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OBIZUR- antihemophilic factor (recombinant), porcine sequence
Takeda Pharmaceuticals America, Inc.

HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use OBIZUR safely and
effectively. See full prescribing information for OBIZUR.

OBIZUR [Antihemophilic Factor (Recombinant), Porcine Sequence]

Lyophilized Powder for Solution for Intravenous Injection

Initial U.S. Approval: 2014

. RECENT MAJOR CHANGES - - - ..

Contraindications (4) 2/2023

---------------------------------------- INDICATIONS AND USAGE .- - - -
OBIZUR Antihemophilic Factor (Recombinant), Porcine Sequence, is an antihemophilic factor indicated for
the on-demand treatment and control of bleeding episodes in adults with acquired hemophilia A. (1)
Limitations of Use:

e Safety and efficacy of OBIZUR has not been established in patients with a baseline anti-porcine factor

VIl inhibitor titer of greater than 20 BU. (1)
e OBIZUR is not indicated for the treatment of von Willebrand disease. (1)

Sy Sy DOSAGE AND ADMINISTRATION - -

For intravenous use after reconstitution only.

¢ Initial dose of OBIZUR is 200 units per kg. (2.1)

e Titrate dose and frequency of administration based on factor VIl recovery levels and individual clinical
response. (2.1)

¢ Initial dosing below the recommended 200 U/kg has been associated with lack of efficacy. (2.1)

----------------------------------- DOSAGE FORMS AND STRENGTHS ----- - .
OBIZUR is available as lyophilized powder for solution in single-dose vials containing nominally 500 units
per vial. (3)

e CONTRAINDICATIONS - - - oo

e Patients who have had life-threatening hypersensitivity reactions to OBIZUR or its components,

including hamster protein. (4)
¢ Patients with congenital hemophilia A with inhibitors (4)

e WARNINGS AND PRECAUTIONS ---- -

e Hypersensitivity reactions, including anaphylaxis, may occur. Should symptoms occur, discontinue
OBIZUR and administer appropriate treatment. (5.1)

e Development of inhibitory antibodies to OBIZUR has occurred and may result in a lack of efficacy. (5.2)

e Anamnestic reactions with rise in human factor VIl and/or recombinant factor VIIl, porcine sequence
inhibitors have occurred and may result in a lack of efficacy. (5.2)

e Consider evaluating for presence of anti-recombinant porcine factor VIl (anti-rpFVIIl) antibodies prior to
initiation of treatment with OBIZUR. If expected plasma factor VIIl activity levels are not attained, or if
bleeding is not controlled with an appropriate dose, perform an assay that measures porcine factor VIl
inhibitor concentration. In instances where positive anti-rpFVIIl antibody results are detected after
treatment with OBIZUR is initiated, factor VIl levels may be used to decide whether treatment with
OBIZUR should be continued. (5.2) (5.3)

------------------------------------------- ADVERSE REACTIONS -- - - -
Common adverse reaction observed in greater than 5% of subjects in the clinical trial were development of
inhibitors to porcine factor VII. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Takeda Pharmaceuticals U.S.A., Inc. at
1-877-TAKEDA-7 (1-877-825-3327) or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.
See 17 for PATIENT COUNSELING INFORMATION.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

OBIZUR, Antihemophilic Factor (Recombinant), Porcine Sequence, is a recombinant DNA
derived, antihemophilic factor indicated for the on-demand treatment and control of
bleeding episodes in adults with acquired hemophilia A.

Limitations of Use:
e Safety and efficacy of OBIZUR has not been established in patients with baseline anti-




porcine factor VIII inhibitor titer greater than 20 BU.
e OBIZUR is not indicated for the treatment of von Willebrand disease.

2 DOSAGE AND ADMINISTRATION

For intravenous use after reconstitution only.

2.1 Dose

e Dose, dosing frequency, and duration of treatment with OBIZUR depend on the
location and severity of bleeding episode, target factor VIl levels, and the patient's
clinical condition. Monitor replacement therapy in cases of major surgery or life-
threatening bleeding episodes.

e Each vial of OBIZUR has the recombinant porcine factor VIII potency in units stated
on the vial.

e Patients may vary in their pharmacokinetic (e.g., half-life, in vivo recovery) and clinical
responses. Titrate dose and frequency based on factor VIII recovery levels and
individual clinical response.

¢ Initial dosing below the recommended 200 U/kg has been associated with lack of
efficacy.

A guide for dosing OBIZUR for the on-demand treatment and control of bleeding
episodes is provided in Table 1. Maintain the factor VIII activity within the target range.
Plasma levels of factor VIII should not exceed 200% of normal or 200 units per dL.

Table 1 Dosing for On-Demand Treatment and Control of Bleeding

Episodes
Factor -
VIl Level Initial Frequency and
Tvpe of Bleedin Required ?J:;S Subsequent Duration of
yp 9 (Units per Dose Subsequent
per -
dL or % ka) Dosing
of normal) g
Moderate Titrate subsequent |88 SN L0 2
oy doses to maintain  1req y
Superficial recommended may be adjusted
muscle/no 50 to 100 200 based on clinical

neurovascular
compromise, and

factor VIII trough
levels and individual
clinical response

response and
measured factor

joint VIl levels

100 to 200
Major (To Ereat an Titrat b i Dose every 4 to 12
Moderate to severe zfus dl ra etsu se_qéje_n hours, frequency
intramuscular 5 (()aio)l 00 rgcs()e;n?er:;gé ain may be adjusted
bleeding, (After 200 factor VIII trouah based on clinical
retroperitoneal, troug response and
gastrointestinal, _acute bleed Ieygls and individual measured factor
intracranial clinical response VIl levels

controlled,



if required)

2.2 Reconstitution
e Use aseptic technique during the reconstitution procedure.
e |f the patient needs more than one vial of OBIZUR per injection, reconstitute each vial

according to the following instructions:

1. Bring the OBIZUR vial and the pre-filled diluent syringe to room temperature.
2. Remove the plastic cap from the OBIZUR vial (Figure A).

Figure A
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3. Wipe the rubber stopper with an alcohol swab (not supplied) and allow it to dry

prior to use.
4. Peel back the cover of the vial adapter package. (Figure B). Do not touch the luer-

lock (tip) in the center of the vial adapter. Do not remove the vial adapter from the
plastic package.

Figure B
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5. Place the vial adapter package on a clean surface with the luer-lock pointing up.
6. Snap off the tamper resistant cap of the pre-filled syringe (Figure C).

Figure C
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7. While firmly holding the vial adapter package, connect the pre-filled syringe to the
vial adapter by pushing the syringe tip down onto the luer lock in the center of the
vial adapter, and turning it clockwise until the syringe is secured. Do not over
tighten (Figure D).

Figure D

8. Remove the vial adapter from the plastic package (Figure E).

Figure E

9. Place the OBIZUR vial on a clean, flat, hard surface. Place the vial adapter over the
OBIZUR vial and firmly push the filtter spike of the vial adapter through the center of
the OBIZUR vial's rubber circle until the clear plastic cap snaps onto the vial (Figure
F).

Figure F



10.Push the plunger down to slowly inject all of the diluent from the syringe into the
OBIZUR vial.

11.Gently swirl (in a circular motion) the OBIZUR vial without removing the syringe until
all of the powder is fully dissolved (Figure G). The reconstituted solution should be
inspected visually for particulate matter before administration. Do not use if
particulate matter or discoloration is observed.

Figure G
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12.With one hand hold the vial and vial adapter, and with the other hand firmly grasp
the barrel of the pre-filled syringe and in a counterclockwise motion unscrew the
syringe from the vial adapter (Figure H).

Figure H
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13.Use OBIZUR within 3 hours after reconstitution when stored at room temperature.

2.3 Administration

For intravenous use after reconstitution only.
¢ Inspect the reconstituted OBIZUR solution for particulate matter and discoloration



prior to administration. The solution should be clear and colorless in appearance. Do
not administer if particulate matter or discoloration is observed.

e Do not administer OBIZUR in the same tubing or container with other medicinal
products for infusion.

1. Once all vials have been reconstituted, connect a large syringe to the vial adapter
by gently pushing the syringe tip down onto the luer lock in the center of the vial
adapter, and turning clockwise until the syringe is secured.

2. Invert the vial; push the air in the syringe into the vial and withdraw the
reconstituted OBIZUR into the syringe (Figure I).

Figure |
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3. Unscrew the large syringe counterclockwise from the vial adapter and repeat this
process for all reconstituted vials of OBIZUR until the total volume to be
administered is reached.

4. Administer the reconstituted OBIZUR intravenously at a rate of 1 to 2 mL per
minute.

3 DOSAGE FORMS AND STRENGTHS

OBIZUR is available as a white lyophilized powder in single-dose glass vials containing
nominally 500 units per vial.

4 CONTRAINDICATIONS

OBIZUR is contraindicated in patients:

e Who have had life-threatening hypersensitivity reactions to OBIZUR or its
components (including traces of hamster proteins).

e With congenital hemophilia A with inhibitors (CHAWI) due to the high incidence of
anamnestic reactions to human factor VIII (hFVIII) and porcine factor VIII (pFVIII)
[see Adverse Reactions (6.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Hypersensitivity reactions can occur with OBIZUR. OBIZUR contains trace amounts of



hamster proteins. Early signs of allergic reactions, which can progress to anaphylaxis,
include angioedema, chest-tightness, dyspnea, hypotension, wheezing, urticaria, and
pruritus. Immediately discontinue administration and initiate appropriate treatment if
allergic or anaphylactic-type reactions occur.

5.2 Inhibitory Antibodies

Inhibitory antibodies to OBIZUR have occurred in patients treated with OBIZUR. Lack of
efficacy could be due to inhibitory antibodies to OBIZUR.

Anamnestic reactions with rise in human factor VIII and/or recombinant factor VIlI,
porcine sequence inhibitors have also been reported in patients treated with OBIZUR.
These anamnestic rises also may result in a lack of efficacy.

Consider evaluating for presence of anti-recombinant porcine factor VIII (anti-rpFVIII)
antibodies prior to initiation of treatment with OBIZUR. In instances where positive anti-
rpFVIII antibody results are detected after treatment with OBIZUR s initiated, factor VIlII
levels may be used to decide whether treatment with OBIZUR should be continued [see
Warnings and Precautions (5.3)].

Monitor patients for the development of antibodies to OBIZUR by appropriate assays
[see Warnings and Precautions (5.3)]. If the plasma factor VIII level fails to increase as
expected, or if bleeding is not controlled after OBIZUR administration, suspect the
presence of an anti-porcine factor VIII antibody.

If such inhibitory antibodies are suspected and there is a lack of efficacy, consider
management options such as discontinuing OBIZUR and initiating other therapeutics
such as a Factor VIII bypassing agent.

5.3 Monitoring Laboratory Tests

e Perform one-stage clotting assay to confirm that adequate factor VIl levels have
been achieved and maintained [see Dosage and Administration (2)].

o Monitor factor VIII activity 30 minutes and 3 hours after initial dose.
o Monitor factor VIII activity 30 minutes after subsequent doses.

e Monitor the development of inhibitory antibodies to OBIZUR. Perform a Nijjmegen
Bethesda inhibitor assay with recombinant porcine factor VIII as substrate for
recombinant porcine factor VIII antibodies if expected plasma factor VIII activity
levels are not attained or if bleeding is not controlled with the expected dose of
OBIZUR. Use Bethesda Units (BU) to report inhibitor levels. Contact Takeda
Pharmaceuticals U.S.A., Inc. at 1-877-TAKEDA-7 (1-877-825-3327) if additional
information is needed regarding testing.

6 ADVERSE REACTIONS

Common adverse reactions observed in greater than 5% of subjects in the clinical trial
were development of inhibitors to porcine factor VIII.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction
(AR) rates observed in the clinical trials of a drug cannot be directly compared to rates in
the clinical trials of another drug and may not reflect the rates observed in clinical



practice.

The safety and efficacy of OBIZUR was evaluated in a multi-center, prospective, open-
label, clinical trial that investigated adult patients with acquired hemophilia A. Twenty-nine
adult subjects were enrolled in the study, received at least one dose of OBIZUR and
were evaluable for safety [see Clinical Studies (14)]. Of the 29 adult subjects, 10 were
between the ages of 42 and 65, and 19 were 65 years of age or older (18 Caucasian, 6
African-American, and 5 Asian). Ten (34%) subjects were female.

Immunogenicity: Anti-Drug Antibody-Associated Adverse Reactions

All subjects were monitored for development of inhibitory antibodies to OBIZUR using
the Nijmegen modification of the Bethesda inhibitor assay. A subject was considered to
have developed an OBIZUR inhibitor if the titer was =0.6 Bethesda Units (BU)/mL.

Acquired Hemophilia A

Of the 29 subjects treated with OBIZUR, 19 subjects were negative for anti-porcine
factor VIII antibodies at baseline. Five of the 19 (26%) developed anti-porcine factor VIII
antibodies following exposure to OBIZUR. Serious adverse drug reactions (ADRs)
occurred in 9 subjects. Two subjects (6.9%) developed anti-porcine FVIII inhibitors (=0.6
Bethesda Units). Seven subjects (24.1%) developed anamnestic reactions with a rise
=10 BU in human factor VIlII and/or recombinant factor VIII, porcine sequence
inhibitors. At 24 hours after initial dose, OBIZUR was effective in 9/10 patients with
baseline anti-porcine antibodies (and partially effective in 1/10 patients) and was effective
in all 5 with de novo anti-porcine antibodies.

All subjects were also monitored for development of binding antibodies to baby hamster
kidney (BHK) protein by a validated sequential ELISA (enzyme-linked immunosorbent
assay). No patients developed de novo anti-BHK antibodies.

The detection of antibody formation is highly dependent on the sensitivity and specificity
of the assay. Additionally, the observed incidence of antibody (including neutralizing
antibody) positivity in an assay may be influenced by several factors, including assay
methodology, sample handling, timing of sample collection, concomitant medications,
and underlying disease. For these reasons, comparison of the incidence of antibodies to
OBIZUR with the incidence of antibodies to other products may be misleading.

Congenital Hemophilia A with Inhibitors

In the clinical study of OBIZUR in patients with congenital hemophilia A with FVIII
inhibitors (CHAWI) undergoing surgery, out of 8 adult patients evaluable for safety
analysis a total of 5 subjects experienced anamnestic reactions [see Contraindications
(4)].

A total of 5 (62.5%) subjects who underwent major surgeries reported anamnestic
reactions with a rise =10 BU in human factor VIII and/or recombinant factor VIlII,
porcine sequence inhibitors (see Table 2). 3 (37.5%) subjects developed anamnestic
reactions to human Factor VIII (hFVIII) and porcine Factor VIII (pFVIII), 2 (25.0%)
subjects developed anamnestic reactions to hFVIIl. The highest increases in antibody
levels reported are from 15.4 at baseline to 1039.6 BU for hFVIII and from 2.6 to 335.8
BU for pFVIII. Inhibitory antibodies may result in lack of efficacy.

Table 2 Titer Levels of Subjects Experiencing Anamnestic Reactions



hFVIII Inhibitors Obizur pFVIll Inhibitors
Titers (BU/mL) Titers (BU/mL)
Day 14 End of the . ... End of the
Visit  Study Visit SaselineDay 14 Visit o, visit
Subject 1 1.3 1.2 (D3) 38.1/39.9 <0.6 <0.6 (D3) 29.3/38.8

Subjects
Baseline

. 1039.6
Subject2  15.4 P 2.6 0.7 (D5) 327.3/335.8
Subject3 3.3  19.9(D20)  23.3 56  36.1(D20) 30.5
Subjectd 2.6 16.6 12.1 <0.6 1 0.9
<0.6
Subject5 4. >8(D3)/488 - 4504 1.7  (D3)/285.9  280.5
(D16) LGS

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no data with OBIZUR use in pregnant women to inform a drug-associated
risk. There are no adequate and well-controlled studies in pregnant women. Animal
reproduction studies have not been conducted with OBIZUR. It is also not known
whether OBIZUR can cause fetal harm when administered to a pregnant woman or can
affect reproduction capacity.

In the U.S. general population, the estimated background risk for major birth defects
and miscarriage in clinically recognized pregnancies is 2 to 4% and 15 to 20%,
respectively.

8.2 Lactation

Risk Summary

There is no information regarding the presence of OBIZUR in human milk, the effect on
the breastfed child, or the effects on milk production.

The developmental and health benefits of breastfeeding should be considered along with
the mother's clinical need for OBIZUR and any potential adverse effects on the
breastfed child from OBIZUR or from the underlying maternal condition.

8.4 Pediatric Use
The safety and efficacy of OBIZUR have not been established in pediatric patients.

8.5 Geriatric Use

Of the 29 subjects within the trial, the average age was 70 years of age. Nineteen
subjects were 65 years of age or older. Clinical studies suggest that OBIZUR is safe and
effective in the adult population [see Adverse Reactions (6) and Clinical Studies (14)].
While no differences were observed between geriatric and adult responses to OBIZUR,
these findings are inconclusive given the small number of subjects enrolled in either

group.



Dose adjustments in the geriatric population have not been studied. Specific hazards
associated with the concomitant use of OBIZUR with other drugs in the elderly
population have not been studied in the clinical trial.

11 DESCRIPTION

The active ingredient in OBIZUR is a recombinant (r) analogue of porcine factor VIlI
(pFVIII) with an approximate molecular weight of 170 kDa. The rpFVIII molecule in
OBIZUR is a glycoprotein containing a 90 kDa heavy chain and a 80 kDa light chain. The
B-domain normally present in naturally occurring porcine factor VIII has been replaced
with a twenty-four amino acid linker. Once activated, the resulting rpFVlila has a
comparable activity to the endogenous human FVllla.

OBIZUR is expressed in a genetically engineered baby hamster kidney (BHK) cell line
which secretes rpFVIll into the cell culture medium, and the rpFVIII protein is purified
using a series of chromatography and filtration steps. The production process includes
two dedicated viral clearance steps - a solvent/detergent treatment step for viral
inactivation and a nanofiltration step through a series of two 15-nm filters for removal of
viruses. No additives of human or animal origin are used in the formulation of OBIZUR.

OBIZUR is formulated as a sterile, non-pyrogenic, lyophilized powder for intravenous
injection after reconstitution with the diluent (Sterile Water for Injection). OBIZUR is
available in single-dose vials that nominally contain 500 units (U) per vial. When
reconstituted with the diluent, the product contains the following components per mL:
8.8 mg sodium chloride, 0.04 mg Tris-base, 0.73 mg Tris-HCI, 1.47 mg tri-sodium citrate
dehydrate, 0.15 mg calcium chloride dehydrate, 1.9 mg sucrose, and 0.05 mg
polysorbate 80.

Each vial of OBIZUR is labeled with the actual rpFVIII activity expressed in units
determined by a one-stage clotting assay, using a reference rpFVIIlI material calibrated
against the World Health Organization (WHO) 8th International Standard for human FVII|
concentrates. The specific activity of OBIZUR is in the range of 11000 to 18000 U per
milligram of protein. The potency values of OBIZUR determined by the chromogenic
assay vary and are approximately 20 to 50% lower than those of the one-stage clotting
assay.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

OBIZUR temporarily replaces the inhibited endogenous factor VIII that is needed for
effective hemostasis in patients with acquired hemophilia A.

12.2 Pharmacodynamics

Patients with acquired hemophilia A (AHA) have normal factor VIII genes but develop
autoantibodies against their own factor VIl (i.e., inhibitors). These autoantibodies
neutralize circulating human factor VIII and create a functional deficiency of this
procoagulant protein. AHA results in a prolonged clotting time as measured by the
activated partial thromboplastin time (aPTT) assay, a conventional in vitro test for
biological activity of factor VIII. Treatment with OBIZUR should normalize the aPTT



during treatment; however, aPTT normalization should not be used as a measure of
efficacy.

12.3 Pharmacokinetics

A formal pharmacokinetic study of OBIZUR in patients diagnosed with AHA has not been
conducted. There are insufficient pharmacokinetic data in patients treated with OBIZUR.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term studies in animals to evaluate the carcinogenic potential of OBIZUR, or
studies to determine genotoxicity and the effects of OBIZUR on fertility, have not been
performed.

14 CLINICAL STUDIES

The efficacy of OBIZUR for the treatment of serious bleeding episodes in subjects with
acquired hemophilia A was investigated in a prospective, open-label trial (N=29). The trial
was conducted in 18 Caucasian, 6 African-American, and 5 Asian subjects diagnosed
with acquired hemophilia A (AHA), having auto-immune inhibitory antibodies to human
factor VIII, and experiencing serious bleeding episodes that required hospitalization.
Subjects with a prior history of bleeding disorders other than AHA, anti-porcine factor
VIII antibody titer >20 Bethesda Units (BU), or in whom the bleeding episode was judged
likely to resolve on its own were excluded. One subject was considered evaluable at
study entry; however, it was later determined that this subject did not have AHA, leaving
28 subjects evaluable for efficacy.

An initial dose of 200 units per kg OBIZUR was administered to subjects for the
treatment of life- or limb-threatening initial bleeding episodes. Patients were treated with
OBIZUR until resolution of bleeding or dosing was continued at the physician's discretion
according to the clinical assessment. These bleeding episodes included 19 intramuscular
or joint bleeding episodes, 4 post-surgical bleeding episodes, 2 intracranial episodes, 2
surgeries, 1 retroperitoneal hemorrhage, and 1 periorbital bleed. Hemostatic response
was assessed by the study site investigator at specified time points after initiation of
OBIZUR treatment using a pre-specified rating scale that was based on subjective clinical
assessments combined with objective factor VIII activity levels achieved. An assessment
of effective or partially effective was considered as a positive response (see Table 3 for
definitions).

Table 3 Response to OBIZUR Treatment Evaluation

Factor
Assessment Control of .
of efficacy bleeding Clinical Assessment VIIl Response
levels
Effective  bleeding stopped clinical control =>50% positive

clinical stabilization or
bleeding reduced improvement; or alternative =20% positive
reason for bleeding

Partially
effective



bleeding slightly

Poor!y reduced or not clinically stable <50% negative
effective
unchanged
bleeding

Not effective Clinically deteriorating <20% negative

worsening

Of the 28 subjects evaluable for efficacy, all subjects had a positive response to
treatment for the initial bleeding episodes at 24 hours after dosing. A positive response
was observed in 95% (19/20) of subjects evaluated at 8 hours and 100% (18/18) at 16
hours.

In addition to response to treatment, the overall treatment success was determined by
the investigator based on his/her ability to discontinue or reduce the dose and/or dosing
frequency of OBIZUR. A total of 24/28 (86%) had successful treatment of the initial
bleeding episode. Of those subjects treated with OBIZUR as first-line therapy, defined as
no immediate previous use of anti-hemorrhagic agents prior to the first OBIZUR
treatment, 16/17 (94%) had eventual treatment success reported. Eleven subjects were
reported to have received anti-hemorrhagics (e.g., rFVlla, activated prothrombin-
complex concentrate, tranexamic acid) prior to first treatment with OBIZUR. Of these
11 subjects, eight had eventual successful treatment (73%).

The median dose per infusion to successfully treat the primary bleeding episode was
133 units per kg and a median total dose of 1523 units per kg. In the initial 24-hour
period, a median of 3 infusions (median dose 200 U/kg) were utilized in the clinical study.
When treatment was required beyond 24 hours, a median of 10.5 infusions (median
dose 100 U/kg) were given for a median of 6 days to control a bleeding episode.

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

OBIZUR is supplied as a white lyophilized powder in single-dose vials in the following
package size:

Table 4 Supplied package size

Nominal Package

Strength Size Kit NDC

500 units 1-vial 0944-5001-
package 01

Each package contains one package insert and one of each of the components listed
below:

e Single-dose vial of OBIZUR [NDC 0944-5011-01]

e Pre-filled syringe with 1 mL Sterile Water for Injection [NDC 0944-0011-01]

e Vial adapter with filter

The actual amount of OBIZUR in units is stated on the label of each vial.

Not made with natural rubber latex.



Storage and Handling

Store OBIZUR at refrigeration temperature of 2° to 8°C [36° to 46°F]. Do not freeze.
Store vials in the original package to protect from light.

Do not use beyond the expiration date printed on the carton or vial.

Use OBIZUR within 3 hours after reconstitution. Discard any unused reconstituted
product if not used within 3 hours after reconstitution.

e Do not use OBIZUR if the reconstituted solution is cloudy or has particulate matter.

17 PATIENT COUNSELING INFORMATION

Inform patients:

e of early signs and symptoms of hypersensitivity reactions (including angioedema,
chest tightness, dyspnea, hypotension, wheezing, urticaria and pruritus) and
anaphylaxis. Instruct patients to discontinue use and contact their physician.

e that new or increase in existing inhibitory antibodies to OBIZUR may develop and this
may result in a lack of control of their bleeding.

e to report any adverse reactions or problems following OBIZUR administration to their
physician or healthcare provider.

Takeda Pharmaceuticals U.S.A., Inc.
Lexington, MA 02421 USA
U.S. License No. 1898

OBIZUR® is a registered trademark of Baxalta Incorporated, a Takeda company.
TAKEDA® and the TAKEDA Logo® are registered trademarks of Takeda Pharmaceutical
Company Limited.
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PRINCIPAL DISPLAY PANEL - Kit Carton
NDC 0944-5001-01

OBIZUR
Antihemophilic Factor
(Recombinant), Porcine Sequence

Single-dose vial, lyophilized powder for solution

For Intravenous Administration After
Reconstitution Only

500
units
range*

Rx Only
* Refer to actual potency
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

OBIZUR 500 U powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each powder vial contains nominally 500 units of B domain deleted antihaemophilic factor VIII
(rDNA), porcine sequence, susoctocog alfa.

OBIZUR contains approximately 500 U/ml of susoctocog alfa after reconstitution.

The potency (U) is determined using the one-stage coagulation assay (OSCA). The specific activity of
OBIZUR is approximately 10,000 U/mg protein.

OBIZUR (antihaemophilic factor VIII (rDNA), porcine sequence) is a purified protein that
has 1448 amino acids with an approximate molecular mass of 175 kDa.

It is produced by recombinant DNA technology in baby hamster kidney (BHK) cells. The BHK cells
are cultured in media that contains foetal bovine serum. The manufacturing process is free of human

serum and human protein products and does not contain any additional animal derived materials.

Excipient(s) with known effect

Each vial contains 4.6 mg (198 mM) sodium per ml of reconstituted solution.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Powder and solvent for solution for injection.
The powder is white.

The solvent is clear and colourless.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Treatment of bleeding episodes in patients with acquired haemophilia caused by antibodies to
factor VIIL

OBIZUR is indicated in adults.
4.2 Posology and method of administration

Treatment with OBIZUR should be under the supervision of a physician experienced in the treatment
of haemophilia (see section 4.4).



Treatment monitoring

The product is for in-patient administration only. It requires clinical supervision of the bleeding status
of the patient.

During the course of treatment, appropriate determination of factor VIII levels is advised to guide the
dose to be administered and the frequency of repeated infusions (see section 4.4). Individual patients
may vary in their response to factor VIII, demonstrating different half-lives and recoveries. Dose
based on bodyweight may require adjustment in underweight or overweight patients.

In the case of major surgical interventions in particular, precise monitoring of the substitution therapy
by means of coagulation analysis (plasma factor VIII activity) is indispensable.

When using an in vitro thromboplastin time (aPTT)-based one stage clotting assay for determining
factor VIII activity in patients’ blood samples, plasma factor VIII activity results can be significantly
affected by both the type of aPTT reagent and the reference standard used in the assay. Also there can
be significant discrepancies between assay results obtained by aPTT-based one stage clotting assay
and the chromogenic assay according to Ph. Eur. This is of importance particularly when changing the
laboratory and/or reagents used in the assay.

Posology

The dose, frequency, and duration of the therapy with OBIZUR depend on the location, extent and
severity of the bleeding episode, target factor VIII activity, and on the patient’s clinical condition.

The number of units of factor VIII administered is expressed in Units (U) that are derived from an
in-house standard that has been calibrated with the current World Health Organisation (WHO)
standard for factor VIII products. One Unit (U) of factor VIII activity is equivalent to that quantity of

factor VIII in one ml of normal human plasma.

The recommended initial dose is 200 U per kilogram bodyweight, given by intravenous injection (see
section 6.6).

The required initial dose of OBIZUR for a patient is calculated using the following formula:
Initial dose (U/kg) + Medicinal product strength (U/vial) x Body weight (kg) = Number of vials

e.g. for a 70 kg patient the number of vials for an initial dose will be calculated as follows:
200 U/kg + 500 U/vial x 70 kg = 28 vials

Monitor factor VIII activity and clinical condition 30 minutes after the first injection and 3 hours after
administering OBIZUR.

Monitor factor VIII activity immediately prior to and 30 minutes after subsequent doses and refer to
the table below for recommended target factor VIII trough levels.

The one-stage clotting assay for factor VIII is recommended as it has been used in determination of
the potency of OBIZUR and the mean recovery rate (see section 4.4 and 5.2).

The dose and frequency of administration should be based on results of factor VIII activity (to be
maintained within recommended limits) and on the clinical response achieved.

If testing of anti-rpF VIII antibodies is negative at baseline, a dose lower than the recommended
200 U/kg may be used as the initial treatment dose. Clinical response should be closely monitored as

dosing below 200 U/kg has been associated with a lack of efficacy (see section 4.4).

Efficacy and safety data in patients with acquired haemophilia are limited (see section 5.1).



Initial phase

Type of bleeding Target factor VIII Initial Subsequent Frequency and
trough activity (units | dose dose duration of
per dL or % of (units per subsequent dosing
normal) kg)
Mild and moderate
superficial muscle /
no neurovascular > 50% Titrate
compromise and subsequent Dose
Joint bleeding doses based on | S 4to 12 hours,
Major moderate to clinical fre.quency may be
severe 200 response and to a?]gsteld based on
intramuscular, maintain target Zrigl;?e;:ii odnse
retroperitoneal, factor VIII .
gastrlc))intestinal, > 80% trough activity factor VIII activity
intracranial
bleeding
Healing phase

Once bleeding has responded, usually within the first 24 hours, continue OBIZUR with a dose that
maintains the trough factor VIII activity at 30-40% until bleeding is controlled. The maximum blood
factor VIII activity must not exceed 200%.

The length of treatment depends on clinical judgement.
Paediatric population
The safety and efficacy of OBIZUR in children and adolescents aged below 18 years with acquired

haemophilia have not yet been established. No data are available.

Method of administration

Intravenous use.

The total volume of reconstituted OBIZUR should be administered at a rate of 1 to 2 mL per minute.

For instructions on reconstitution of the medicinal product before administration, see section 6.6.

4.3 Contraindications

. Hypersensitivity to the active substance, hamster protein, or to any of the excipients listed in
section 6.1.

. Congenital Haemophilia A with Inhibitors (CHAWI) (see section 5.1).

4.4 Special warnings and precautions for use

Dosing

Initial dosing below the recommended 200 U/kg has been associated with lack of efficacy (see section
4.2).



Traceability

In order to improve traceability of biological medicinal products, the name and the batch number of
the administered medicinal product should be clearly recorded.

Hypersensitivity

Allergic type hypersensitivity reactions are possible with OBIZUR. The medicinal product contains
trace amounts of hamster proteins.

If symptoms of hypersensitivity occur, patients should be advised to discontinue use of the medicinal
product immediately and contact their physician. Patients should be informed of the early signs of
hypersensitivity reactions including hives, generalised urticaria, tightness of the chest, wheezing,
hypotension, and anaphylaxis.

In case of shock, standard medical treatment for shock should be implemented.
Inhibitors

It is recommended to test for anti-rpFVIII antibodies prior to initiation of treatment with OBIZUR.
Treatment may be started at physician’s discretion prior to receiving the result of this test. Treatment
decisions can be further supported by monitoring factor VIII levels. Inhibitory antibodies against
porcine factor VIII (measured using a modification of the Nijmegen variation of the Bethesda assay)
were detected before and after exposure to OBIZUR. Lack of efficacy could be due to inhibitory
antibodies to OBIZUR. Inhibitor titres of up to 29 Bethesda units were recorded at baseline yet
patients responded positively to OBIZUR. It is recommended that treatment should be based on
clinical judgement and not based on detection of inhibitory antibodies by the Bethesda assay.

Anamnestic reactions with rise in human factor VIII and/or porcine factor VIII inhibitors have also
been reported in patients treated with OBIZUR. These anamnestic rises may result in lack of efficacy.
If such inhibitory antibodies to OBIZUR are suspected and there is a lack of efficacy, consider other
therapeutic options.

There is a lack of clinical information on the development of inhibitory antibodies to OBIZUR
following repeated administration. Therefore, OBIZUR must only be administered when considered
clinically necessary. Extensive cutaneous purpura do not necessarily require treatment.

OBIZUR is produced by recombinant DNA technology in baby hamster kidney cells. Antibodies to
baby hamster kidney cell protein were not detected in patients after exposure to OBIZUR.

Cardiovascular events
In patients with existing cardiovascular risk factors, substitution therapy with FVIII may increase the
cardiovascular risk.

Thromboembolic events
High and sustained factor VIII activity in blood may predispose to thromboembolic events. Those with
pre-existing cardiovascular disease and the elderly are at particular risk.

Treatment monitoring

Factor VIII activity determined by the chromogenic assay is generally lower than factor VIII activity
determined by the one-stage clotting assay. Measurement of factor VIII activity must always be
carried out using the same assay methodology on any one patient. The one-stage assay is
recommended because it has been used in determination of the potency and the mean recovery rate of
OBIZUR (see sections 4.2 and 5.2).




Sodium content

OBIZUR contains 4.6 mg sodium in 1 mL of reconstituted solution in each vial, equivalent to 0.23%
of the WHO recommended maximum daily intake of 2 g sodium for an adult. Multiple vials must be
taken per dose.

E.g., a 70 kg patient using the recommended 200 U/kg dose would require 28 vials which results in a
sodium intake of 128.8 mg per treatment. This is equivalent to 6.44% of the WHO recommended
maximum daily intake of 2 g of sodium for an adult.

4.5 Interaction with other medicinal products and other forms of interaction

No interactions of OBIZUR with other medicinal products have been reported.

4.6 Fertility, pregnancy and lactation

Animal reproduction studies have not been conducted with OBIZUR. Experience regarding the use of
OBIZUR during pregnancy and breast-feeding is not available. Therefore, OBIZUR should be used
during pregnancy and lactation only if clearly indicated.

4.7 Effects on ability to drive and use machines

OBIZUR has no or negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

Summary of the safety profile:

Hypersensitivity or allergic reactions (which may include angioedema, burning and stinging at the
injection site, chills, flushing, generalized urticaria, headache, hives, hypotension, lethargy, nausea,
restlessness, tachycardia, tightness of the chest, tingling, vomiting, wheezing) are possible and may
progress to severe anaphylaxis (including shock) (see section 4.4).

Patients with acquired haemophilia may develop inhibitory antibodies to porcine factor VIII.
Inhibitory antibodies, including anamnestic responses, may result in a lack of efficacy.

Tabulated list of adverse reactions:

The table presented below is according to the MedDRA system organ classification (SOC and
preferred term level). In the clinical study of OBIZUR for acquired haemophilia, 29 adult patients
were evaluable for safety. Nineteen subjects did not have a detectable anti-porcine factor VIII inhibitor
titer at baseline (< 0.6 BU/mL). Of the 19 subjects, twelve had no detectable anti-porcine factor VIII
titer post-treatment, five had an increase in titer (> 0.6 BU/mL), and two subjects had no post-
treatment samples analysed and seven subjects developed anamnestic reactions with a rise > 10 BU in
human factor VIII and/or recombinant factor VIII porcine sequence inhibitors.

Frequencies have been evaluated according to the following convention: very common (>1/10),
common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (>1/10,000 to <1/1,000), very rare
(<1/10,000), not known (cannot be estimated from the available data).

System organ class Adverse reaction Frequency
Investigations Positive test for inhibitory Common
antibodies against porcine
factor VIII (see section 4.4)
Immune system disorders Anamnestic reaction Very common




Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions the national reporting system listed
in Appendix V.

4.9 Overdose

The effects of higher than recommended doses of OBIZUR have not been characterised.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antihaemorrhagics, blood coagulation factors, ATC code: BO2BD14

Mechanism of action

OBIZUR is a recombinant, B-domain deleted, porcine sequence factor VIII (susoctocog alfa). It is a
glycoprotein.

Immediately after release in the patient’s circulation, factor VIII binds to von Willebrand factor
(vWF). The factor VIII/von Willebrand factor complex consists of two molecules (factor VIII and von
Willebrand factor) with different physiological functions. Activated factor VIII acts as a cofactor for
activated factor IX, accelerating the conversion of factor X to activated factor X, which ultimately
converts prothrombin into thrombin. Thrombin then converts fibrinogen into fibrin and a clot can be
formed.

Acquired haemophilia is a rare bleeding disorder in which patients with normal factor VIII genes
develop inhibitory autoantibodies directed against factor VIII. These autoantibodies neutralise
circulating human factor VIII thus creating a deficiency of available factor VIII. Circulating antibodies
(inhibitors) targeted against human factor VIII have minimal or no cross reactivity against OBIZUR.
OBIZUR temporarily replaces the inhibited endogenous factor VIII that is needed for effective
haemostasis.

Clinical efficacy and safety

The safety and efficacy of OBIZUR for the treatment of serious bleeding episodes in patients with
acquired haemophilia with autoimmune inhibitory antibodies to human factor VIII was investigated in
a prospective, non-randomised, open-label study of 28 patients (18 caucasian, 6 black, and 4 asian).
The study included patients presenting with life and / or limb threatening bleeding requiring
hospitalisation.

All initial bleeding episodes had a positive response to treatment at 24 hours after initial dosing as
assessed by the primary investigator. A positive response was one where bleeding had stopped or was
reduced, with clinical improvement or with factor VIII activity above a pre-specified target.

A positive response was observed in 95% (19/20) of patients evaluated at 8 hours and 100% (18/18)

at 16 hours. In addition to response to treatment, the overall treatment success was determined by the
investigator based on his/her ability to discontinue or reduce the dose and/or dosing frequency of
OBIZUR. A total of 24/28 (86%) had successful control (resolution) of the initial bleeding episode. Of
those patients treated with OBIZUR as first-line therapy, defined as no immediate previous use of
anti-haemorrhagic agents prior to the first OBIZUR treatment, 16/17 (94%) had eventual treatment
success reported. Eleven patients were reported to have received anti-haemorrhagic agents (e.g.



rFVIla, activated prothrombin-complex concentrate, tranexamic acid) prior to first treatment with
OBIZUR. Of these 11 patients, eight had eventual successful treatment (73%).

The median dose per injection to successfully treat the primary bleed was 133 U/kg and the median
total dose was 1523 U/kg for a median of 6 days. The median number of daily infusions per patient
was 1.76 (range: 0.2 to 5.6). In the initial 24 hours period, the median total dose of 493 U/kg were
utilised in the clinical study with a median of 3 infusions. When treatment was required

beyond 24 hours, a median total dose of 1050 U/kg were utilised with a median of 10.5 infusions
(median dose 100 U/kg) to control a bleeding episode.

In the clinical study of OBIZUR for acquired haemophilia, 29 adult patients were evaluable for safety.
Nineteen subjects did not have a detectable anti-porcine factor VIII inhibitor titer at baseline

(< 0.6 BU/mL). Of the 19 subjects, twelve had no detectable anti-porcine factor VIII titer post-
treatment, five had an increase in titer (> 0.6 BU/mL), and two subjects had no post-treatment samples
analysed and seven subjects developed anamnestic reactions with a rise > 10 BU in human factor VIII
and/or recombinant factor VIII porcine sequence inhibitors.

In the clinical study of OBIZUR in patients with congenital haemophilia A with FVIII inhibitors
(CHAWI) undergoing surgery, out of 8 adult patients evaluable for safety analysis a total of 5 subjects

experienced anamnestic reactions.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
OBIZUR in all subsets of the paediatric population in treatment of acquired haemophilia (see
section 4.2 for information on paediatric use).

This medicinal product has been authorised under ‘exceptional circumstances’. This means that due to
the rarity of the disease it has not been possible to obtain complete information on this medicinal

product.

The European Medicines Agency will review any new information which may become available every
year and this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties

Pharmacokinetic data from 5 patients with acquired haemophilia whilst in a non-bleeding state are
presented in table 1.

Table 1: Individual pharmacokinetic data for factor VIII activity after administration of the
final dose of OBIZUR to 5 patients with acquired haemophilia. Patients were in a
non-bleeding state. Factor VIII activity was measured by the one-stage clotting assay.

Dose Baseline AUCy

o/ .

Patient | Dose (U) | (k&) ;‘fggg t(h) | Tux (h) ‘?,Z) ‘?E/Jo(?t")" (%o-t)

(%)

I 5000 767 89 17 0.42 213 3124 | 4983

2 2034 30.0 18 46 0.42 100 694 712

3 7540 | 1442 3 53 0.45 74 473 492

4 9720 | 2068 0 18 0.50 53 122 135

5 10000 | 1333 | N/A 42 0.75 178 1583 | 1686

max = maximum observed % activity; AUCy.; = area under the concentration-time curve from
time O to the last measurable concentration; AUCy.» = area under the concentration-time curve from




time 0 extrapolated to infinity; t,, = terminal half-life; Tmax = time of maximum observed % activity,
N/A =not available.

The mean recovery rate after the initial dose of 200 U/kg was 1.06 = 0.75 U/ml per U/kg
(range 0.10-2.61) measured with the one stage coagulation assay.

Although factor VIII activity determined by the chromogenic assay is generally lower than the
factor VIII activity determined by the one-stage clotting assay, post-infusion factor VIII activities in
patients with acquired haemophilia in clinical study OBI-1-301 tended to be higher when determined
with the chromogenic assay than with the one-stage clotting assay (see section 4.4).

Inhibitory antibodies against OBIZUR were measured using a modification of the Nijmegen variation
of the Bethesda assay method. Three patients included in pharmacokinetic analysis had a detectable
anti-porcine factor VIII inhibitor titre at baseline (> 0.6 Bethesda Units (BU)/mL). Three of the

five patients had no detectable anti-porcine factor VIII titres post-treatment (< 0.6 BU/mL based on
the last reported result); two patients had a detectable anti-porcine factor VIII titre (> 0.6 BU/mL).

The mean half-life of OBIZUR in nine evaluable patients in the bleeding state was (about) 10 hours
(range 2.6 to 28.6 hours).

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology or repeated dose toxicity. However, in repeated dose toxicity studies, the incidence and
severity of glomerulopathy observed in monkeys intravenously administered OBIZUR at doses

of 75, 225, and 750 U/kg/day tended to increase over time.

Animal reproduction studies have not been conducted with OBIZUR.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Polysorbate 80

Sodium chloride

Calcium chloride dihydrate
Sucrose

Trometamol

Trometamol hydrochloride
Sodium citrate

Solvent
Water for injections

6.2 Incompatibilities

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

6.3  Shelf life
30 months.

The reconstituted solution should be used immediately, but no longer than 3 hours after reconstitution.



6.4 Special precautions for storage

Store in a refrigerator (2°C—8°C). Do not freeze.

For storage conditions after reconstitution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

One pack of OBIZUR contains 1, 5 or 10 each of the following:

o powder vials (type I glass) with a stopper (butyl rubber coated with FluroTec®) and a flip-off
seal;

o pre-filled (type I glass) syringes with a stopper (bromobutyl rubber coated with FluroTec® foil
on the contact side), a bromobutyl rubber tip cap and a Luer lock adapter;

o fluid transfer device with an integral plastic spike.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

After reconstitution, the solution is clear, colourless, free from particles and has a pH of 6.8 to 7.2. The
osmolality of the formulation buffer ranges between 59 and 65 10% mOsm/kg H20.

Reconstituted medicinal product should be inspected visually for particulate matter and discolouration
prior to administration. Solutions with particles or discolouration must not be administered.

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

Preparation

Before starting reconstitution, you will need the following:

o Calculated number of powder vials;

o Same number of 1 mL solvent syringes and sterile vial adapters;

o Alcohol swabs;

o Large sterile syringe to contain the final volume of reconstituted product.

The procedures below are provided as general guidelines for the preparation and reconstitution of
OBIZUR. Repeat following reconstitution instructions for each powder vial to be reconstituted.

Reconstitution
Use aseptic technique during the reconstitution procedure.

Bring the OBIZUR powder vial and the pre-filled solvent syringe to room temperature.
Remove the plastic cap from the OBIZUR powder vial (figure A).

Wipe the rubber stopper with an alcohol swab (not supplied) and allow it to dry prior to use.
Peel back the cover of the vial adapter package (figure B). Do not to touch the Luer lock (tip) in
the centre of the vial adapter. Do not remove the vial adapter from the package.

Place the vial adapter package on a clean surface with the Luer lock pointing up.

Snap off the tamper resistant cap of the pre-filled solvent syringe (figure C).

7. While firmly holding the vial adapter package connect the pre-filled solvent syringe to the vial
adapter by pushing the syringe tip down onto the Luer lock in the centre of the vial adapter, and
turning it clockwise until the syringe is secured. Do not over tighten (figure D).

Remove the plastic package (figure E).

9. Place the OBIZUR powder vial on a clean, flat, hard surface. Place the vial adapter over the
OBIZUR powder vial and firmly push the filter spike of the vial adapter through the centre of

b
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10.

11.

12.

13.

Figure A

the OBIZUR powder vial’s rubber circle until the clear plastic cap snaps onto the vial

(figure F).

Push the plunger down to slowly inject all of the diluent from the syringe into the OBIZUR
powder vial.

Gently swirl (in a circular motion) the OBIZUR powder vial without removing the syringe until
all of the powder is fully dissolved /reconstituted (figure G). The reconstituted solution should
be inspected visually for particulate matter before administration. Do not use if particulate
matter or discolouration is observed.

With one hand hold the vial and vial adapter, and with the other hand firmly grasp the barrel of
the pre-filled solvent syringe and in a counterclockwise motion unscrew the syringe from the
vial adapter (figure H).

Use OBIZUR immediately and within 3 hours after reconstitution when stored at room
temperature.

Figure C

Administration

For intravenous injection only.

Inspect the reconstituted OBIZUR solution for particulate matter and discolouration prior to
administration. The solution should be clear and colourless in appearance. Do not administer if
particulate matter or discolouration is observed.

Do not administer OBIZUR in the same tubing or container with other medicinal products for
injection.

Using aseptic technique, administer using the following procedure:

1.

Once all vials have been reconstituted, connect a large syringe to the vial adapter by gently
pushing the syringe tip down onto the Luer lock in the centre of the vial adapter, and turning
clockwise until the syringe is secured.
Invert the vial; push the air in the syringe into the vial and withdraw the reconstituted OBIZUR
into the syringe (figure I)
Unscrew the large syringe counterclockwise from the vial adapter and repeat this process for all
reconstituted vials of OBIZUR until the total volume to be administered is reached.
Administer the reconstituted OBIZUR intravenously at a rate of 1 to 2 mL per minute.

Figure I
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BNA T L, BWRRE I mL H7-0F U v A46mg (198 mM) ZE5HT 5,

W O—EIZONWTIL 6.1 HASROZ L,

3. H®

TR e OV PRV
BRIIAGTH D,
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ARSI ABRGHTH 2, BEHEOHMREZERRMICERT 208 S 5,

BHEBLONERG OME ZRard 5720, BH5HMP I mgEEE s VI K142 @m i
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K 29 XEARALHAL (BU) DA b ¥ —DHfinicsgkIni=m»n, B#FIT OBIZUR (A %7
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HEFIZEY EBFSICEL R WAREME NS D, OBIZUR (X925 Z D X 5 72 EH
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BopRElE 1.76 [a] (P : 0.2~5.6 [0]) TH o7z, BERBRICBW T, KD 24 BRI
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SN o7= (0.6 BU/mL Aii) , #5519 il 12 B ClIs 541207 & mkkEEE 2 VI
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RN EE S T 1L, BRI AR OIRRICB T A/NREEEZXNSRE LT _XRTOY Ty b
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WTIH42BAZSROZ L) |
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#1: BREOFRESE 5HICBIT 5 OBIZUR &K ABKRE% OMIKERES VI K FIEHER
WEET — 4% (BEFIIEHMIRECTH Y, MREESE VI KAEMERERE—BEIC X D HIE
L7, )
BE |HE (L) AE | _—25 42| tu(@) | Tmax(h) | Amax AUCot | AUCo
(Ukg) |b bIMRERES (%) (%-t) (%-t)
VI &5
(%)
1 5000 76.7 89 17 0.42 213 3124 4988
2 2934 30.0 18 4.6 0.42 100 694 712
3 7540 144.2 3 53 0.45 74 473 492
4 9720 206.8 0 1.8 0.50 53 122 135
5 10000 133.3 N/A 4.2 0.75 178 1583 1686

Ama= I EIETEE, AUC). =% G- 0 IFfH] > D e #& E B T RE R A5 S C oD I 5% o i JEE - e ] b T T 55
AUC = 5% 0 WFfi]7> & MERRACHER] % C o4 i BE-Rr T h AR R R, o= ARARIC IS 1 D TH R
B Toa=e TG TEIEENER R, N/A=RZ 472 L

EE — BIE THRIE L7z 200 Ukg FlEH 5-% O ) EIERIT 1.06+0.75 (U/mL)/(U/kg) (il
0.10~2.61) TH -7z,

FE A AR E CHIE SV IR EEE S VI (K-35 — %R0 e [ — B ik ClllE &z
MAREEE S VI K F7EME L 0 RS, OBI-1-301 #RBR TlE. % RKIMEIM AR EE BT 5
5t O MR EERE S VIIL K1 1EVE 2 386G AR EE CHIE L7 56, BB —BIETHlE LT
BEXVbEELRLIERPRBOLNTND G4THSH)

OBIZUR (2% B BHEHIKZ X R FEDF A A7 U BEZ W CRIE LTz, Ry ERefihT
DOxfGeE Lz 3 HITlx. X—AT A UBEOHLT HZ MikEEE S VI K14 > b X2 —H{fin
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i) o 2 BIOBE CTHL7 & MikEeE % VI K70 (0.6 BU/mL LA E) 23 ATEE CTH - 7=,

LB D FE A FTAEZ S8 9 11519 5 OBIZUR o> RPN (K9) 10 BERT (B : 2.6
~28.6 W) T o7

53 FERZEMT—%
1R D VSRR L R & 5 R OIER IR T — & TiX, b MIXI 255172 /E
BRMEITRRD BTV, L L2Rn s, KEHRGEHRBRICEB VT, $/1Z OBIZUR %
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N3 2 m A STz,
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AHN OVRIRIS DARTESMEIC DN TR, 63THASBD = L,

6.5 ZAHROMERUOARY

OBIZUR 1 A2EFICIRONEMNZNFN 1, 5 KO 10HT>E £ 5,
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ARAE A DR GSUIBEIED L, MO BRI EA e - THRIET 5 2 &,
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ORI AR EE O i |Hl9 5, % Hi ifn A8 1) o> il
il
O RS VI IR 1 KR ZIE B
W28 % H i g A o i
Olf/MRIzxt9 5 RFELIA %
BRAT L ifin/ISBR AR SR e
PIEEXNIBIEA BN D 7
F v R 5 R
O H g m O EH
W SCE | — 2022 £ 4 A 2021 £ 11 H 2022 ££ 8 A 2022 £ 6 A
WETH

CLIO NV L
[EEkE 21

e

EHE—Y

1
A

Bo

u]

BSEHET



2022 4 4 AGT O 1 AR EESEETR Y 876343 |
BT Sk dUREAEE, =R (1~30°C) THETE B FHER 2 TE DY % E 5B VIR F S & Img 22600AMX00908000
AR : 24 5 A I78a4 7LT77 GEMER) GEEFMMz) | RKRBES | 2mg | 22600AMX00909000
I CT T vimen 1 mg IVIT T
i@é%?gw JINC T viszn2mg 2IUIZ/

JINC I D viwzn 5mg 2IUIZ)

NovoSeven® HI Syringe for i.v

) R - BRSO EICIVENTL L
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AFORGE TRRICB W TI T A NV ADRNE LR OFrE 2 B & UTERE 9% EAVEIC 692 Zax R a il U T 5 73, BGE TR BHK
MR (FF b A 2 —Bifa fk) S OBRRO R ZEH LD, AENEME A & AR & 2 EE A (RRAIREEEL) ©b
B, WA, S RWEFVIRFRZIER T T Y = 2 MBS FEDIBFRIC B W TR & FRRIC . B OIGHR LOMSEMEE 431
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3. #ARL - tEK
3.1 R
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i%if&:77w77
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OM/MRIZx 3 S REIEREERA L. M/MREMAFSKENEE
RIFREHSNEBT 5 2V v INMREFIEBE O H MmAER
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RFIk+ 514 e H—
R T B P R i AR R
25 O H ifn P

WIElH 51T 90pg/kg (4. 5KI1U/kg)
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HH L O R B OFRBE IS Ul
BT 5, IR, kM S h,
ERARMIUGEN B SN D £ T, 2~
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BT,

1. BERUVAZICEEYT 5FE

<A rEES—&RETHEXRENRE>
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W AP VRS e B X —NEAE LTI E OREN D D, AH
RS LTH T b a v R 0O R K OVES VILR] - [ 16 4
D EFRANHLNRNGE B D VIE 7 kRS e
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1.2 ZOtDREI1ER
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14.1.1 AR, A OERERAROEEE NA T MINZ 1%, %
P ZRE LOWCRILTHEET 22 &, BILSHIEE S L2
W k)
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15, ZDDEFE

15.1 ERER{ERIZE D < 1B

<T35 UV UIMIMNRERE>
AFN 2 FrgiE N LT ERIC, ke (BliZéte 2 0 O TEER IR0
FIE R ORENIAR) NG ShTng 29 2 L b, B
N KA TR &,

15.2 JEEGPREKERICE D < [EF#R
B =7 A FILOLNERET NEHAONTZRBRICE N T, #B5T1
S T MR R 1 VTR R ) £ VLKL 1 & 38 s - R 2 I V7R 6% [ 465
XIIT 120G LA, ThEn 2 BMclh Lz L &
X0 HIRHETEREOEEERIC L 2 kRO TR 5
ATz D ARHN & n T 2 MR 55 XTTT (N353 pEA L
AANIPEN

16. ZE¥EhKe

16.1 MorhiEeEs

<A VEEA—%RETHAERENRE>
A e B —ERAT DM A UTIMANH B BEF BN T,
FEHIM I ZAHK % 120ug/kg FHARP LRI G- L 72 BR O 3T
NI A=FIFILTOWEY ThH GEAEMGE (FHEFEFK 50 4 DL
W7 —v) OBV FEEFETEES 100%E Liz) 9,

% Cmax (%) " AUC (%+hr) tizz (hr)
8 777489 2, 648+422 3.5
SEHJESD, vE 1) BEATE. 1 2) SRR
<EXMEVIRFRZEEE>

AH 15ug/kg LN 30ug/kg ZH[AF G L7z L &, 2 HEOMIC
HEIFRIFERT A =2 T 2HEETRBOLNT, 257
U7 52 A1% 70.8 & 79. ImL/hr/kg. EHIRBECOSMEREIL
280 & 290mL/kg. FHURATERIT 3.8 & 3.75 MR, I
2.82 & 3. 11 W§fE), MAEEIICER 18.94 & 22. 2% Th -7 9, Bk
EAT—4)

17. ERERRHE

17.1 EMERUVREHICET R

<A VEEA—%RETHAERENRE>

17.1.1 EA%E /11 BEER
A2 B —E AT B IMASR A XId i AR B B 10 1 157
H Iz W C O ARFI O WIEE G- 8135 Hl & LT 90ug/kg & L.
M ERAL, R R OVEIREEIZ X W 60~120ug/ke ODHiPH CTHY
W L7 35A o ki gh Rk, E%h 31. 2%, A%h 26. 8%, A%
38.9%, Mzh3.29ThH V., MERE (F%h LLE) X 58.0%
(91/157 i) ThH o7, F7-. H5RBEA 3 HERILLT 0%
GO RIE, 5 42. 5%, B AT. 5%, °XH XN 7. 5%,
W2h2.5%CThH Y, EE (THZh LLE) 1%90.0% (36/40
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BE))
AREBRIZBNT, D b FRAZ | [ERGIh-A el
B —Z (AT B IMASR A UM AR B BEF 60 FlOWN, A%h
PERTAL O FEHAE A5 72 U7 52 B 614 M IZ DU CTHZIMERRAT
WERAEZRT, 2AboHmicsn T, AFIEZFAIE LT
90pg/keg % 3 BRI T &1C 1~3 [ 5 L, kMo A4
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17.1.3 BN FEIERR BE~FEEOHEMIC 270ug/keg BEEEE
(EEAHE)
A B —ERATHMAN A LB BEEZRG L LT,
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BB/ 615 BRI SE O 50 kA7

FEUERE LR 9. 1%(2/22 Hiff) 54. 5% (12/22 i)

Him| e 5L 8. 3% (2/24 Hiff) 37.5%(9/24 i)
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WN/FEQ2RUE) DA > v €y —IERA ERE LRI ARA S
FHARRGE Ly MR E A VLN 3455012 & 2 i es o 1k i %
FEhts L T 72 BEQIFI (H AR NG 2 &) 2 xf 12, &A% 3mg/
kg F & CHE1IR4:8 M AR T35 L 72 1% 1.5mg/kg?d & Tl
Il S AE R T P53 A B (ATE - ARFE LR ER % 5-8F) . A5 % 3mg/
kg & CHE 1428 [ AE R T4 5- L 72 #3mg/kgd & T2:H121
I BCAR B2 T #%5-3 2 1 (BEE @ ARFI238 (2 1Al B4 5-1) 300 i
I > 11 IR ok % ko3 2 B (CTE - AHIEMHR G IEEIE) 125 ~
T2 2 1OTEIY T HIY AT S N7 R o B 32438
OB A2 5CT L2 S 3OERER 2 Ik L 72 R il CARE L OBRE
ECHOEMBIMAEL LK L7z, REFMIED CH L HHEE L
THAERIIIMEO BRI T EO LB TH o7,



ATE C RHE BEE @ AR K 2|CHE - AHIE
110] 52 3 4% 5| 0 12 1 ml 2 3| 3 e 5 9k 92
4 (364) $£45- 3 (3501) | Ktk (18%51)
4F [ Y 3R 0 e i 00 00 404
(3 pH) (m1/48) (0.0, 10.8) (00,268) | (4.3,987)
AF ) 1 i R 15 13 382
[95% 2 I ] (|l /48) ™2 | [0.9, 25] [08 23] | [229, 638]
BRI (AB/CH LB 004 003
BE/CHE) [95%EHEIXIM. | [0.020, 0.075] | [0.017, 0.066]
P <0.0001 <0.0001
WE2) B G-HE, BRE SR 24:8 I o R I [ 2 (9l K, 9 DL ) &
R, Mo x4+ 7y bELABO IHBFET
)%

F 72, PSS ERETIC MRS E S VLN 3R o BT &2 21 Tw
BB AR L RO - HETRB 2 255 28 (D
) CoOBENILR 486 (H RN % &) 1 Tld. EIRAIEFAGIH
HE L7z a 2L 72 I o 45 B i = [95% 15 fE X [ 11, ARH]
55 i 0 L7 258 ] 465 VI AL - S50 0 72 303 4 7 e LB 830 ) o o il
(#PH) © 30.138 (5.0~45.138) 112134.8[3.22, 7.09][H/4ETd - 7= D12
xt L. ZFOBOARE O 5E 5 S o oIl () © 33.7
9 (20.1~48.638) 112131.500.98, 2.33] [El/4E TH - 726
KRB CARF G s N2 BE TORIEH SR E1X30.7%
(46/15061) TH - 720 FREIWEMIZ. FEHHEEAE25.3% (38/150
) T - 72° GRFRFIH—F AT ARG o [5.5H]
17.1.4 E R4S I AHERAR3B& (BO39182545%)
WN/FAE A2 LE) oA > e ¥y — 174 K OIERA SR AR
ABFALE) (H AR N6H % & ) (2 AH] % 3mg/kg D Hl T 101438
IR TH5- L. ZD%6me/kgd M C4HEIZ 1R AR T 5
L7zo B o il (FEPH) 1225.608 (24.1~29.438) Tdh - 72,
IR A L 7 I o0 4R [ =R [95% (5 B8 X 411 132.4[1.38, 4.28] [/
ETHo7,
KRB CARF G s N8B TORIEH SR EI1X27.1%
(13/4861) Td > 720 EREIWEHI. TEFEBALE20.8% (10/4851)
Td - 729 GREIFIH—H L TR . [5.5H]
(BRMMARAEEICH T 2 HIEROIEH)
*17.1.5 EEE I #AERAR 05k (JO420035K58)
BN (187% DL 1) e KL ATRABE Z b5 & L, GBS ERIE T
TORPEINRIEE % 15 5 (S FIA T 78 UL TR 0 1260 % 3k 5.,
AHI%1H H26mg/kg. 2H HIZ3mg/kg® H & TR T#5- L. 8H
H 7225 1.5mg/kg?d Hm CTH 1A SAER TG L7z K75
50IU/dLETH 5 Z & HHERB S, D OELDOGRHREZE L 72
MM X9 5 fi T O LR A8 [ 1R 1 S 05 50 © 7218 8 205 L T
WA CARBI O G- 2 T L7z (BT L)
AHN PGB S G T IR G-I EF U T =5y M A
7 HOWE T J5) O FF I [ Jefit (FEFH) © 44.5H (8~208
H)ITiE, 12609260 (16.7%) Tla# 2 2 L2 HImAFSH L. G
HELRBIMEEHE L 22 o720 2 A @RI H Owvg
NE T (R RAFN B G- BaG 2> 5 248 w1 20 5 AFN e 5-FaG H
F ORI (Uil (EEp) - 6801 (17~168H) 1 Tix, 1260
661 (50.0%) TihE A Z L2 HMas53 L. 06626 Tihk % 2
L7z RIBIMAFEBL L 720 6H % 2L 72 I 4E R =12 8u» ¢,
RENPG-BAET & R L CRFIF 5-BAMA % TMA B0 30 % MR L
720, 126181161 (91.7%) TH - 72
B TARF & 5 S M- 2B B TORIEH ZEBUHE1325% (3/12
B Tholze ZOWERIL, EHEIRINEE, Yotorerr 7
7 A2 M1 - 28400 AR AE A 111 (8.3%) Tdp - 7276 [72.85
S ]

18. Fap IR

18.1 {EAFE
ARFINE L TP 200 o0 0 1] 55 TX P M OF ML o I 28 X IR - LSl s
b METERRIEE 70— FVBUETH D | I EEE 55 VA
TORRABEHNEZHT 5.

18.2 In vitrofi RS RO EMRMAREFE XA FIC & 2 MRRES
XEFEHEDOREER
AFNZ, 75 RXEIEEHEIC K Bin vitrod ¥ 737 BREENERIC
5\ TP L ] TX R - M O I g 45 X Rt LY
BRSSO E PN X Din vitrol# 5 FUG M E A 3BV TR PERIMT
RS XTI & B S E 8 X BT oAb 2 i L 722

*18.3 In vitroll & & & R IR 1€ F

RENL. A v e ¥y —SHMEERESEIRFRZMER A v e
Yy — A M A S VA TR ZMEEO VT IIBWTh, n
vitrofINC X WAPTTOE M O b o v €y AEROMINEZ R L.
M3 R T SE 2 AR L 72" Yy F RN, R A B
MAEIZBWT L, o vitroliINICEN A e Sy —DIT Y b —TD
ENCEST O Y VRO E TR LY,

18.4 In vivoi AR INHI1ER K U IL IR
PR S E VIR FHR 2 35535 2 LI2 X D IMKRAZ #H% &S
W2 IZBWT, REF G2 X B s e EE i O ik g
HASED &,

19. BB T 2RI R

—ERHIARR © T3 Y A~ 7 GRIET-HRIRZ)
(Emicizumab (Genetical Recombination)) (JAN)
ﬁ}‘f‘it C6434H9940N172402047845
grfa 148,000
AE A48T 3 7 WRERFE A S 7 B PUIE TER M S A5 X K-
HEHIAR, 44407 3 7 BRIRFE 7 5 72 2 DU 25 X
FOHSEIA K U214 D 7 3 7 WRFRIEA S 72 B LEE2A THE
WENLEESY N7 H

20. IRV EDEE

20.1 AMHERAERIEEL L CIRAFT A 2 &

20.2 ARHE B A W SR LT TR e WS SRR E S T B
ZENS, AR EEG L)) LgEaE. BN OTF ok
FE. 505 LA, fHEES, FSEeiskl, il
EH20F MRS A Lo

21, &R

21.1 BESE ) A 7 S BE £ Mo b EYCEMT A2 k.
(MEREEMEF T 31 > b E2—&RET 35X MMER
A GERMMERESIEFRE) BEICH T 5 HIMEROMF)

212 HARANTORGREBEAHDO TIRONT VD I L h s, Bkl
%y —EHORERIARD 7 — ¥ EE SN D ETOMIZ. LIEH
AR HBEAR A ERT 22810k AAOMHEEED
WREMA BT S & L b2, AROREWR OFDEICHET 2
F— 8 R RHICIE L, AR OB LR EE R #HLS S
k.

22. A%

(NLT AT ZETiE30mg)
1.0mL X 1N A 7 )v

(NLT A T ZETiE60mg)
04mL x 131 7 )b

(NLT AT ZETiEI0Mg)
0.6mL x 1231 7 )b

NLTA TR TE105mg)
0.7mL x 131 7 )V

NLT A TFTETEI50mg)
1.0mL X 1N A 7 )v

*23. EE Xk

(5)

D ha >y U AR BT B e E S VIR - E5F K O8N A 78 23
FI O 2 58 (20184E3 A 23 H KGE. CTD26.22.7)
2) Uchida N, et al. Blood. 2016;127 (13):1633-41.

3) ALPEER IS S [ 45 TAT e R 255 (BH20884 3557

4) FEPUEEL ¢ S A A R PR Stk (BH29992:45%)

5) ALPEER IS [ 45 TAR R 2B (BH30071 3057

6) FEPUEEL ¢ IS A A R PR Stk (BO39182: 5%

7) [ PN A TR R R 3R (JO 420033888k ) (20224E6 A & G2

2722211, 2732141%02742.1)

CTD



8) WA T TRAF Y T 4 WER(JP2957475%) (201843 H 23 H A&
#. CTD27121)

9) Kitazawa T, et al. Thromb Haemost. 2017:117(7):1348-57.

10) Sampei Z, et al. PLoS One. 2013:3(2):e57479.

11) Muto A, et al. ] Thromb Haemost. 2014;12(2):206-13.

12) Takeyama M, et al. J] Thromb Haemost. 2020;18 (4):825-33.

13) Muto A, et al. Blood. 2014;124(20):3165-71.

24, XHEKERVBEWVEDESL
AL S AT ANA YT H A= a Vi
T103-8324 HLCHRATYIX H AMEEMT2-1-1
HEah 1 0120-189706
FAX : 0120-189705
https://www.chugai-pharm.co.jp/
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26.1 BGERRSET

M A A I F S

RREPRX B FE=ET 2-1-1

ova sI—7

® BERRGH

4127/HIF206



1.8 RAXE (F) HKBEERIEHRASH
TAK-672

B R
ST s~ €= = LR 2
(T I == =5 OO OOORR 2
1.8.2 BEERIEITNER () RUFDERTEEM oo 7
1.8.2.1 FNEEIUEINER (BE) oo ee et 7
1.8.2.2 SHEERIEZNER (F) DERTEIRIL .o 7
1.8.3 FZERUVAE (B) RUZTDERERM ..o 9
1.8.3.1 FIERTUFIE (B) oot en sttt n et n e 9
1.8.3.2 FZERUAE (F) DERTEIRIL .o 9
184 FRLEDEE (FB) RUZTDERERM ..o 11
T -3 RO 11
1.8.4.2 A R U A B B E T B R e 12
T R I = S N 1 D i RO 12
1.84.4 B EDEEEA T A EBEICET AR e, 13
T =1 L =5 = RO 15
1.8.4.6 BB L D EE oo 15
1.8.4.7 DD IEE oot 16




1.8 B™IXE ()
TAK-672

=

AEGIEKASH

1.8 FRAXE (F)

1.8.1 RAXE (F)

A CE (R) ZREICEM LT,




20XX 4E X AERR (55 1 hR)

BAREEEADBES

876349

B - 2 TR 7 27 WA i i e o VIR - B

BFik - SRS & mES, 2~8°CCHRTT
HINEAR - 36 » H

MRS : AR, QTS ER MY
) EE-EMSEOMGEICIVERT L

Z EY—#ERA 500

0BIZUR Intravenous Injection 500

AV b3T FLT7 GEEFHEEZ)

REES

BR5ERAA XXXX 4 X A

2. ER (ROBHFICEES LA E)

2.1 RRNORS TN LA Z =R RS R BT LT 7

TR —DOBREREOH HHBEE [11.1. 1 BR]

2.2 A v e vy —RAEREMANT A BF BEERENSEE Z 356

TFnndH b, ]

3. #ARL - MK

3.1 #Amk

i 744 A e —#EH 500

HEhEk sy LA T Lth
AV hayz FA7y (BEHEEZ) 500 B
&i{ 1

TRANF AY JL_— k80 0.05mg

Wik h Y oL 8. 765mg

WA v o LKF 0. 14Tmg
R EpE 1. 88mg

FaA%ZE—/ 0.0445mg

Fu A& E— LR 0. 73mg

g WS MY LK 1. 4Tmg
AARERR G ES K 1ol

USBREIATL

TED B MBS VLA T R B9 2 AR AEREEE (WHO) EIRSIEHEC & 0 BOE L7

B PR A 7 27 LR R SR VIR T Ve 2 I B — BEIEIC KX 0 E S L7 B ()il
uU)

TE2) AAliE~E— o272 —Flig BHK) flatkz HnTiiEsh s, 7o, RETRICE

WU URIRMEEZEH LT\ 2,

3.2 A DMK
744 e —§E A 500
" AFNTEBOWTH D, W% ORITIEE A OK
PR
s,
pH 6.8~7.2
BEER (£
AR K 1
T %)

4. HEEXRITHR
BRMEMER A BEIZEH TS H MmN

6. BERUVAE

AFN At D AARIER J7 S K InL THME L. SBIRICHEIRNIC

HEHT 5,

18 kLA LD BAFITIE, RIEIR G- 8ITKE ke H72 0 200 HL &3
b, ZO%IE, MMOFRREIZ T, Mk B & VITE 715 MR 8
FHORELZMGEE LR oG5 L& GHEZET 5,

1. RERUVAEICEET 2FE
1.1 Pinlge 4 . iR EERE S VIR i MR B O REEZ HHEE =4 )

LIRS, BRI IEOW TR GE, BREHUE K O% 5
EWRET D &,

1 BPEHILOIRFEICB N TE, TREBBILTLHI L,

APEH ML OTBRFRIZ IV T, FIFEHRG-£1% 2000/kg & L. 2 \IHLL
M D $% 5 VY T 00 B AR IR EEE FVIR FIEIE ~ 7 7 A KRS
% &0, BRBUSIZHESERETH 2 &,

H M OFLEE (T U7 B A MR e R 5 VIRl 7 TE M - 2 7 & O -

SO H %
A L 3 U [ 25 VIR
HA i DR FE TIEME N7 7 E % e 548
% 1U/dL)
R =50 4~12 B L
BEOHANH M (B GE‘E. MK
RIMEREERL) KO T [ 55 VINA -
REE PN H if. TP D
WA R OV =380 REEIZFES
HRAERE DS O FHE DR TRET
PN HH I e ONBE R PN %)
i, MR, 1k
B, BAE AN

1.2 AHNC X DIIRITE < OBE 24 R RILINICRRO b b,

IBEONRDRO b= Hid, Hid=2y he—L &b T, 1K
FEE VI F1EE b5 728 30~40%ICHERF Sh H R G RBR O 5
BECARRIOBR G2 kT 5 Z LN TE D, 2B, REURILEE
DOIRRBIC LS E |5 2 &,

L3 AR O G R E T DB, MBS VI 5 Mo L IRIT

200%% HZz L L, 1 [EF58ED BRI 2 B Z & 400U/kg 2 HZE &
THIE, 22U, H 5% O fikEe E S VIA 715 L VRS O IR RE
WS E R EOFEMEEE L ECHENEZ RO L5511,



©

o=}

9.
9.

9.

9.

9.

9.

1 EEGED FRIZ 4 & 800U/kg R L ETHZ &,

EEREARMIE
A AR OEEL, MAFTARRIC 5y 72 ki - BREFFOEM O b &

THRT 5 2 L,

.2 RFNOFEFBICEBEDIMAFICAANCHKT T DA > & ©F—FE

XIFRETLHRZNRHY . REIDZHRIGHNIRNTTREMED &
%o Fiz. b bMIKEEBVIE 7 UIARFNXIT 51 e X —0
EFACHE D BHESRIESOR DI SN TR Y | AB ORI RN T 5
BIENBH D, AFIEEG U CH MKEERE S VIK 150 EF 237
LNRVGE, T+ 7e L MAR D D LR WG B I IIARNT &
THA e EY —DEEET D e EIEERHIE L, M oiRFEIE~

DA ZBRET 270 L, BORLEZTT D Z &,

.3 AFN OB BRARRTICAFN T 21 v e B ¥ —RE 2 £ T 5 2

LREE LWA, BHEOREBICES S, MARKRIA DI 2HNICEE
ZRIMAT D2 L b TE D, £, ARFIERG I MRS 5 VILA 15
PEAABCHNCE =2 Y /9 2 2 L, RGO /& ¥ A
MTHs,

A AN AN MBF D SARFNCG 0 A H5E RV i E 5

VIR B #e 5% 3 RefIDAPN, 1EMER 7 e b e ek (o
N MR E R - HUATE MVEEE A K) BRI 5% 6 RefR AN, wot
TR N AL R R 5] 265 X TR - IO A L 5 VIR - B e 551 8 BT LA

W] o ARFID D A SRR ERFA~ET 0 B 2 D 58 R OAR & = 3
AR A (Bl 20T 25613, eERitEFRN L
O D FTREME DA E C & 7R\ 7o o AR ZEAR M S 52 0D IR 1t 4 VL R

SHERLAENLEET AL, [11. 1.2 58]

BEDEREFITHEFICHTHIE
| BHHE - BEEZDHLEBE

1.1 REORARIFNLRZ—HESR 2/ BT LBEBE DBEE
BnHdEE

1.2 mi#RE SR FEA I LBBEDRERDSH 5 EE

1.3 DEREBEEEHT IEE
MARZERVERG A HBLT 2 ) AR ERT 280D H 5,

[11. 1.2 ]

5 114%

TEA SUTIENE U T 2 rIREVE D & 5 Iz, 1a W L OB R IEN
fEbRtEE BRI &Kl SN A SEIC ORI 5 2L, AEEE

FMERBR I L gy,

9.6 =5LIw
B EOA SR ORFLRBOA ML ZIE L, RILOME XL
ik ERET o 2 L,

9.7 MR
R G & LT B IRBRIT I L T 2R,

9.8 ElE
BEORELBE L AN OEEICKRE T2 2 &, —fkicERikeE
PETFLTWD,

. ElfER

WORWERR S S0 D Z ENRb D DT, BlEE /I, R
WO N HAITITRG 2P IL 572 EEE 2B E21T S 2
L.

1 EXGEIEA

A1 2avd, TFI45F— (HERY)

AR, Mod e, MR, (RE, . CARNE, %
2 FEIESF OIER AT NI HARITITEHICR G2k L, #Y)
IRAVEEAT D Z &,
1.2 MASERRE AR
REHIRIMASEEZRE 52 05 5,
.2 ZOfDEIER

[2.1 %]

[8.4. 9.1.3 &)

5~ 10%A Tt

P74 R S VIR - ik B te

T y% bR

14, BRLOEE

141 ZFRMBFOEE

1411 fhoBFERE LT &,

14.1. 2 B ICIEEC B, Z2ABROONL2 bDIIER Lan
&,

14.1.3 Wi L72iR N3RS 754G . It oS REMEE (e iy

—VEESR) MWD Z &,
FH ORI THE CRAF L. 3 RFRILINICEER T2 2 &,
14.2 ZERREROIE

14.1. 4

ARENEREE 1~2mL/ O HEETHREGTDHZ &,

15, ZDhoFE

15.1 BRERERICE D <15

AFNZ von Willebrand K+ %& A TR,

16. Eyge



16.1 MmERE

16. 1.1 %R MM A A B 2 xt4 & L7 Esh e I/ AR B
T, AR ZIEHIMCREE GRANEEO HiL—T &Y — RRARFNC LV 1k
MENHORE) CTHIRNEG L7ZBEORYBIE T A —4 % T
FITFRT (5, $5830-2070/ke) ¥,

KFN DI ENERT A — 5 (X=X T A IEHHIE)

B
1 2 3 4 5

e 50
DI E & 5000 2934 7540 9720 | 10000

(U)
REY -0
DL h- 77 30 144 207 133

(U/kg)
R—=2 74
NE 35
HER) O

[N 89 18 3 0 NA
IR [ 2
VA 7%
(%)
SRpENRE T A — % ({EBIHE)
ty (h) 17 4.6 5.3 1.8 42
T (h) 0.42 0.42 0.45 0.50 | 0.75
Auax (%) 213 100 74 53 178
AUCo (% t) | 3124 694 473 122 | 1583
AUCow (% | 4988 712 492 135 | 1686
t)
BEEE T A — X OFTRFEE (n=5) (FHE GEERZ) )
ty, (h) 6.6 (6.0)
Tinax (h) 0.51(0.14)
Amax (%) 124 (69)
AUC.( (%" 1) 1199 (1204)
AUCq00 (% t) 1603 (1978)

R — BRI L0 E

o BERFNCIS VT DIIRAEW], To o e E I TEPEATRIERERT . A, o e I piE
PEME, AUCo- : O IRERAZ> & I E B e A5 & ~C 0 MU TG MR — ISR bR T IRIFE, AUC,.. : O
IRER 70> & MEPRRIRERT & C oD fUfE P A — e R b TR, NA - ARIUE

16.1.2 & MIEEEFE SN 7835 A v e B4 —2 kAT 5%K
PEIMACHT A (B B O RYEM AR A & (G135 61) oiFbit
A 3% o o R SR VINA] PR (532 AR A > ) & AV TR 3
WBREMEAT 21T > 7c, T ORMENEEMBIREMAT DR R 2 ZEIC, [EW
55 I/ ARG BR K OS5 T/ IFRRRBR I 36 U 2 = RVEML AR A [
DIMBRE T X — 2 M (ORA 2 HIREE THS L 7 Browa]
$e 570> & 24 B[] LA O i 47 o i i 6 i 5 VIR TR A2 25 <)
ETRICRTY,

KAV G- DHETE S EIIE N T A — 5 RAEAME [RMEER

B(%)] )
RT A=K HANED (5 41) SAEAED (23 f1)
Cpax (1U/dL) 161 (71.0) 227 (38.8)
AUC, 1590 (93.2) 2370 (66.7)
50 (TU%h/dL)
Tax (h) 1.50 (509.7) 2.17 (832.5)
t1/2(h) 3.40 (378.2) 3.29 (202.2)

CL/kg (L/h/kg
)

0.414 (2085. 1) 0.327 (383.8)

Ve/kg (L/kg) 1.46 (101.4) 1.12 (46.8)

TE 1) 5P 127-665U/ kg
Tk 2) 5P 94. 1-365U/kg

. BRERHi#E
A BHRRURLEICET HHER
1 EREL/IARR CGEERIENRAR)

18 A LD b MR EERE FE VIR #1263 21 e B X —2RAGT
DB RIEMAI A B 6 BlZ 55 & L L sk e S RIE iR
HERIZB VT, BERXARAHMLETE Y — RORBEO-DYIEIEEGE &
L CAH 2000/kg %4 5-14 LR UEE 5 27 VILEE 15 PE M OB o fk
TEIZIG UGB G Uz, 1R P C 38T 2 iR e 25 VT
TEMEE, AR ORI GA1, #IEER S 30 0tk S&RGR, PR
5. 24 Weffite £ TIE 8 IFH T & | WIRIER G- 72 1% £ T 12 Wi
Tl DI 24 R 2 ACHIE LTs, TRFRBHEAD D 24 MEEITE
WReRlZd 1 4, =y be— b BRI K OV L iR e [ 55 VLR
FAGHEIZ S < EAFEG T, 5 BIARBIRAANZ LT TG H
D] Lshiz, #Y

EAIC LV BEDH Ll S e B ERFRGIT L Q) TR0
o, e S g P R RIS TRER O Y A e
UV ETH -7 7,

1.2 BAEL/IARAR CEERIENRAR)

18 kLA LoD M EEE EVIR 12§ 54 e B2 —ZRA L, H»
OARFN T D A > & B F— )il 20BU LLF D% KIEMLAG A B
29 Y Zxtg & L= Shigk RFEERIERRBRICBV T, H
KigHifL o &Y — ROIGFRO - P)E e 55 & L TAHI 2000/kg
B, MBS S5 VILA 7 K OB OWRREIZIS UCEINEE L
7o IRPRBI T IZIS T B MLl e RE 5 VIR &M, IR S 10~
20 2315, BPEGEE WINIBES 24 BREIE E TR0 2~ 3 BRIl T &
DABE 1A B - 120 Rpf#% & Cik 12 BRI 2 &L 120 BERALARR 13 24
M & CHlE Lz, il ey — Rz y he—rahk#%ic
B2k L2 aiE, A< &b 24 BRI L ICHE Lz, 1R
BRAAAH B 24 IR ORERICRT 5. Hifi= > b —/b . BRI
K OV VB[] 45 VINA 75 2 e < EERRREA CTld, 29 Bl A3 A
AR LT TRIEH Y | & Shiz, B

EAIC LV BEDH Y Ll S e B ERFRGIL 66 (TR 12805
. WE SNETERFRIPUAREBRE 24 Thok?,

VE ) PR O /AR C 22 I B O BERIE T = b —
"R ) 213 A L HESRABAL (b R L
TIRBBIERRD BTZ) &L,

<SRBI E BRRIIC 2 R 50%8 B
S EINC RS O - iR BRRA R E L, S IR OB RIS X B Hii,20%
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Hi OFFMAN R b BEAREH & Sh, WARIE (Moo= ba—v) RO THKEE
filfi) ) & TR S VIR 7S] AR —EOSEIT, BRRIRIC X 0 IRESRHIE
EiToTz,

E2) 296 1N HOWTIE, AR OEGRNZIS T 2 ARANCKET 54 > & B X —Iiflin
20 BU % #8 2 B IEHI Th o7z,

18. EMEE
1 fERR

AV hay To7 7B RAAL U RBEG X T X ikl

18.

BV Th v, MIREERE VIR F DR Z % — R ET D
Zlick by, Mz s,

2 1bmzhE

ARANOFIRNE G LY | AR A~ 7 A DR H iR OV A A
A X DTN R L 6T % Ak i B RSB B Y,

18.

19. BHRSICET 2 BIEEMMR

—f4 AV vas TaAvy (GEEEFHRBZ)
[Susoctocog Alfa (Genetical Recombination)] [JAN)

ARG AV 7 hayg T 7k, BEEE L T X e E A
TR (& K175,000) THO, 164 DT I EEFRIED
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