienma
Austria

12. MARKE TING AUTHORISATION NUMBER(S)

EU/1/03/271/004

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal producsubject to medical prescriptio

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMATION I N BRAILLE

ADVATE 1500

17. UNIQUE IDENTIFIER 7 2D BARCODE

2D barcode carrying the unique idiérer included.

18. UNIQUE IDENTIF IER 7 HUMAN READAB LE DATA

PC:
SN:
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MINI MUM PARTICULARS TO APPEAR ON SM ALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR TH E POWDER (BAXJECT Il DEV ICE)

1. NAME OF THE ME DICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

ADVATE 15001U powde for solution far injection
octocay alfa
IV use

‘ 2.  METHOD OF ADMINISTRATION

Read the pd@ge leaflet before use.
Single use only.

3. EXPIRYDATE

EXP:

4, BATCH NUMBER

Lot:

5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

15001U octocog afa

6. OTHER
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MINIMUM PA RTICULARS TO APPEA R ON SMALL IMMEDIATE PACKA GING UNITS

VIAL LABEL FOR THE SOLVENT (BAXJECT Il DEVICE )

1. NAME OF THE MED ICINAL PR ODUCT AND ROUTE(S) OF ADMIN ISTRATION

Sterilised water for injections

‘ 2.  METHOD OF AD MIN ISTRATI ON

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

5ml

6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGIN G

OUTER CARTON (BAXJECT Il | SYSTEM)

1 NAME OF THE MEDICINAL PRODUCT

ADVATE 15001U powder ar solventfor solution forinjection
octocogalfa (recombinant human agulation factor VIII)

‘ 2.  STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 15001U octocog afa, approx300 IU/ml after reconstitution.
Specific activity: approx4,000i 10,0001U/mg prokin

‘ 3. LIST OF EXCIPIENTS

Excipients: manniol, sodium chloride, higdine, trehalose, calcium chide, trometamol,
polysorbate30, glutathione (rduced).
Seeleaflet fa further informaion.

‘ 4. PHARMACEUTIC AL FORM AND CONTE NTS

Powder and solvent for solution for injection

Contents: 1 vial with 15001U octocog #a and1l vial with 5 ml sterilised water fo
injectionspreassembled IBAXJECTIII system.

5. METHOD AND ROUTE(S) OF ADMIN ISTRATION

Intravenoususe, after recastitution.
Single use only.
Read the package leafletfore use

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

Keepoutof the sight and reaabf children.

‘ 7. OTHER SPECIAL WARNING (S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

End of 6month period, if steedat roan temperture:
Do not use dér the expiry dat.

Use immediately or witin 3 hours of reconstitution.
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9. SPECIAL STORAGE CONDITIONS

Store n a refigerator.
Do not freeze.
Store in the origpal pakage in order to protect from light.

Can be wred atroom temjgrature (up td®25 °C) for a single peod up to6 months.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERI ALS DERIVE D FROM SUCH MEDI CINAL PRODUCTS, | F
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLD ER

Takeda Manufaciring Austria AG
A-1221Vienna
Austria

12. MARKETING AUTHORISATI ON NUMBER(S)

EU/1/08/271/014

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATIO N FOR SUPPLY

Medicinal product subject to mexzhl prescription.

| 15. INSTRUCTI ONS ON UE

‘ 16. INFORMATION IN BRAILLE

ADVATE 1500

17. UNIQUE IDENTIFIER 7 2D BARCODE

2D barcode carrying thenique identifier intuded.

18. UNIQUE IDENTIFIER T HUMAN R EADABL E DATA

PC:
SN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER LA BEL (BAXJECT IlIl SY STEM)

1. NAME OF THE MEDICINAL PR ODUCT

ADVATE 15001U powder anl solvent for solutin for injection
octocog alfa

‘ 2. NAME OF THE M ARKETING AUTH ORISATI ON HOLDER

Takeda Manufacturing Austria AG

| 3. EXPIRY DATE

EXP:

4, BATCH NUMBER

Lot:

5. OTHER

Intravenous use, after remstitution.

Use immediately owithin 3 hours of reconstitian.

Do not use if pekagingis opered o damagel.

Powder vihand 5ml solventpreassemlied in BAXJECT Ill system.
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MINIMUM PART ICULARS TO A PPEAR ONBLISTERS OR STRIPS

ASSEMBLY LABEL (BAXJECT Il SYSTEM)

1. NAME OF THE MED ICINA L PRODUCT

ADVATE 1500

2. NAME OF THE MARKET ING AUTH ORISATI ON HOLDER

Takeda Manufaturing Austria AG

3. EXPIRY DATE

EXP:

4, BATCH NUMBER

Lot:

5. OTHER
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MINI MUM PARTICULARS TO A PPEAR ON SMALL | MMEDIATE PAC KAG ING UNITS

VIAL LABEL FOR THE POWDER ( BAXJECT IlIl SY STEM)

1. NAME OF THE M EDICINAL PRODUCT AND ROUTE(S) OF ADMINIS TRATION

ADVATE 1500

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMB ER

Lot:

‘ 5.  CONTENTS BY WEIGHT, BY VOLUME OR B 'Y UNIT

|6. OTHER
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MINIMUM PARTICULARS TO APPEAR ON S MAL L IMMEDIATE PACKAGING UNITS

VIAL LA BEL FOR THE SOLVENT (BAXJECT Ill SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATIO N

Steriised water for injatons

‘ 2.  METHO D OF ADMINIS TRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5. CONTENTS BY WEIGHT, BY VOLU ME OR BY UNIT

|6. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (BAXJECT Il DEVICE )

1. NAME OF TH E MEDICINAL PRODUCT

ADVATE 2000IU powder and alvent for solutiorfor injection
octocog alfa (recombiart human coagulatiofactor VIII)

‘ 2. STATEMENT OF ACTIVE SUBSTANCE(S)

1 vial: 20001U octocog alfa, approxi00 IU/ml after reconstitution
Specifc activity: approx4,0007 10,000lU/mg protein

‘ 3. LIST OF EXCIPI ENTS

Excipients: mannitol, sodiumhtoride, histidine, trealose, alciumchloride, tometamol,
polysorbate30, glutahione (reduced).
Seeleaflet for further information.

‘ 4, PHARMACEU TICAL FORM AND CONTENTS

Powcer and stvent for solution fo injection

Contents:1 vial with 20001U octocog alfa, 1 vial with 5 ml stefrlised wate for
injections,1 BAXJECT Il device.

5. METHOD AND RO UTE(S) OF ADMINISTR ATION

Intravenous use, after censtitution.
Single use only
Read tle package leaflet befe use.

6. SPECIAL WARNIN G THAT THE MEDICINA L PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reachabifildren.

7. OTHER SPECIAL WARNING(S), IF NECESSARY

8. EXPIRY DATE

EXP:

End of 6month period, if storeét room tempetare:
Do notuse after the expy date.

Use immediatly or within 3 hours d reconstitution.
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9. SPECIAL STORAGE CONDITIONS

Stare in a refrigerato
Do not freeze.
Store in the dginal package in order tagtect flom light.

Can be sted at room tengrature (ugo 25 °C) for a simle period up ta6 morths.

10. SPECIAL PRECAUTIO NSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERI VED FROM SUCH MEDICINAL PRODUCTS , IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AU THORISATION HOLD ER

Takeda Manufacturing AusarAG
A-1221Vienna
Austria

12 MARKE TING AUTHORI SATION NUMBER(S)

EU/1/03/271/005

13. BATCH NUM BER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product sulect tomedical pescription.

| 15. INSTRUCTIONS ON USE

‘16. INFORMATION IN BRAILLE

ADVATE 2000

17. UNIQUE IDENTIFIER T 2D BARCODE

2D barmde carrying the unique identifier incledl

18. UNIQUE ID ENTIFIER 7 HUMAN READABLE DATA

PC:
SN:
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MINIMUM P ARTICUL ARS TO APPEAR ON SMALL IMMEDIA TE PACKAGING UNITS

VIAL LABEL FOR THE POWDER (BAXJECT Il DEVICE )

1 NAME OF THE ME DICI NAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

ADVATE 20001U powder for solutin for injection
octocog alfa
IV use

‘ 2. METHOD OF AD MINIST RATION

Read the package leaftlbefore use.
Single use only.

| 3. EXPIRY DATE

EXP:

4, BATCH NUM BER

Lot:

5. CONTENTSBY WEIGHT, BY VOLUME OR BY UNIT

20001U octocog alfa

6. OTHER

168



MINIM UM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING  UNITS

VIAL LAB EL FOR THE SOLVENT (BAXJECT || DEVICE)

1. NAME OF THE MEDI CINAL PRODU CT AND ROUTE(S) OF ADMINISTRA TION

Sterilised waer for injections

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

5ml

6. OTHER
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PARTI CULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON (BAXJECT Ill SYST EM)

1 NAME OF THE MEDICI NAL PRODUCT

ADVATE 2000IU powder and alvent for solutiorfor injection
octocog alfa (recombinant human coagiagatfactor VIII)

‘ 2.  STATEMENT OF AC TIV E SUBSTANCE(S)

1 vial: 20001U octocog alfaapprox. 400 IU/ml after recostitution.
Speific activity: approx.4,000i 10,0001U/mg protein

‘ 3. LIST OF EXCIPIE NTS

Excipients: mannitol, sodium chloride, histiditeshalose, ckcium chloride, trometaol,
paysorbate30, glutathione (redied).
Seeledlet for furtherinformation.

‘ 4, PHARMA CEUTICAL FORM AND CONTENTS

Powder and solvent f@olution for injection

Contents vial with 20001U octomg alfa andl vial with 5 ml sterilised water for
injections preassmbled inBAXJECT Il system.

5. METHOD AND ROUTE(S) OF ADMI NISTRATION

Intravenols use, after reconstitution.
Single use only.
Read the package leaflet before use.

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

Keep out dthe sght ard reach of childen.

‘ 7. OTHER SPECIAL WARNIN G(S), IF NECESSARY

| 8. EXPIRY DATE

EXP:

Endof 6 month period, if stored at roorarhperature:
Do not ug after the expiry date.

Use immediately or within Boursof recorstitution.
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9. SPECIAL STORAGE CONDITIONS

Store ina refrigeréor.
Do not freeze.
Store in the original package in order tafact from light.

Can be stored at raotemperature (up 85 °C) for a single period up ®months.

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSEDMEDICI NAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MED ICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AN D ADDRESS OF THE MARKETING AUTHORISATIO N HOLDER

Takeda Mantacturing Austria AG
A-1221Vienna
Austria

12. MARKETING AUTHORISA TION NUM BER(S)

EU/103271/015

13. BATCH NUMB ER

Lot:

14. GENERAL CLASSIFICATI ON FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

‘ 16. INFORMA TION IN BRAILLE

ADVATE 2000

17. UNIQUE IDENTIFIER 7 2D BARCODE

2D barcodak carrying tte unique iderifier includes.

18. UNIQUE IDENTIF IER i HUMAN READABLE DAT A

PC:
SN:
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MINIMUM PARTICULARS TO APPEAR ON BLISTER S OR STRIPS

BLISTER LABEL (BAXJECT II'| SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT

ADVATE 20001U powderand sohent for soluton for injecton
octocog #a

2. NAME OF THE MA RKET ING AUTH ORISATION HO LDER

Takeda Manufacturing Austria AG

3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

5. OTHER

Intravenous use, after reconstitution.

Use immediatelyr within 3 hours ofreconstituion.

Do notuse if packagings opened odamagd.

Powder vial and 5ml solvent preassembled BAXJECT Il system.
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MINIMUM PARTICULARS TO APP EAR ON BLISTERS OR STRIPS

ASSEMBLY LABEL (BAXJECT Il SYSTEM)

1. NAME OF THE MEDICINAL PRODUCT

ADVATE 2000

2. NAME OF THE MARKE TING AUTH ORISATION HO LDER

Takecdh Manufacturing Austria AG

3. EXPIRY DATE

EXP:

4, BATCH NUM BER

Lot:

5. OTHER
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL FOR THE POWDER (BAXJECT IlIl SYSTE M)

1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINI STRATION

ADVATE 2000

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5.  CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

|6. OTHER
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MINI MUM PARTI CULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL F OR THE SOLVENT (BAXJECT Il SYSTEM)

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

Sterilised water foinjections

‘ 2.  METHOD OF ADMINISTRATION

| 3. EXPIRY DATE

EXP:

4. BATCH NUMBER

Lot:

‘ 5. CONTENTS BY WEIGHT, BY VOLU ME OR BY UNIT

|6. OTHER
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