PRODUCT MONOGRAPH

Schedule D

NiaStase RT

eptacog alfa (activated)
Activated Recombinant Human Blood Coagulation Faeio
Room Temperature Stable

Lyophilized Powder

1.0 mg per vial (50 KIU/vial)
2.0 mg per vial (100 KIU/vial)
5.0 mg per vial (250 KlU/vial)

Professed

Coagulation Factor

Novo Nordisk Canada Inc. Date of Approval:
300-2680 Skymark Avenue March 18, 2010
Mississauga, Ontario

L4W 5L6 Canada

Submission Control No: 128340

NiaStase R Product Monograph Page 1



Table of Contents

PART I: HEALTH PROFESSIONAL INFORMATION.......cooot oo, 3
SUMMARY PRODUCT INFORMATION .......ccvviiiiiiiiiimmmceeeee e 3
DESCRIPTION ... 3
INDICATIONS AND CLINICAL USE......coiiiiiiiiiiiii e 3
CONTRAINDICATIONS ... 4
WARNINGS AND PRECAUTIONS ... mmmm e 4
ADVERSE REACTIONS ....ooiiiir 8
DRUG INTERACTIONS ... ..ottt 13
DOSAGE AND ADMINISTRATION......coiiiiiiiiiiiiii e 14
OVERDOSAGE ..ottt e e e e ennes 17
ACTION AND CLINICAL PHARMACOLOGY ....uuiiiiiiiieieeiiiii e 17
STORAGE AND STABILITY ottt 18
DOSAGE FORMS, COMPOSITION AND PACKAGING........cccmvviiiinnnn. 19

PART II: SCIENTIFIC INFORMATION ......coiiiiiiiiiins it 20
PHARMACEUTICAL INFORMATION .....coooiiiiiiiiiiiiimmm s 20
CLINICAL TRIALS . ...ttt aenees 21
DETAILED PHARMACOLOGY ....uuiiiiiiiiiiiiiiiiieeeimemr e 25
TOXICOLOGY ..ot 26
REFERENCES ... 28

PART Ill: CONSUMER INFORMATION.......coiiiiiiiiiiit i 30

NiaStase R Product Monograph Page 2



NiaStase RT
eptacog alfa (activated)
Activated Recombinant Human Blood Coagulation Fa¥ib Room Temperature Stable

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Strength Clinically Relevant Nonmedinal
Administration Ingredients
Intravenous Lyophilized powder to be | calcium chloride dihydrate, glycylglycine,

bolus injection | reconstituted for injection/ | mannitol, methionine, polysorbate 80,
sodium chloride, sucrose.
1.0 mg (50 KIU)

2.0 mg (100 KIU) The solvent for reconstitution dfiaStase
5.0 mg (250 KIU) RT® contains histidine in water for
injections.

For a complete listing of nonmedicinal ingredies¢ée DOSAGE FORMS, COMPOSITION
AND PACKAGING section.

DESCRIPTION

NiaStase RT (eptacog alfa, activated) contains activated redoart human blood coagulation
Factor VII ¢FVlla ) (eptacog alfa, activated). Recombinant Factori&/# vitamin K-dependent
glycoprotein consisting of 406 amino acids (MW apgmately 50 K Dalton), which is
structurally similar to human plasma-derived Fadtba.

INDICATIONS AND CLINICAL USE

NiaStase RT (eptacog alfa, activated) is indicated:

* in hemophilia A/B patients with inhibitors to FVIdr FIX, respectively, for the treatment of
bleeding episodes (including treatment and prewardf those occurring during and after
surgery).

Based on the data obtained so far witklla in the treatment of hemophilia patients with

inhibitors, the apparent lack of anamnestic respalwsing and after exposurertéVlla makes
it suitable for use in all inhibitor patients.
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CONTRAINDICATIONS

Known hypersensitivity to the active substance ek@pients, or to mouse, hamster or bovine
protein may be a contraindication to the usbliaiStase RT (eptacog alfa, activated).

WARNINGS AND PRECAUTIONS

Serious Warningsand Precautions

» Both arterial and venous thromboembolic adversatsvgave been reported after
treatment withrFVlla , mostly in patients with predisposing concurresk factors. (See
Generalunder WARNINGS AND PRECAUTIONS:; Pharmacodynamiasder ACTION
AND CLINICAL PHARMACOLOGY; ADVERSE REACTIONS).

» Patients with inherent Factor VIl deficiency mayégre-existing or may develop anti-
Factor VIl antibodies during therapy wittiaStase RT°. The clinical significance of thesge
antibodies is unknown. See ADVERSE REACTIONS sectio

General

The extent of the risk of thrombotic adverse evarftesr treatment withFVIla in patients with
hemophilia and inhibitors is not known, but is ddesed to be low.

Patients with disseminated intravascular coagulaiiC), advanced atherosclerotic disease,
crush injury, septicemia, or concomitant treatmeith aPCCs/PCCs (activated or non-activated
prothrombin complex concentrates) may have an asae risk of developing thrombotic events
due to their underlying condition or concomitamaiment. Because the risk of thromboembolic
complications, caution should be exercised whenimidteringNiaStase RT (eptacog alfa,
activated) to patients with a history of coronaeaft disease, to patients with liver disease, to
patients immobilised post-operatively, to neonabeso patients at risk of thromboembolic
phenomena or disseminated intravascular coaguldtiaach of these situations, the potential
benefit of treatment withiaStase RT should be weighed against the risk of these
complications.

Clinical studies in non hemophilia patients indezhtin increased risk of arterial thromboembolic
adverse events with the userBVlla including myocardial infarction, myocardial ischemni
cerebral infarction and cerebral ischemia.

Patients who receividiaStase RT should be kept under close observation for sigus a

symptoms of unfavourable activation of the coagoasystem or thrombosis. When there is
laboratory confirmation of intravascular coagulatar presence of clinical thrombosis, the
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NiaStase RT° dosage should be reduced or treatment stoppedndiegeon the patient's
symptoms.

Patients self-administeringiaStase RT at home should be instructed not to exceed three
doses. The duration of the ambulatory treatmemtilshnot exceed 24 hours. Patients should
seek medical attention if bleeding is not contilde if any unusual symptoms are experienced.

Patients receivinjliaStase RT should be directed in its appropriate use and inéat of the
benefits and risks associated with treatment. théaise is prescribed, a puncture-resistant
container for the disposal of used syringes andleseshould be supplied to the patient, and
patients should be thoroughly instructed in theartgmce of proper disposal and cautioned
against reuse of syringes and needles.

Hypersensitivity and anaphylaxis reactions havelydveen reported with the useréVIla .

Initial treatment wittNiaStase RT would always be under medical supervision, where
emergency treatment for anaphylaxis can be rapigbfied. Patients should be monitored and
warned about the early signs of hypersensitiviact®ns and anaphylaxis, and asked to contact
a physician if needed.

As recombinant coagulation factor VIidjaStase RT°, may contain trace amounts of mouse
IgG, bovine IgG and other residual culture prot€hmamster and bovine serum proteins), the
remote possibility exists that patients treatedhwhie product may develop hypersensitivity to
these proteins. In such cases, treatment witlanthistamines should be considered.

If allergic or anaphylactic-type reactions occtie administration should be discontinued
immediately. In case of shock, standard medicakinent for shock should be implemented.
Patients should be informed of the early signsypiensensitivity reactions. If such symptoms
occur, the patient should be advised to discontusgeof the product immediately and contact
their physician.

Carcinogenesis and Mutagenesis

No chronic carcinogenicity studies have been peréar withNiaStase RT. Two mutagenicity
studies have given no indication of carcinogeniepbal forrFVila . See TOXICOLOGY.
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Special Populations

Pregnant Women:

As a precautionary measure it is preferable todtie use oNiaStase RT° during pregnancy.
Data on a limited number of exposed pregnancidsaie no adverse effectsidiVila on
pregnancy or on the health of the fetus/new-borli clio date, no other relevant
epidemiological data are available. Animal studiesiot indicate direct or indirect harmful
effects with respect to pregnancy, embryonal/fééalelopment, parturition or postnatal
development (see TOXICOLOGY).

In patients receivingFVlla during delivery or post partum, thrombotic evesush as

myocardial infarction, pulmonary embolism, deepaenthrombosis, retinal artery occlusion, or
cerebral ischemia were observed. In this periotieps are at increased risk for thrombotic
complications. It is not known to which exteRl/Ila contributes to the occurrence of these
events. No specific preventive actions can be recended.

Nursing Women:

It is unknown whetherFVila is excreted in human breast milk. The excretiorFdfila in

milk has not been studied in animals. A decisionvbiether to continue/discontinue breast-
feeding or to continue/discontinue therapy WitlaStase RT should be made taking into
account the benefit of breast-feeding to the child the benefit dliaStase R therapy to the
woman.

Pediatric Patients (birth to 16 years of age):

Evidence for the safety and effectivenessFdlla has been obtained in the age groups up to
adolescence (up to 16 years of age). When dosadody weight basis, the efficacy and safety
of rFVIla appear to be comparable in adult and pediatrieqat Available clinical trials and
post marketing data show a faster clearance of iEMihildren. However, the data are
insufficient to support the recommendation of higth@ses in children (see ACTION AND
CLINICAL PHARMACOLOGY/Pharmacokinetics).

Geriatric Patients £65 years of age):
Clinical studies in hemophilia did not enrol gefi@apatients
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Monitoring and Laboratory Tests

It should be noted that the therapeutic rang&wtla for hemostasis has not been identified in
tests for prothrombin time (PT), aPTT, and plasnd# Elotting activity (FVII:C). For these
reasons, coagulation parameters should be useasmy adjunct to the evaluation of clinical
hemostasis to monitor the effectiveness and trestswhedule oNiaStase RT in patients.

Monitoring the effectiveness of therapy, the nemdafiditional doses diaStase RT or a
change to alternative therapy should be basedealthnges in the clinical parameters of pain,
swelling and joint mobility compared to baselingibfollowing improvement in any of the
above parameters; symptoms of a rebleed are present

Criteria for Administration of Additional Treatment

Subjects with persistent moderate or severesubjects with persistent mild pain following
pain followingrFVlla treatment rEVila treatment

One or more of the clinical assessments  Two or more of the clinical assessments
(1 to 4) is fulfilled (1 to 4) are fulfilled

Pain judged same/worse.

Swelling (evident before treatment as comparedageline) judged same/worse.

Joint mobility (evident before treatment as comgdoebaseline) judged same/worse.

Following improvement in either pain, swelling oirjt mobility; signs or symptoms
of a rebleed are present.

D

bR

There is no requirement for monitoringMiaStase RT therapy. Severity of bleeding
condition and clinical response faStase RT administration must guide dosing requirements.

After administration ofFVlla , prothrombin time (PT) and activated partial thbmplastin time

(aPTT) have been shown to shorten, however, neletion has been demonstrated between PT
and aPTT and clinical efficacy dFVlla .
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ADVERSE REACTIONS

Adverse Drug Reaction Overview

The most serious adverse drug reactions observeatients receiving=Vlla are thrombotic
events, however the extent of the risk of thronthativerse events after treatment wiNlla
in individuals with hemophilia and inhibitors isredered to be low.

The most common adverse drug reactions observatddabelled indication aFVlla are
pyrexia, injection site reaction, headache, hypesitan, hypotension, nausea, vomiting, pain,
oedema and rash. See WARNINGS AND PRECAUTIONS.

Patients who receividiaStase RT (eptacog alfa, activated) should be kept undeseclo
observation for signs and symptoms of unfavourabtaration of the coagulation system or
thrombosis.

Clinical Trial Adverse Drug Reactions in the Hemopliliac Population

Because clinical trials are conducted under vergafic conditions the adverse reaction
rates observed in the clinical trials may not refléhe rates observed in practice and should
not be compared to the rates in the clinical triafsanother drug. Adverse drug reaction
information from clinical trials is useful for idéfying drug-related adverse events and for
approximating rates

During clinical studies in 298 hemophilia A/B patis with inhibitors involving 1,939 bleeding
episodes, there were 182 adverse reactions thatpessibly related or of unknown relationship
torFVila . Of these, there were 21 serious adverse readtia were possibly related or of
unknown relation to treatment reported in 14 pasieand included 6 deaths. During the clinical
program, 4 episodes of clinical or laboratory enickeof DIC were documented in hemophilia
patients with inhibitors.

In the clinical studies, thrombogenicity has bessoaiated rarely with the useréivila
(11 events out of 1,939 treatment episodes fonaénce of <1%). Thrombosis was reported in
two of the 298 patients with hemophilia.

In 175 surgical procedures witRVIla , three thrombotic events occurred - one thrombaosie
episode of phlebitis and one patient with a lafggcass and sepsis died of DIC. In the clinical
testing program, isolated cases of antibody dewveéoy have been reported in FVII deficient
patients after treatment witkVlla .

No severe allergic reactions have occurred in héntiepatients receivingFVila .
Additionally, the potential for development of dddies towardsFVila has been followed in
hemophilia A/B patients and in none of these caseg antibodies towardEVlla or other
potentially antigenic components of the drug pradB¢iK-cell protein, murine 1gG, or bovine
serum) been detected.
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In a clinical study comparing the safety and efficafrFVila when administered through bolus
injection versus continuous infusion to hemophdiagth inhibitors during and after surgery,
seven of 24 patients had serious adverse evefs blus injection, 3 for continuous infusion).
There were 4 serious adverse events which weradayed probably or possibly related to
rFVila treatment (2 events of decreased therapeesigonse in each treatment arm). No deaths
occurred during the study period.

Table 1 — Adverse events that were reported ir 1% of rFVlla Treatment Episodes and
were considered to be possibly related to rFVIla@ministration.

Body System Number of Adverse Events reported
n= 1,939 treatments
(%)
Body as a whole (2)
Fever 16 (1)
Platelets, Bleeding, and Clotting 3)
Hemorrhage NOS 15 (1)
Fibrinogen plasma decreased 10 (2)
Skin and Musculoskeletal (2)
Hemarthrosis 14 (1)
Nervous System 15 (1)
Cardiovascular 18 (1)

Less Common Clinical Trial Adverse Drug Reactions< 1%)

Gastrointestinal: <1%
Liver and biliary: <1%
Metabolic and Endocrine: <1 %
Respiratory: <1%
Urinary: <1%
Application Site: <1%
Resistance mechanism: <1 %
Other: <1%
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Abnormal Hematologic and Clinical Chemistry Findings

Table 2 — Coagulation Parameter Shifts in Hemophié A/B Patients with Inhibitors

Parameter Shift* No. Of Treatment Total No. of Treatment
Episodes Experiencing Episodes Evaluated
Shift (%)

D-Dimer Normal to High 17 (15) 112

Fibrinogen Normal to Low 27 (9) 288
High to Low

Platelets Normal to Low 28 (8) 365
High to Low

* Refers to potential clinically significant shituring the study. A shift to D-dimer values higtiesin the normal
range may be clinically significant, while a shdtfibrinogen and platelet values lower than ndrraage may be
clinically significant.

Table 3 — Clinical Chemistry Parameter Shifts in Henophilia A/B Patients with Inhibitors

Parameter Shift* No. Of Treatment Total No. of Treatment
Episodes Experiencing Episodes Evaluated
Shift (%)

Alkaline Normal to High 14 (12) 112

Phosphatase

ALT Normal to High 12 (12) 102

AST Normal to High 11 (10) 108

LDH Normal to High 8 (9) 85

Creatinine Normal to High 4 (3) 137

* Refers to potential clinically significant shituring the study. Increases to values above thmalaange in
alkaline phosphatase, ALT, AST and LDH may indécethanges in liver function, while increase in tiréiae
may indicate renal function changes.
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Adverse Drug Reaction Overview in Clinical Trials wsing NiaStase R?

The safety profile oNiaStase RT° administered to achieve or maintain hemostasisibtbeen
assessed in clinical trials. However, the shorhtsafety profile and the tolerability of a single
dose ofNiaStase RT were investigated in the NN1007-1744 and NN100G2li8ials, which
included non-bleeding healthy subjects and patetits hemophilia, respectively. A total of 25
subjects were exposed to a single doseiaStase RT (24 subjects) and/dtiaStasé€ (24
subjects) in the NN1007-1744 trial. A total of Z&tipnts with hemophilia were exposed to a
single dose oNiaStase RT in the NN1007-1862 trial.

Overall, the results of the clinical trials do soiggest any alteration to the established rFVlla
safety profile, or any additional risk of thrombdawotic complications or antibody formation.
There were no clinically relevant findings in otlsarfety parameters including local tolerability,
physical examination, vital signs and laboratorsapzeters. In additiorthe documented
equivalence of the pharmacokinetic profiles sulisttas equivalent or similar safety of
NiaStase RT andNiaStas€ (see CLINICAL TRIALS,Comparative Bioavailability Studies).

Post-Market Adverse Drug Reactions

The following post-marketing adverse drug reactiaresreported voluntarily from a population
of uncertain size; hence, it is not possible toneste their frequency or establish a causal
relationship to exposure.

Based on post-marketing experience adverse dratjora are rare (< 1 per 1,000 standard
doses). When analyzed by system organ classesefbding rates of adverse drug reactions
during the post-marketing period, including bothi@gs and non-serious reactions, are as
indicated in the table below:
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Table 4 - Reporting Rates of Post-marketing AdversBrug Reactions

Post-Market Adverse Drug Reactions

Blood and lymphatic disorders

Very rare (<1/10,000)

- Disseminated intravascatagulation

- Coagulopathy
Gastrointestinal disorders
Very rare (<1/10,000) - Nausea

- Vomiting

General disorders and administration site condit®n

Rare (> 1/10,000, <1/1,000)

- Therapeutic respoeseeased*
- Pyrexia
- Injection site reaction including bruising andedling

*Lack of efficacy (therapeutic response decreabad)been reported. It is
important that the dosage regimerN\b&Stase RT%is compliant with the
recommended dosage as stated. See DOSAGE AND
ADMINISTRATION.

Immune system disorders

Very rare (<1/10,000)

- Immune mediated reactimotuding anaphylactic reaction, and
hypersensitivity

Investigations

Very rare (<1/10,000)

- Fibrin D-dimer increased

- Thrombin-antithrombin Il complex increased

- Increased troponin | and troponin T

- Anti FVII antibodies have only been seen in pasewith FVII
deficiency. There have been no confirmed repdrts o
antibodies against factor VII in hemophilia A arhophilia B patients.

Nervous system disorders

Very rare (<1/10,000)

- Headache
- Paresthesia

Skin and subcutaneous tissue diso

rders

Very rare (<1/10,000)

- Skin rashes including rashculopapular rash, urticara and pruritus

Vascular disorders

Very rare (<1/10,000)

- Venous thrombotic eventduding portal vein thrombosis, pulmonary
embolism, deep vein thrombosis, sub clavian v@iarhbosis, jugular
vein thrombosis, superior vena caval occlusionakgein thrombosis,
thrombophlebitis and venous thrombosis limb

Arterial thromboembolic events including myocatdnfarction and
ischemia, cerebral infarction, cerebral ischemgmebrovascular
disorders, ischemic stroke, thrombotic strokengi@nt ischemic
attack, renal artery thrombosis and intestindiésaia

- Mixed thromboembolic events including intracamdiarombosis and
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Post-Market Adverse Drug Reactions

thrombosis

- Flushing

Incidents of hemorrhage have been repoit&aStase RT is not
expected to precipitate hemorrhage, but pre-exjstemorrhage may
continue in case of insufficient efficacy or sultiofal dosage regimen.

Adverse Drug Reaction Reporting and Re-Issuance dtie Product Monograph

Healthcare providers are encouraged to report AdvBrug Reactions associated with normal
use of these and all drug products to Health Cdsatalth Product Safety Information
Division at 1-866-234-2345. The Product Monograplhbe re-issued in the event of serious
safety concerns previously unidentified or at stiicie as the sponsor provides the additional
data in support of the product’s clinical benefit.

DRUG INTERACTIONS

Serious Drug Interactions
. NiaStase RT (eptacog alfa, activated) should not be mixed ithsion solutions or be
given in a drip.

« Simultaneous use of prothrombin complex concerdratetivated or not, should be
avoided.

Overview

The risk of a potential interaction betwediaStase RT and coagulation factor concentrates is
unknown.

Anti-fibrinolytics have been reported to reducedaldoss in association with surgery in
hemophilia patients, especially in orthopaedic sty@nd surgery in regions rich in fibrinolytic
activity, such as the oral cavity. Experience vaitimcomitant administration of anti-fibrinolytics
andrFVlla treatment is, however, limited.

Drug-Drugq Interactions

Interactions with other drugs have not been estiabdl.

Drug-Food Interactions

Interactions with food have not been established.
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Drug-Herb Interactions

Interactions with herbal products have not beealdished.

Drug-Laboratory Interactions

Changes in D-Dimer, Fibrinogen, Platelets, Alkalrfeosphatase, ALT, AST, LDH and
Creatinine were seen in clinical trials. See ADVEERREACTIONS- Abnormal Hematologic
and Clinical Chemistry Findings.

DOSAGE AND ADMINISTRATION

Dosing Considerations

« Treatment should be initiated under the supervisica physician experienced in the
treatment of hemophilia and/or bleeding disorders.

. Hemostasis evaluation should be used to determmeffectiveness dfiaStase RT
(eptacog alfa, activated) and to provide a basisnfodification of theNiaStase RT
treatment schedule.

. NiaStase RT should be given as early as possible after threaita bleeding episode.
Following the initial dose oRliaStase RT® further injections may be repeated. The duration
of treatment and the interval between injection wairy with the severity of the
hemorrhage, the invasive procedures or surgeryghmnformed.

- In hereditary severe FVIl-deficient patients, reglment therapy witNiaStase RT in
doses of 15 to 30 pug/kg at 4 to 6 hour intervatslieen shown to significantly shorten or
normalize prothrombin time. However, no correlati@s been demonstrated between PT
and aPTT and clinical efficacy dfiaStase RT.

Recommended Dose and Dosage Adjustment

NiaStase RT is intended for intravenous bolus administratiotyoThe recommended dose
range, dose, frequency, and duratiolN@Stase RT administration as a single agent are
outlined below. Coagulation parameters should eaiged to evaluatdiaStase RT
effectiveness.
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NiaStase RT° Dosage

Indication | Recommended | Frequency and Duration

Dose
Blgeding 90 pg/kg* ¢ Aninitial dose of 90 pg/kg is recommended.
episodes * Dose may vary depending on bleed severity (see dose
range).

* Administer every 2 hours until clinical improvemest
observed.

e If continued therapy is required, the dosage irglenvay
be increased from 2 to 6 hours depending on thegef
time the treatment is judged to be indicated.

Surgery 90 pg/kg ¢ Aninitial dose of 90 pg/kg is recommended.

* Dose may vary depending on surgery type (see dose

range).

* Administer prior to surgery and at least every Ar8o
during the procedure.

e Dosing should be repeated every 2 hours for tisée 2i4-
48 hours after surgery, depending on the surgery
performed and the clinical status of the patient.

* Dosing may be repeated once during the 2-houniaker
after surgery depending on the clinical statusef t
patient.

« If continued therapy is required, the dosage irglemvay
be increased from 2 to 6 hours depending on thiegef
time the treatment is judged to be indicated.

* Doses between 35 and 120 pg/kg have been useéssfully in clinical trials for hemophilia A or Batients
with inhibitors, and both the dose and administrathterval may be adjusted based on the severityeo
bleeding and degree of hemostasis achieved.
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Reconstitution

Calculate théNiaStase RT dosage you will need and select the approphiStase RT vial
package. The selected package contains 1 vidiagtase RT powder and 1 vial of histidine
solvent, which is required to prepare and recantstitheNiaStase RT° powder. Reconstitute
only with the histidine solvent provided williaStase RT. Do not reconstitute with sterile
water or other solvents.

The specified volume of histidine solvent corresfing to the amount dfliaStase RT is as
follows:

NiaStase RT | Volume of Histidine Solventto| Approximate Concentration of
Vial Size be Added to Vial rFVlla After Reconstitution
(mg) (mL) (mg per mL)
1.0 1.1 1.0
2.0 2.1 1.0
5.0 5.2 1.0

For detailed instructions on how to reconstithfaStase RT refer to PART Il of the Product
Monograph.

Administration

Administration should take place immediatdfynot used immediately after reconstitution, the
vial may be stored at room temperature (below 3@iCgfrigerated for up to 3 hours. Any
unused solution should be discarded. Do not freezenstitutedNiaStase RT or store in
syringes.

NiaStase RT is intended for intravenous bolus injection oniylahould not be mixed with
infusion solutions or be given in a drip. Parertdrag products should be inspected visually for
particulate matter and discolouration prior to agistration, whenever the solution and container
permit. Do not use if particulate matter or discobtdion is observed.

For detailed instructions on how to administéaStase RT refer to PART Il of the Product
Monograph.
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OVERDOSAGE
Dose limiting toxicities ofFVlla have not been investigated in clinical trials.

The following are examples of accidental overd@se hemophilia B patient (16 years of age,
68 kg) received a single dose of 3&fkg, and one hemophilia A patient (2 years of age,
14.6 kg) received doses ranging from 24kg to 986ug/kg on five consecutive days. There
were no reported complications in either case. @aveborn female congenital FVII-deficient
patient (7 weeks of age, 3 kg) received one do$90fig/kg and 8 doses of 4Q@/kg and
subsequently developed antibodies to FVII. No tHyotit complications as a result of the
overdosages were reported.

A Factor VIl deficient male (83 years of age, 11kg) received two doses of 324 ug/kg (10-20
times the recommended dose) and experienced albtanevent (occipital stroke). In addition,
the development of antibodies agairis¥lla and FVII, has been associated with overdose in
patients with factor VII deficiency.

In addition, 16 normal volunteers in a dose estalatudy received doses up to 320 pg/kg
without serious adverse reactions.

The recommended dose schedule should not be imatii increased, even in the case of lack
of effect, due to the absence of information onatiditional risk that may be incurred.

ACTION AND CLINICAL PHARMACOLOGY

Pharmacodynamics

NiaStase RT® (eptacog alfa, activated), when complexed witbuisfactor at the site of injury,
activates coagulation Factor X (to Factor Xa), al as coagulation Factor IX (to Factor 1Xa).
Factor Xa then converts prothrombin to thrombintohhbin leads to the activation of platelets
and factors V and VIII at the site of injury andth@ formation of the hemostatic plug by
converting fibrinogen into fibrin. Pharmacologicaises oNiaStase RT activate factor X
directly on the surface of activated plateletsalzed to the site of injury, independently of
tissue factor. This results in the conversion oftiprombin into large amounts of thrombin
independently of tissue factor. Accordingly, thephacodynamic effect of factor Vlla gives
rise to an increased local formation of factor ¥mpmbin and fibrin. BecaudéiaStase RT

can activate Factor X independent of Factor VI &4 activity, it can be used for the
management of bleeding episodes and surgery iargatwith inhibitors to coagulation Factors
VIl or IX.

A theoretical risk for the development of systemitivation of the coagulation system in
patients suffering from underlying diseases premisp them to DIC cannot be totally excluded.
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Pharmacokinetics

Healthy Subjects

Using the FVII clotting assay, the pharmacokinetitg=Vila were investigated in 35 healthy
Caucasian and Japanese subjects in a dose-estalatily. Subjects were stratified according to
gender and ethnic group and dosed with 40, 80 &6dugyrFVlla per kg body weight and/or
placebo (3 doses each). The pharmacokinetic psahldicated dose proportionality. The
pharmacokinetics were similar across gender andeginoups. The mean steady state volume
of distribution ranged from 130 to 165 mL/kg, thean values of clearance ranged from 33.3 to
37.2 mL/kg.h, and the mean terminal half-life rash@@m 3.9 to 6.0 hours.

Hemophilia A and B with Inhibitors

Using the FVlla assay, the pharmacokinetic propsmifrFVila were studied in 12 pediatric
and 5 adult patients. Dose proportionality waskeistiaed for the investigated doses of 90 and
180 pg per kg body weight, which is in accordandé wrevious findings at lower doses (17.5 -
70 ug per kg body weight). Mean clearance was aqpedely 50% higher in pediatric patients
relative to adults (78 versus 53 mLkfg"), whereas the mean terminal half life was deteeahin
to 2.3 hours in both groups. Mean volume of distiitn at steady state was 196 mLkg
pediatric patients versus 159 mLkin adults.

STORAGE AND STABILITY

Prior to reconstitution, keeiaStase RT powder and the histidine solvent refrigeratedtores
between 2° to 30°C. Do not freeze. Protect powddrsalvent from light. Do not use past the
expiration date.

After reconstitutionNiaStase RT may be stored either at room temperature (bel&W86r
refrigerated for up to 3 hours. Do not freeze retitutedNiaStase RT or store it in syringes.
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DOSAGE FORMS, COMPOSITION AND PACKAGING

NiaStase RT (eptacog alfa, activated) is supplied as a whitsphilized powder in single-use
vials. There is one vial per package. The viatsraade of Type 1 glass, closed with a latex-free,
chlorobutyl rubber stopper, and covered with amathwm cap. The vials are equipped with a
tamper-evident snap-off polypropylene cap.

The amount of FVIIA in milligrams and kilo-international units is stdton the label as
follows:

e 1.0 mg per vial (50 KIU/vial)
e 2.0 mg per vial (100 KIU/vial)
* 5.0 mg per vial (250 KlU/vial)

The following non-medicinal ingredients are found NiaStase RT”: calcium chloride
dihydrate, glycylglycine, mannitol, methionine, pabrbate 80, sodium chloride, and sucrose.

After reconstitution 1 mL of solution contains 1@ wf sucrose.

Histidine Solvent

The solvent for reconstitution dfiaStase RT® is a 10 mmol solution of histidine in water for
injection and is supplied as a clear colourlessitgmi. The vials are made of Type 1 glass,
closed with a latex-free, chlorobutyl rubber stapmad covered with an aluminum cap. The
vials are equipped with a tamper-evident snap-ofygropylene cap.
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PART II: SCIENTIFIC INFORMATION

PHARMACEUTICAL INFORMATION
Drug Substance

Proper name: eptacog alfa (activated)
Chemical name: activated recombinant coagulatetof VII

Molecular formula
and molecular mass:16gHz305Ns600618528, approximately 50 KD

Structural formula: A polypeptide consisting ofe4@mino acidstFVlla is the two chain
form of rFVII generated by a cleavage of the pepbdnd between
amino acids in position 152 and 153. The two chanmesheld together
by a single disulphide bridge.

The molecule is glycosylated at the amino acidsosition 52, 60,
145 and 322, angtcarboxylated in the Glu-residues (partial
y-carboxylation in position 35).

Physicochemical properties:

Description: The powder for injection is a whiy@phile, and the reconstituted
preparation is a colourless solution.

Isoelectric Point: At pH 6.0-6.7

1 KIU equals 1000 International Units (IU).

Product Characteristics

Human FVII was cloned and expressed in baby harkiteey (BHK) cells.
Recombinant Factor VIl is secreted from BHK cehigl @onverted to the active form
(Recombinant Factor Vlla) during the purificatiompessNiaStase RT (eptacog alfa,

activated) is structurally similar to human plasdesived Factor Vlia.

Production oNiaStase RT via recombinant DNA technology eliminates the sisk
transmission of human blood-borne pathogens suéh\4shepatitis viruses and parvovirus.
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CLINICAL TRIALS

No clinical studies were undertaken witiaStase RT’, to establish the safety and efficacy of
NiaStase RT in the approved indications. The only exceptioa &ngle dose bioequivalence
pharmacokinetic study (NN1007-1744) in healthy nsaibjects (see Comparative
Bioavailability Studies).

Five adequate and well-controlled studies (see€lapand several supporting studies have
provided substantial evidence for the efficacyflla . In these trials hemophilia patients with
inhibitors were treated wittFVIla for several types of bleeding episodes and fordstasis
during surgical procedures. The efficacy rated=dlla are shown in Table 7.

These efficacy results are consistent with reslitained in supporting clinical studies (see
Table 6) withrFVlla .
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Study Demographics and Trial Design

Table 5 - Hemophilia A/B Patients with Inhibitorsin Adequate and Well-Controlled
Clinical Studies
Study # Trial design | Dosage, route of Number | No. Of Efficacy Endpoint
administration and of Bleeding
duration Patients | Episodes
F7HAEM/USA/3 | Double-blind 35 or 90 pg/kg presurgery. 28 28 surgeries| Investigator evaluation
JUSA Randomized Every 2 hrs for 48 hrs, then - 17 minor | of hemostasis
Surgical Multicenter every 2 to 6 hrs - 11 major
F7HT/USA/1/US | Open Label 90 pg/kg 56 877 Investigator/patient/
At Home Multicenter Every 3 hrs for up to 4 doses staff evaluation of
Treatment hemostasis
F7HAEM/USA/2 | Open Label 90 pg/kg 127 253 Investigator evaluatio
JUSA Multicenter Every 2 hrs until clinical of hemostasis
Life and Limb- Patients improvement, or preorthopedic
Threatening unresponsive to | and postorthopedic
Bleeds alternative rehabilitative therapy
therapies
USA/VII/006/D | Double-blind 35 or 70ug/kg 66 153 Investigator evaluation
OS-REV Randomized Every 2.5 hrs up to 6 doses (Primary of hemostasis
Dose Finding Multicenter bleeds)
HAEM-2011 Open-Label, Prior to surgery 36 36 (major Investigator evaluation
Surgical Randomized, 90 pg/kg bolus dose for both surgeries) of hemostasis.
Parallel, multi- groups, followed by:
centre
The bolus injection group
During procedure and Days 1}
5: 90 ug/kg every 2 hours;
Days 6-10: 90 ug/kg every 4
hours
The continuous infusion
group
Days 1-5: 50 pg/kg/h; Days 6|-
10: 25 pg/kg/h
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Table 6 — Hemophilia A/B Patients with Inhibitors in Supporting Studies of Efficacy

Study # Trial Dosage, route of | Study No. Of Efficacy Endpoint
design administration subjects Bleeding
and duration (n=number) | Episodes
USA/VII/006/DOS | Double-Blind| 35 or 70 pg/kg every 11 25 Investigator evaluation of
Multicenter | 3to 4 hrs hemostasis
001/003/005/KIN Open Label | 17.5, 35, or 70 pg/kg 10 15 Investigator evaluation of
Multicenter | single dose hemostasis
F7HAEM/NAC/1/N | Open Label | 90 - 120 pg/kg every 81 184 Investigator evaluation of
AC Multicenter | 2 hrs recommended hemostasis
MUL/VI11/999/ Open Label | 90 pg/kg every 2 hrs 105 614 Patient and investigator
EMG-I Multicenter recommended evaluation of hemostasis
MUL/VII/999/
EMG-II
JIVIII015/TRE Open Label | 40 - 100 pg/kg every 16 407 Patient and investigator
Multicenter | 2-4 hrs recommended; evaluation of hemostasis
mean dose 75 ug/kg

Table 7 — Efficacy Rates with rFVlla

Patient Groups Efficacy rate (%) Reference
Patients during and immediately following electived7 % F7HAEM/USA/3/USA
surgery.
Patients in the 48 hour post-operative period. 60-% F7HAEM/USA/3/USA
100% efficacy rate demonstrated in the
90 ug/kg dose group
Patients receiving treatment for joint or muscle gr95 % F7HT/USA/1/USA
mucocutaneous bleeds at home.
Patients treated for life-and limb-threatening 90 % F7HAEM/USA/2/USA
bleeding.
The efficacy ofFVlla has also been evaluated
subsequent to the failure of other treatment
modalities in the compassionate use program
where efficacy rates of approximately 90% were
observed forFVlla in controlling serious (CNS)
bleeds and surgery.
Patients receiving treatment for primary joint, 88 % USA/VII/006/DOS-REV

muscle and mucocutaneous bleeds in the hospital.

Hemophilia A or B Patients with inhibitors
undergoing elective major surgery.

Comparing i.v. bolus and i.v. continuous infusiorn
of rFVlla .

75% for both treatment groups.
Based on the Global Hemostasis Treatment

Evaluation for overall success in achieving

HAEM-2011

and maintaining hemostasis at the end of the

study period.
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Comparative Bioavailability Studies

Trial NN1007-1744 was a single-centre, randomigedbple-blind, two-way cross-over trial
investigating the bioequivalence NfaStas€ (the marketed formulation of rFVIla) and
NiaStase RT (the room temperature stable formulation of rFYifahealthy male subjects. The
primary objective was to prove the hypothesis oklguivalence (based on AUC) between
NiaStas€ andNiaStase RT. Secondary objectives were to compare the rF\HErmaco-
kinetic parameters and to investigate the shom safety and tolerability dfiiaStase RT
including injection site tolerability and antiboétyrmation.

A total of 25 healthy Caucasian males, betweenn2R4d years of age, were randomised to
receive a single i.v. dose of 90 ug/kg of both folations in random order, separated by a
washout period of 2-3 weeks. A total of 22 of #edosed subjects were included in the
pharmacokinetic analyses. The pharmacokinetic petenswere calculated using non-
compartmental methods. An analysis of variance (AM3Pwas performed and a 90% two-sided
confidence interval for the ratidl{aStase RT/ NiaStas€) was calculated. Bioequivalence was
claimed if the two-sided 90% interval was complgteithin the interval [0.80-1.25].

The two rFVlla formulations had similar plasma jplesf and pharmacokinetic parameters.
Bioequivalence between the two formulations washated based on AUC, as the 90%
confidence interval was included within the predefl range 0.80-1.25 (see Table 8).

Table 8 - Mean Values and 90% Confidence Interveor the Ratio of NiaStase RT/
NiaStas€ of Pharmacokinetic Parameters

NiaStase RT

(90 pg/kg)
From measured datd

NiaStase RT NiaStasé& % Ratio of Geometric 90% Confidence
Parameter

(Test) (Reference) Means Interval
AUC”, h*IU/mL 112.36 120.18 93.5 [90.0;97.1]
AUC°, h*lU/mL 112.37 120.19 93.5 [90.0;97.1]
Cuax”, IU/mL 52.77 54.86 96.2 [93.1;99.3]
Tuax"“% hours 0.08 (NA.) 0.08 (NA.)
T, hours 3.56 (0.079) 3.48 (0.079)

a: The results in this table are based on the ostensl
b: geometric mean

c: arithmetic mean (CV %)
d: Following i.v. administration there is no abgtop phase and theylk, was predefined as 5 minutes.
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DETAILED PHARMACOLOGY

A hemophilia rat model is not available. In thigsies, the direct effect of eptacog alfa,
activated (FVlla ) on bleeding was studied in warfarin-treated mais rat tail bleeding test.
Warfarin treatment results in low levels of theanitin K-dependent coagulation factors such as
Factor Il (prothrombin) and X which are essenttalthe effect of FVlla. The effect oFVila

on prothrombin time in rat plasma was determindwene thromboplastin was prepared from rat
brain. Similar tests were conducted in rabbits. fiostatic effect afFVila was studied in
hemophiliac dogs, which are considered the stanciaak!.

* The increased bleeding time in warfarin-treated vads completely normalized biyVila
195 pg/kgand partially normalized by 39 pg/kg. This was asged with normalization of
prothrombin time, and a modest reduction of actiglgiartial thromboplastin time.

* In warfarin-treated ratsFVlla 13 or 40 pg/kg almost normalized prothrombin time;
shortening of activated partial thromboplastin twes modest. Similar results were
obtained in rabbits.

* rFVlla corrects the hemostatic defect in hemophilia A Brabgs both when given as
prevention, i.e. before the onset of bleeding, \&hdn given as treatment of ongoing
bleeding (45-155 pg/kg, single dose).

A study in rabbits examining coagulation followiadministration of 78 to 780 pug/k§Vlla

alone, 50 U/kg of an activated prothrombin compmercentrate (aPCC) alone, or a combination
of rFVIla and the aPCC was performed. The results demoedtdaicreased platelets and
fibrinogen and increased activated partial throntdstm time (aPTT) subsequent to a PCC
administration and no effect followingVlla administration. Administration of 50 U/kg aPCC
and then 78 pg/kg=Vlla within 5 minutes demonstrated a trend towardsei@eed coagulation
factor consumption effects beyond those levels miesewith aPCC administration alone.

During the clinical program, 4 episodes of clinioalaboratory evidence of DIC were
documented in hemophilia patients with inhibitors.

A study in rabbits examining coagulation followiadministration of 100 pg/kd-Vlla in
combination with tranexamic acid demonstrated neraction effect on coagulation parameters.
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TOXICOLOGY
Carcinogenesis and Mutagenesis, Impairment Fertilit

Two mutagenicity studies have given no indicatiboarcinogenic potential for rFVlla. The
clastogenic activity ofFVIla was evaluated in both vitro studies (i.e. cultured human
lymphocytes) anth vivo studies (i.e. mouse micronucleus test). Neitheéhe$e studies
indicated clastogenic activity oFVlla . Gene mutation studies (e.g. Ames test) have ewn b
performed withrFVIla . No chronic carcinogenicity studies have beengeréd with rFVila.

Preclinical reproductive studies in male and fennate with dose ranges of 0.33-6.0 mg/kg/day
had no effect on mating performance, fertility itbet characteristics.

Acute toxicity

* No drug-related effects were seen in mice at do6624 to 3.9 mg/kg. In other studies,
mice treated at 0.69 to 14.8 mg/kg showed decreasedty, unsteady gait, convulsions, and
laboured respiration.

» At 15.6 mg/kg in mice, clinical signs were seenday of dosing only; they included
laboured and rapid respiration, ptosis, piloeregtaecreased rectal temperature, decreased
activity. There were some deaths, in some casee@ed by convulsions.

* Histopathology of mice revealed edema at the ilgadite (treated and controls), the
presence of occlusions or fibrin emboli of the &awgssels of the lungs caused by
intravascular coagulation.

* No drug-related toxicity in rats at doses of ud506 mg/kg. Discolouration of the injection
site seen at the higher doses.
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Long Term Toxicity

Table 9 — Long Term Toxicity Studies in Animals

Animal
Species

Rat

No drug-related effects seen in rats treat¢dAntibodies againstFVila were

with up to 0.86 mg/kg/day (28 days), or
0.33 mg/kg/day (13 weeks). At 4.3
mg/kg/day necraosis at injection site,
decreased weight gain and food
consumption were attributed to treatment,
At the higher doses, changes which wer¢
expression of the pharmacological effect
were seen, including: hematological
changes, thrombus formation and emboli
There were deaths.

present. There was a dose-dependant

increase in clotting activity.

an

Dog

No drug-related effects seen in dogs treatetintibodies againstFVila were

with up to 0.62 mg/kg/day (7 day
treatment). Treatment for 2 additional day
with 1.33 mg/kg/day caused anaphylactiq
shock.

present.
S

Monkey

At 15 mg/kg/day toxicity was observed;
this led to the female being sacrificed.
Antibodies againstFVlila were present.

No clinical observations when treated
2.3 mg/kg/day for 28 days, or 3
mg/kg/day for 13 weeks. In the lung, i
a small proportion of the vasculature,
there were foci of intimal proliferation,
and occasional thrombosis in some

animals developed
antibodies against
nrEVila . There was a
dose-dependent
increase in FVII
clotting activity.

animals treated with 2.3 mg/kg/day.
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Important: Please Read

PART Ill: CONSUMER INFORMATION

NiaStase RT
(eptacog alfa, activated)
Activated Recombinant Human Blood Coagulation Facto
VIl Room Temperature Stable

This leaflet is Part Il of a three-part ‘Producbihbgraph’
published whemiaStase RT was approved for sale in
Canada and designed specifically for Consumers [Ehaflet
is a summary and will not tell you everything abhidaStase
RT®. Contact your doctor or Hemophilia Care Centrgpif
have any questions about the drug.

ABOUT THIS MEDICATION

What the medication is used for

NiaStase RT or eptacog alfa (activated) is more commonly
known as activated recombinant human blood coagulat
Factor VII (rFVlla). NiaStase RT is a clotting factor
produced using recombinant DNA technololyyaStase RT
or rFVllais free of all human plasma componeniisjieating
any possibility of contamination through the blobliaStase
RT® is used in hemophilia A and hemophilia B patienith
inhibitors to FVIII or FIX, respectively, for thegatment of
bleeding episodes, (including treatment and preverf

those occurring during and after surgery).

What it does

NiaStase RT is a medicine that works by activating the
clotting system in the blood at the site of blegdim prevent
or eliminate the bleeding.

When it should not be used

Pregnancy and breastfeeding

Remember to tell your doctor or nurse if you aregpiant or
are breastfeeding. Women of child-bearing potestialuld
avoid becoming pregnant during treatment. Nursioghers
should discontinue nursing during treatment.

DO NOT useNiaStase RT with any other clotting products.
However, your doctor may prescribe other therajmdse used
at the same time a¢iaStase RT.

What the medicinal ingredient is

Eptacog alfa, activated, contains activated recoeriihuman
blood coagulation Factor VII (rFVlla), which is diar to the
natural human clotting Factor Vlla.
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What the nonmedicinal ingredients are

NiaStase RT contains the following nonmedicinal
ingredients: calcium chloride dihydrate, glycylglye,
mannitol, methionine, polysorbate 80, sodium chlernd
sucrose.

The solvent for reconstitution that comes witlaStase RT
contains histidine in water for injections.

What dosage forms it comes in

NiaStase RT comes as a freeze-dried powder available in 1.0
mg (50 KIU), 2.0 mg (100 KIU) and 5.0 mg (250 Kluals.

The freeze-dried powder in a vial is reconstitigidsolved)
witgthe histidine solvent that is supplied withuydiaStase

RT".

WARNINGS AND PRECAUTIONS

Serious Warnings and Precautions

» The extent of the risk of developing blood cloteaf
usingNiaStase RT is not known but is considered to
be low. You may have an increased risk of develppin
blood clots if you have experienced a crush injhaye
infection of the blood, hardening of the arteriesf gou
are prone to develop blood clots. If so, contactryo
Hemophilia Care Centre or doctor.

« Patients that lack the blood clotting factor VIh@wn
as factor VIl deficiency) can have an allergic @sge
to NiaStase RT.

BEFORE you us@liaStase RT talk to your doctor if:
e you have experienced a crush injury;

* you have infection of the blood;

» you have hardening of the arteries;

e you are prone to develop blood clots.

This information will help your doctor and you déeiwhether
you should usdliaStase RT’ and what extra care may need
to be taken while you are on the medication.

INTERACTIONS WITH THIS MEDICATION

Interactions with other drugs have not been esthédl.
Before usingNiaStase RT, talk to your doctor about any
medicine you use.
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PROPER USE OF THIS MEDICATION

NiaStase RT is available in three different strengths. Always
check that you have the strength prescribed by gloator.
Always use an aseptic technique when injechiigStase

RT®.

For instructions on how to prepare and adminisfaStase
RT® please refer to the sectiomréparing Your Injection’
and ‘Giving Your Injectionlocatedat the end of this insert.

SIDE EFFECTS AND WHAT TO DO ABOUT THEM

Unwanted effects are possible with all medicingsll your
Hemophilia Care Centre or doctor as soon as possibyou
do not feel well while you are receiving treatmeith
NiaStase RT.

You may experience some redness at the injectien®is is
normal. However, if you develop more severe symptsach
as: hives, itching, tightness of the chest, whegzin any
other unusual effects, you should contact your Halia
Care Centre or doctommediately.

Isolated cases of hypersensitivity reactions inicigd
anaphylactic reactions have been reported. Renood y
doctor if you have a history of allergic reacti@syou may
need to be monitored more carefully.

Seek medical attention without delay, if bleedimgsl not
appear to be adequately responding to treatment.
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SERIOUS SIDE EFFECTS, HOW OFTEN THEY
HAPPEN AND WHAT TO DO ABOUT THEM

Symptom/effect Talk with your | Stop
doctor or taking
Hemophilia drug and
Care Centre call your
doctor
Only In all
if cases
severe
Common Rednessat v
injection
site
Uncommon | Hives v
Itching v
Tightness v
of chest
Wheezing v
Unusual v
effects
If bleeding v
does not
stop

This is not a complete list of side effects. FHuoy anexpected
effects while takingjliaStase R, contact your doctor.

REPORTING SUSPECTED SIDE EFFECTS

To monitor drug safety, Health Canada collects
information on serious and unexpected effects ogslrIf
you suspect you have had a serious or unexpecietae
to this drug you may notify Health Canada by:

Toll- free telephone: 1-866-234-2345
Toll-free fax: 1-866-678-6789
By e-mail: cadrmp@hc-sc.gc.ca

By regular mail:
National AR Centre
Marketed Health Products Safety and Effectiveness
Information Division
Marketed Health Products Directorate
Tunney’'s Pasture, AL 0701C
Ottawa, ON K1A 0K9

NOTE: Before contacting Health Canada, you should
contact your physician or Hemophilia Care Centre.
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HOW TO STORE IT

Prior to reconstitution, keegiaStase RT powder and
histidine solvent refrigerated or store betweetn230°C. Do
not freeze. Protect powder and solvent from ligttt.not use
past the expiration date on the label.

After reconstitutionNiaStase R should be used
immediately. If you do not use immediately afteximg,
NiaStase RT may be stored either at room temperature
(below 30°C) or refrigerated for up to 3 hours. i freeze
or store reconstituteiaStase R in syringes.

Keep all medication and supplies out of the reachfo
children.

MORE INFORMATION

If you still have questions or would like more infemation,
please contact your doctor or Hemophilia Care Cent.

This document plus the full product monograph, pregd for
health professionals can be found at:
http://www.novonordisk.car by contacting Novo Nordisk
Canada Inc., at: 1-800-465-4334

This leaflet was prepared by Novo Nordisk Canada In

NiaStase RT is a registered trademark of Novo Nordisk A/S

and is used under license by Novo Nordisk Canada In

Last revised: March 2010
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PREPARING YOUR INJECTION

_ \\ ” Hl. / Wash your hands with soap and water before begjrauid dry with a clean
Step 1 Vi '§>=~‘U' towel.
N ey N
e
) ‘-,/y’
1350
o s
Lot
Step 2 . NiaStase RT powder and histidine solvent vials should be atro
/ﬂff / temperature at reconstitution. If not at room terapee, hold vials to bring
ﬁg’f\ ? contents to room temperature.
-
A
Step 3 Remove the plastic caps from the two vials. If¢hps are loose or missing
V4 ‘:éi,}*“m do not use the vials. Clean the rubber stoppetb®nials with alcohol
/,f ~ ;;@‘%&_; swabs, and allow them to dry prior to use.
-~ ) §\
o N \ \'\ / When preparing your injection, you can either uséabadapter or a needle|
QI%_Z*L:__., 1 Instructions on using the vial adapter and needieoeovided below.
\
-
Stepd [ ) If using a vial adapter, remove the protective pdgen the vial adapter

= without taking it out of the protective cap. Attattte vial adapter to the
histidine solvent vial. Once attached, remove tfugqetive cap. Take care
not to touch the spike on the vial adapter.

If using a needle, remove the needle from the mgokawithout taking off
the protective cap. Screw the transfer needlelyigito the syringe. It is
recommended to use syringe needles of gauge si26.20

Step 5 Pull the plunger to draw in a volume of air thaéggial to the amount of

histidine solvent in the solvent vial (mL equalsortthe syringe).
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Step 6

Screw the syringe tightly onto the vial adaptethom histidine solvent vial.

If using a needle, remove the protective cap asdrirthe needle into the
rubber stopper of the histidine solvent vial. Takee not to touch the end g
the transfer needle.

Inject the air into the vial by pushing the plungaetil you feel a clear
resistance.

Step 7

Hold the syringe with the histidine solvent vialsige down. If you are usin
a transfer needle, make sure that the needle itipti®e solvent. Pull the
plunger to draw the correct amount of histidineseat into the syringe. The
correct volume of histidine solvent correspondthtstrength oNiaStase
RT® that you have been given.

« Withdraw 1.1 mL of solvent, if using a 1.0 mg vidINiaStase RT

« Withdraw 2.1 mL of solvent, if using a 2.0 mg vidINiaStase RT’
« Withdraw 5.2 mL of solvent, if using a 5.0 mg vidINiaStase RT’

Step 8

Once the histidine solvent has been drawn, removetnpty solvent vial.

If you use a vial adapter, tip the syringe to remdfrom the vial.

Step 9

Attach the syringe with vial adapter or transfeedile to the powder vial.

If you use a transfer needle, insert the needtautiir the centre of the rubbe
stopper of the vial containing the powder. Aim tieedle against the side o
the vial so that the stream of the histidine salvens down the vial wall.

Push the plunger slowly to inject the histidineveot into the powder vial.
Make sure not to aim the stream of solvent direatliheNiaStase RT
powder, as this will cause foaming.
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Step 10

Keep the vial adapter or transfer needle attachiélet vial. Gently swirl the
vial until all the powder is dissolved into a cal@ss solution. Do not shak
the vial as this will cause foaming. Inspect tha gblution for visible
particles or discolouration. If the mixture is ditmured or contains particles
do not use it. The reconstituted product shoulddesl immediately. If you
do not use immediately after reconstitutibliaStase RT may be stored
either at room temperature (below 30°C) or refiaged for up to 3 hours.

)
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GIVING YOUR INJECTION

Step 11

Ensure that the plunger is pushed all the way foregurning the syringe
upside down (it may have been pushed out by th&spre in the syringe).

If you are using a transfer needle, make surethigatransfer needle tip is in
the solution.

Hold the syringe with the vial upside down and plé plunger to draw all
the solution into the syringe.

Step 12

If you are using a vial adapter, unscrew the vitdmer from the empty vial,

If you are using a transfer needle, remove thesteameedle from the vial
and cover the needle with the needle cap. Twistrtresfer needle off the
syringe.

Step 13

Attach a suitable intravenous injection deviceh® $yringe and inject
NiaStase RT as instructed by your Hemophilia Care Centre @tato Do
not store reconstitutediaStase RT in syringes.

Step 14

Safely dispose of the syringe, vials, needles,.anysed product and other
waste materials as instructed by your healthcavéegsional.
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