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ABR: annualized bleeding rate.” £ il i Ifn %

FcRn: neonatal Fc receptor.” AR &! Fc 2 &K

FVIII: coagulation factor VI~ M ;& £ E 5 VI EF

Haem-A-QoL: hemophilia-specific health-related quality of life questionale for adults.”17
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PK: pharmacokinetic(s)” ¥ &h k&
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HIGHLIGHTS OF PRESCRIBING INFORMATION e DOSAGE FORMS AND STRENGTHS----------------------

These highlights do not include all the information needed to use For injection: nominally 250, 500, 750, 1000, 2000, 3000, or 4000 IU,
ALTUVIIO safely and effectively. See full prescribing information for lyophilized powder in single-dose vials for reconstitution. (3)
ALTUVIIIO. CONTRAINDICATIONS

. . X Do not use in patients who have had severe hypersensitivity reactions,
ALTUVIIIO™ [antihemophilic factor (recombinant), Fe-VWF-XTEN including anaphylaxis, to ALTUVIIIO or excipients of ALTUVIIIO. (4)
fusion protein-ehtl], lyophilized powder for solution, for intravenous use
Initial US. Approval: 2023 e WARNINGS AND PRECAUTIONS--------oommrooeeoeee

e Hypersensitivity reactions, including anaphylaxis, may occur. Should
symptoms occur, immediately discontinue ALTUVIIIO and initiate
appropriate treatment. (5.1)

e Neutralizing antibodies (inhibitors) to Factor VIII have been reported. If
expected plasma Factor VIII activity levels are not attained, or if bleeding
is not controlled with an appropriate dose, perform an assay that measures
Factor VIII inhibitor concentration. (5.2, 5.3)

INDICATIONS AND USAGE
ALTUVIIO [antihemophilic factor (recombinant), Fc-VWF-XTEN fusion
protein-ehtl] is a recombinant DNA-derived, Factor VIII concentrate indicated
for use in adults and children with hemophilia A (congenital factor VIII
deficiency) for:

e Routine prophylaxis to reduce the frequency of bleeding episodes

. On—'deman'd treatment & control of !Jleedlng episodes ADVERSE REACTIONS

. ', Pferlop erative management of bleeding (1) Most common adverse reaction (incidence >10%) are headache and arthralgia.

Limitation of Use: (©6)
ALTUVIIO is not indicated for the treatment of von Willebrand disease. (1)

To report SUSPECTED ADVERSE REACTIONS, contact Bioverativ

---------------------- DOSAGE AND ADMINISTRATION----------mmmmmmmmmeomm Therapeutics Inc. (A SANOFI COMPANY) at 1-800-633-1610 or FDA at

For intravenous use only. 1-800-FDA-1088 or www.fda.gov/medwatch.

e Each ALTUVIIIO vial label states Factor VIII activity in international units
(IU or unit). (2.1)

e For routine prophylaxis: 50 TU/kg once weekly. (2.1)

e For on-demand treatment and control of bleeding episodes and See 17 for PATIENT COUNSELING INFORMATION and FDA-
perioperative management: 50 IU/kg (2.1) approved patient labeling.
Estimated Increment of Factor VIII (IU/dL or % of normal) = 50 IU/kg x
2 (IU/dL per IU/kg.) (2.1)

To achieve a specific target Factor VIII activity level, use the following

formula: Dosage (IU) = Body Weight (kg) x Desired Factor VIII Increase

(IU/dL or % normal) x 0.5 (IU/kg per IU/dL). (2.1).

Pediatric Use: No dosing adjustment is needed in this population. (8.4)

Revised: 02/2023

FULL PRESCRIBING INFORMATION: CONTENTS*

1 INDICATIONS AND USAGE 8.4  Pediatric Use
2 DOSAGE AND ADMINISTRATION 8.5  Geriatric Use
2.1 Dose 11 DESCRIPTION
2.2 Preparation and Reconstitution 12 CLINICAL PHARMACOLOGY
2.3 Administration 12.1 Mechanism of Action
3 DOSAGE FORMS AND STRENGTHS 12.2 Pharmacodynamics
4 CONTRAINDICATIONS 12.3  Pharmacokinetics
5 WARNINGS AND PRECAUTIONS 12.6 Immunogenicity
5.1  Hypersensitivity Reactions 13 NONCLINICAL TOXICOLOGY
5.2 Neutralizing Antibodies 13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
5.3 Monitoring Laboratory Tests 14 CLINICAL STUDIES
6 ADVERSE REACTIONS 16 HOW SUPPLIED/STORAGE AND HANDLING
6.1  Clinical Trials Experience 17 PATIENT COUNSELING INFORMATION
8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy *Sections or subsections omitted from the full prescribing information are not
8.2  Lactation listed.
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ALTUVIIIO [antihemophilic factor (recombinant), Fc-VWF-XTEN fusion protein-ehtl] is a von
Willebrand Factor (VWF) independent recombinant DNA-derived, Factor VIII concentrate
indicated for use in adults and children with hemophilia A (congenital factor VIII deficiency)
for:

e Routine prophylaxis to reduce the frequency of bleeding episodes
¢ On-demand treatment and control of bleeding episodes
e Perioperative management of bleeding

Limitation of Use

ALTUVIIIO is not indicated for the treatment of von Willebrand disease.

2 DOSAGE AND ADMINISTRATION
For intravenous use after reconstitution only.
21 Dose

e Each ALTUVIIIO vial label states the Factor VIII potency in international units
(IU). One IU corresponds to the Factor VIII activity contained in one milliliter of
normal human plasma, as defined by the current World Health Organization
(WHO) international standard for Factor VIII concentrate.

e Potency assignment for ALTUVIIIO is determined using an activated partial
thromboplastin time (aPTT)-based one-stage clotting assay. It is recommended to
use a validated one-stage clotting assay to measure ALTUVIIIO Factor VIII activity
in plasma. The ALTUVIIIO Factor VIII activity level is overestimated by the
chromogenic assay and a specific ellagic acid based aPTT reagent in one-stage
clotting assay by approximately 2.5-fold /see Warnings and Precautions (5.3)].

For the dose of 50 IU/kg, the expected in vivo peak increase in Factor VIII level expressed as
IU/dL (or % of normal) is estimated using the following formula:

Estimated Increment of Factor VIII (IU/dL or % of normal) =50 IU/kg x 2 (IU/dL per
1U/kg)

To achieve a specific target Factor VIII activity level, use the following formula: Dosage (IU) =
Body Weight (kg) x Desired Factor VIII Increase (IU/dL or % normal) x 0.5 (IU/kg per IU/dL).

Routine Prophylaxis

The recommended dosing for routine prophylaxis for adults and children is 50 [U/kg of
ALTUVIIO administered once weekly.

On-demand Treatment and Control of Bleeding Episodes

ALTUVIIIO dosing for the on-demand treatment and control of bleeding episodes is provided in
Table 1.
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2.2

Table 1: Dosing for On-demand Treatment and Control of Bleeding Episodes

Type of Bleeding

Recommended Dose

Additional Information

Minor and Moderate

For example: uncomplicated
joint bleeds, minor muscular
bleeds, mucosal or
subcutaneous bleeds

Single dose of 50 IU/kg

For minor and moderate bleeding
episodes occurring within 2 to 3 days
after a prophylactic dose, a lower
dose of 30 IU/kg dose may be used.

Additional doses of 30 or 50 IU/kg
every 2 to 3 days may be considered.

Major

For example: Intracranial,
retroperitoneal, iliopsoas and
neck bleeds, muscle bleeds with
compartment syndrome and
bleeds associated with a
significant decrease in the
hemoglobin level

Single dose of 50 1U/kg

Additional doses of 30 or 50 [U/kg
every 2 to 3 days can be considered.

For resumption of prophylaxis (if applicable) after treatment of a bleed, it is recommended to
allow an interval of at least 72 hours between the last 50 IU/kg dose for treatment of a bleed and
resuming prophylaxis dosing. Thereafter, prophylaxis can be continued as usual on the patient’s

regular schedule.

Perioperative Management

ALTUVIIO dosing for perioperative management is provided in Table 2.

Table 2: Dosing for Perioperative Management

Type of Surgery

Pre-operative Dose

Post-operative Dose

Minor

For example: Tooth
extraction

Single dose of 50 IU/kg

An additional dose of 30 or 50 IU/kg
after 2 to 3 days may be considered.

Major

For example: Intracranial, intra-
abdominal, joint replacement
surgery, or complicated dental
procedures.

Single dose of 50 IU/kg

Additional doses of 30 or 50 [U/kg
every 2 to 3 days may be administered
as clinically needed for perioperative
management.

Preparation and Reconstitution

1. Use aseptic technique and a flat work surface during the reconstitution procedure.

2. Allow the ALTUVIIIO vial, containing the white to off-white lyophilized powder, and the
prefilled diluent syringe to reach room temperature before use.
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3. Remove the plastic cap from the ALTUVIIIO vial and wipe the rubber stopper of the vial
with an alcohol wipe. Allow the rubber stopper to dry.

4. Completely remove the backing from the vial adapter package by peeling back the lid. Do
not remove the vial adapter from the package or touch the inside of the package of the
adapter.

5. Keep the vial on a flat surface. Hold the vial with one hand and using the other hand, place
the vial adapter in its package over the vial. The spike should be placed directly above the
center of the rubber stopper. Push the vial adapter straight down until the spike on the vial
adapter punctures the center of the vial stopper and is fully inserted.

6. Lift the package cover away from the vial adapter and throw away the cover.

>~

7. Only use the prefilled diluent syringe provided to reconstitute the powdered medicine. Hold
the plunger rod by the circular disk. Place the tip of the plunger rod into the end of the
prefilled diluent syringe. Turn the plunger rod to the right until it is firmly attached.
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8.

10.

11.

12.

13.

14.

Circular

With one hand, hold the prefilled diluent syringe directly under the cap with the cap pointing
up. Make sure you are holding the prefilled diluent syringe by the ridged part directly under
the cap. Do not use if the cap has been removed or is not securely attached.

With your other hand, grasp the cap and bend it at a 90 degree angle until it snaps off. After
the cap snaps off, you will see the glass tip of the prefilled diluent syringe. Do not touch the
glass tip of the prefilled diluent syringe or the inside of the cap.

Be sure the vial is sitting on a flat surface. Insert the tip of the prefilled diluent syringe into
the vial adapter opening. Turn the prefilled diluent syringe to the right until it is securely
attached to the vial adapter.

Slowly push down on the plunger rod to inject all of the liquid (diluent) from the prefilled
diluent syringe into the vial. The plunger rod may rise slightly afterward. This is normal.

With the prefilled diluent syringe still connected to the adapter, gently swirl the vial until the
powder is completely dissolved. Check the solution through the vial to make sure the powder
is fully dissolved. The solution should look clear and colorless to opalescent. Do not shake.
Do not use the reconstituted ALTUVIIIO if it contains visible particles or is cloudy.

POOLING: pooling is the process of combining two or more reconstituted vials into a larger
luer lock syringe (not provided in the carton). If the dose requires more than one vial,
reconstitute each vial as described above (See Steps 3-12) with the prefilled diluent syringe
provided. Do not detach the prefilled diluent syringe until you are ready to attach the large
luer lock syringe to the next vial. Keep the vial adapter attached to the vial as you will need it
for attaching a large luer lock syringe. Use a larger luer lock plastic syringe to combine the
contents of the reconstituted vials into the syringe, similar as described in the Steps 13-14.
Repeat this pooling procedure with each vial you will be using. Once you have pooled the
required dose, proceed with the administration steps using the larger luer lock syringe.

Make sure the plunger rod is pressed all the way down and the diluent syringe is firmly
attached to the vial adapter. Turn the vial upside-down. Slowly pull down on the plunger rod
to draw all the solution from the vial into the diluent syringe. Be careful not to pull the
plunger rod completely out of the diluent syringe.

Gently unscrew the diluent syringe from the vial adapter by turning it to the right. Dispose of
the vial with the adapter still attached. If you are not ready to inject, put the syringe cap
carefully back onto the syringe tip. Do not touch the syringe tip or the inside of the cap.
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15. Use the reconstituted ALTUVIIIO as soon as possible, but no later than 3 hours after
reconstitution. Do not touch the glass tip of the syringe if not used immediately after
reconstitution. Protect from direct sunlight. Do not refrigerate after reconstitution.

2.3  Administration
For intravenous use only.

e Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit. Do not use
ALTUVIIIO solution if particulate matter or discoloration is observed.

e Do not administer reconstituted ALTUVIIIO in the same tubing or container with other
medications.

Administration Steps:

1. Attach the syringe to the connector end of the infusion set tubing by turning it to the right
until it is securely attached.

2. Push the plunger rod until all air is removed from the syringe and ALTUVIIIO has filled
the infusion set needle. Do not push ALTUVIIIO solution through the needle.

3. Remove the protective needle cover from the infusion set needle.

4. Perform intravenous injection. The rate of administration should be determined by the
patient’s comfort level and no faster than:

e For adults and adolescents: 1-2 minutes per vial.

e For children: 2-3 minutes per vial if body weight is greater than or equal to 20 kg; or
6 minutes per vial if body weight is less than 20 kg.

5. After infusing ALTUVIIIO, remove and properly discard the infusion set.

3 DOSAGE FORMS AND STRENGTHS

ALTUVIIO is available as a white to off-white lyophilized powder for reconstitution in single-
dose vials containing nominally 250, 500, 750, 1000, 2000, 3000, or 4000 international units
(IU) per vial.

4 CONTRAINDICATIONS

ALTUVIIO is contraindicated in patients who have had severe hypersensitivity reactions,
including anaphylaxis, to the product or its excipients /see Description (11)].

5 WARNINGS AND PRECAUTIONS

5.1  Hypersensitivity Reactions

Allergic-type hypersensitivity reactions, including anaphylaxis, may occur with ALTUVIIIO.
Allergic-type hypersensitivity reactions were not reported in the clinical trials. Inform patients of

signs of hypersensitivity reactions that may progress to anaphylaxis (including hives, shortness
of breath, chest tightness, wheezing, hypotension and itching). Advise patients to discontinue use
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of ALTUVIIIO if hypersensitivity symptoms occur and contact a physician and/or seek
immediate emergency care.

5.2 Neutralizing Antibodies

Formation of neutralizing antibodies (inhibitors) to Factor VIII are possible following
administration of ALTUVIIIO. Neutralizing antibodies were not reported in the clinical trials.
Monitor all patients for the development of Factor VIII inhibitors by appropriate clinical
observations and laboratory tests. If the patient’s plasma Factor VIII level fails to increase as
expected or if bleeding is not controlled after ALTUVIIIO administration, the presence of an
inhibitor (neutralizing antibodies) should be suspected, and appropriate testing performed /see
Warnings and Precautions (5.3)].

5.3 Monitoring Laboratory Tests

If assessment of plasma Factor VIII activity is needed, it is recommended to use a validated one-
stage clotting assay [see Dosage and Administration (2)]. The ALTUVIIIO Factor VIII activity
level is overestimated by the chromogenic assay and a specific ellagic acid based aPTT

reagent in one-stage clotting assay by approximately 2.5-fold. If these assays are used, divide the
result by 2.5 to approximate the patient's ALTUVIIIO Factor VIII activity level. Use of a
reference laboratory is recommended when a qualified one-stage clotting assay or chromogenic
assay is not available locally.

Monitor for the development of Factor VIII inhibitors. If bleeding is not controlled with
ALTUVIIIO and the expected factor VIII activity plasma levels are not attained, perform an
assay to determine if Factor VIII inhibitors are present (use Bethesda Units to titer inhibitors).

6 ADVERSE REACTIONS

The most common adverse reactions (>10% of subjects) reported in clinical trials were headache
and arthralgia.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction 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 practice.

The safety of ALTUVIIIO has been evaluated in 159 previously treated patients (PTPs) (134
adults and 25 adolescents) with severe Hemophilia A (<1% endogenous FVIII activity or a
genetic mutation consistent with severe Hemophilia A) who received at least one dose of
ALTUVIIO for either routine prophylaxis, on-demand treatment of bleeding episodes or
perioperative management. A total of 152 (96%) subjects achieved at least 25 exposure days and
115 (72%) subjects achieved at least 50 exposure days with a median of 53.0 (range 2-63) for
both exposure days and injections per subject. Overall exposure was monitored for a total of
151.5 subject-years. Adverse drug reactions (ADRs) (summarized in Table 3) were reported in
57 (36%) of the 159 subjects treated with routine prophylaxis or on-demand therapy. There were
no age-specific differences in ADRs observed between adolescent and adult subjects. In the
study, no inhibitors were detected and no ADRs of anaphylaxis were reported.

Table 3: Adverse Drug Reactions with Frequency of >3% Reported for ALTUVIIIO
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MedDRA Adverse Drug Number of Subjects

System Organ Class Reactions n (%)
(N=159)
Nervous system disorders Headache* 33(21)

Musculoskeletal and connective tissue disorders

Arthralgia 26 (16)

Back pain 9 (6)

*  Includes preferred terms of headache (32 subjects) and migraine (1 subject).

In the ongoing pediatric study, the safety of ALTUVIIIO was evaluated in 67 male PTPs <12
years of age with severe hemophilia A who received at least one dose of ALTUVIIIO. At the
time of the interim analysis, a total of 23 (34%) subjects achieved at least 25 exposure days with
a median of 14.0 (range 1-46) for both exposure days and injections per subject.

Adverse drug reactions, headache, were reported in 1 (1%) of subjects. In the study, no inhibitors
were detected and no ADRs of anaphylaxis were reported.

Thromboembolic events occurred in 1% (3/206) of subjects in the long term safety extension
study; these three subjects had pre-existing risk factors.

Immunogenicity

All subjects were monitored for neutralizing antibodies (inhibitors) to Factor VIII in the clinical
program. No subjects developed neutralizing antibodies to Factor VIII [see Immunogenicity

(12.6)].

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy

Risk Summary

There are no data with ALTUVIIIO use in pregnant women to inform a drug-associated risk.
Animal developmental and reproductive studies have not been conducted with ALTUVIIIO.
Therefore, it is not known whether ALTUVIIIO can affect reproductive capacity or cause fetal
harm when given to pregnant women.

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

8.2 Lactation
Risk Summary

There is no information regarding the presence of ALTUVIIIO in human milk, its effects on the
breastfed infant, or its effects on milk production. The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for ALTUVIIIO and
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any potential adverse effects on the breastfed infant from ALTUVIIIO or from the underlying
maternal condition.

8.4 Pediatric Use

Safety, efficacy, and pharmacokinetics (PK) have been evaluated in 92 previously treated,
pediatric patients <18 years of age who received at least one dose of ALTUVIIIO as part of
routine prophylaxis, treatment of bleeding episodes, or perioperative management. Adolescent
subjects were enrolled in the adult and adolescent study and pediatric subjects <12 years of age
were enrolled in an ongoing pediatric trial. Thirty-one subjects (33.7%) were <6 years of age, 36
(39.1%) subjects were 6 to <12 years of age, and 25 subjects (27.2%) were adolescents (12 to
<18 years of age). Interim data from a pediatric study of the 67 subjects <12 years of age showed
that no dosing adjustment was required /see Clinical Pharmacology (12)].

8.5 Geriatric Use

Clinical studies of ALTUVIIIO did not include sufficient numbers of subjects 65 years of age
and older to determine whether or not they respond differently from younger subjects. However,
clinical experience with other Factor VIII products has not identified differences between the
elderly and younger patients.

11 DESCRIPTION

ALTUVIIO [antihemophilic factor (recombinant), Fc-VWF-XTEN fusion protein-ehtl] is a
sterile, non-pyrogenic, white to off-white lyophilized powder for reconstitution for intravenous
injection. The product is supplied in single-dose vials containing nominal potencies of 250, 500,
750, 1000, 2000, 3000, or 4000 international units (IU). Each vial of ALTUVIIIO is labeled with
the actual Factor VIII activity content in IU. The powder for injection is reconstituted with 3 mL
sterile water for injection (SWFI) supplied in a sterile prefilled syringe. The reconstituted
solution should be essentially free of particles. The final product contains the excipients: arginine
hydrochloride (250 mM), calcium chloride dihydrate (5 mM), histidine (10 mM), polysorbate 80
(0.05% w/v), and sucrose (5% w/v).

The active ingredient in ALTUVIIIO is a fully recombinant fusion protein comprising a single
chain B-domain deleted (BDD) analogue of human FVIII covalently fused to the Fc domain of
human immunoglobulin G1 (IgG1), the FVIII-binding D’D3 domain of human von Willebrand
factor (VWF), and 2 XTEN polypeptides. ALTUVIIIO contains 2829 amino acids with an
apparent molecular weight of 312 kDa. ALTUVIIIO is synthesized as 2 polypeptide chains
which are covalently linked by 2 Fc hinge disulfide bonds. The first FVIII-XTEN-Fc polypeptide
chain contains the A1A2 domain of FVIII along with 5 amino acids from B-domain (1-

745 amino acids) fused to the 288-XTEN polypeptide (in place of the natural FVIII B-domain),
the A3C1C2 domain of FVIII (1649-2332), and the Fc domain of human IgG1. The second
VWEF-XTEN-a2-Fc polypeptide chain contains the D’D3 domain of VWF (1-477 amino acids)
fused to the 144-XTEN polypeptide, a thrombin cleavable acidic region 2 sequence from FVIII
and the Fc domain of human IgG1. The Fc domain includes the hinge, CH2, and CH3 domains of
IgG1. The Fc, VWF, and XTEN portions of the molecule extend the half-life of ALTUVIIIO in
plasma.

ALTUVIIIO is produced by recombinant DNA technology in a human embryonic kidney (HEK)
cell line, which has been extensively characterized. ALTUVIIIO is manufactured without
addition of human- or animal-derived components and purified by a combination of multiple
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chromatography steps, a detergent viral inactivation step, a nano filtration step for viral
clearance, and ultrafiltration steps.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

ALTUVIIIO [antihemophilic factor (recombinant), Fc-VWF-XTEN fusion protein-ehtl]
temporarily replaces the missing coagulation factor VIII needed for effective hemostasis.
ALTUVIIIO has demonstrated 3- to 4-fold prolonged half-life relative to other standard and
extended half-life FVIII products.

Mechanism of Half-life Extension

ALTUVIIO is a recombinant FVIII analogue fusion protein that is independent of endogenous
VWEF in order to overcome the half-life limit imposed by FVIII-VWF interactions. The D’D3
domain of VWF is the region that interacts with FVIII. Appending the D’D3 domain of VWF to
a recombinant FVIII-Fc fusion protein provides protection and stability to FVIII, and prevents
FVIII interaction with endogenous VWF, thus overcoming the limitation on FVIII half-life
imposed by VWF clearance.

The Fc region of human immunoglobulin G1 (IgG1) binds to the neonatal Fc receptor (FcRn).
FcRn is part of a naturally occurring pathway that delays lysosomal degradation of
immunoglobulins by recycling them back into circulation, thus prolonging the plasma half-life of
the fusion protein.

ALTUVIIIO contains 2 XTEN polypeptides, which alter the hydrodynamic radius of the fusion
protein, thus reducing rates of clearance and degradation, and improving pharmacokinetic
properties. In ALTUVIIIO, the natural FVIII B domain (except 5 amino acids) is replaced with
the first XTEN, inserted in between FVIII N745 and E1649 amino acid residues; and the second
XTEN is inserted in between the D’D3 domain and Fec.

12.2 Pharmacodynamics

Hemophilia A is a bleeding disorder characterized by a deficiency of functional coagulation
factor VIII (FVIII), which leads to a prolonged clotting time in the activated partial
thromboplastin time (aPTT)-based one-stage clotting assay. Administration of ALTUVIIIO
increases plasma levels of FVIII, temporarily correcting the coagulation defect in hemophilia A
patients.

Based on FVIII pharmacokinetic/pharmacodynamic analyses, the risk of bleeding is
negatively correlated with FVIII activity. Once weekly 50 IU/kg ALTUVIIIO provided factor
VIII activity levels that were associated with a low bleed risk.

12.3 Pharmacokinetics

The PK of ALTUVIIIO were evaluated in prospective, open-label clinical studies, enrolling 159
adults and adolescents, and 67 children <12 years old, respectively, receiving weekly IV
injection of 50 IU/kg. Among children <12 years old, 32 subjects had ALTUVIIIO single dose
PK profiles available.

PK parameters following a single dose of ALTUVIIO are presented in Table 4. The PK
parameters were based on plasma FVIII activity measured by the aPTT-based one-stage clotting
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assay. After a single dose of 50 IU/kg, ALTUVIIIO exhibited high sustained FVIII activity with
prolonged half-life across age cohorts. There was a trend of increasing area under the curve
(AUC), and decreasing clearance, with increasing age in the pediatric cohorts. The PK profile at
steady state (Week 26) was comparable with the PK profile obtained after the first dose.

Table 4: Pharmacokinetic Parameters Following a Single Dose of ALTUVIIIO by age (one-
stage clotting assay)

PK Parameters Pediatric Study Pediatric Study Adult and Adult and
(mean SD) Adolescent Study Adolescent Study
1 to <6 Years 6 to <12 Years 12 to <18 years Adults
N =14 N=18 N=25 N=134
AUC (IUXh/dL) 6710 (1190) 7190 (1450) 8350 (1550) 9850 (2010) "
ti2 (h) 39.9 (5.71) 42.4 (3.70) 44.6 (4.99) 48.2 (9.31)
CL (mL/h/kg) 0.740 (0.128) 0.681 (0.139) 0.582 (0.115) 0.493 (0.121)"
Vs (mL/kg) 38.0 (7.19) 38.1(6.80) 34.9 (7.38) 31.0(7.32)"
MRT (hr) 51.9 (9.06) 56.3 (5.10) 60.0 (5.54) 63.9(10.2)"

AUC.wu = area under the activity-time curve over the dosing interval, CL = clearance, MRT = mean residence time,
SD = standard deviation, ti/», = terminal half-life, V¢ = volume of distribution at steady state.
Calculation based on 128 profiles.

ALTUVIIIO at steady state maintained normal to near normal (>40 [U/dL) FVIII activity for a
mean (SD) of 4.1 (0.7) days with once weekly prophylaxis in adults. The FVIII activity over 10
IU/dL was maintained in 83.5% of adults and adolescent subjects throughout the study. In
children <12 years ALTUVIIIO maintained normal to near normal (>40 IU/dL) FVIII activity
for 2 to 3 days and >10 IU/dL FVIII activity for approximately 6 to 7 days. The majority of
children <12 years maintained FVIII activity in mild hemophilia range (>5 IU/dL) 7 days after
the dosing (see Table 5).

Table 5: Pharmacokinetic Parameters at Steady State of ALTUVIIIO by age (one-stage
clotting assay)

PK Parameters Pediatric Study* | Pediatric Study* Adult and Adult and
% %
Mean (5D) 1 to <6 years 6 to <12 years A(ll;)lfscjf; s:::sy Admei:;‘;:jtuc‘y
N=20 N=35 N =24 N =124
Peak (IU/dL) 113 (26.2) 121 (25.31) 124 (31.2) 150 (35.0)
IR (kg x1U/dL/1U) 2.10(0.53) 2.17 (0.46) 2.25(0.61) 2.64 (0.61)
Time to 40 TU/dL (h) f 59.2 (7.68) 722 (11.2) 81.7 (13.1) 97.0 (20.2)
Time to 20 TU/dL (h) f 99.3 (9.15) 117 (13.9) 130 (15.7) 150 (27.7)
Time to 10 TU/dL (h) ¥ 139 (11.7) 163 (17.1) 179 (21.4) 200 (35.4)
Trough (IU/dL) 6.75(2.29) 9.77 (3.64) 9.23 (4.77) 18.0 (16.6)

Peak = 15 min post dose at steady state, IR = incremental recovery, Trough — predose FVIII activity value at steady
state, SD = standard deviation.
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*Steady state peak, trough and IR were computed using available measurements at week 4 and week 52/End of study
PK sampling visit for pediatric and adult and adolescent studies, respectively.

TTime to FVIII activity was predicted using population PK model.

Specific Populations

The following factors have no clinically meaningful effect on the pharmacokinetics of
ALTUVIHIO: age (1.4 to 72 years), sex, race (White, Asian), VWF antigen activity (40 to 339
[U/dL), hematocrit level (28% to 57%), blood type, HCV status, or HIV status. Body weight
(12.5 to 133 kg) is expected to alter weight normalized clearance (dL/h/kg) by 79% to -18%
compared to a typical patient.

12.6 Immunogenicity

The observed incidence of anti-drug antibodies (ADAs) is highly dependent on the sensitivity
and specificity of the assay. Differences in assay methods preclude meaningful comparisons of
the incidence of anti-drug antibodies in the studies described below with the incidence of anti-
drug antibodies in other studies, or of other Factor VIII products.

All subjects were monitored for neutralizing antibodies (inhibitors) to Factor VIII in the clinical
program. No subjects developed neutralizing antibodies to Factor VIII.

During treatment (up to 49.64 weeks) in the clinical studies, 4/277 (2.2%) of ALTUVIIIO
patients developed anti-drug antibodies.

No impact of ADAs on the FVIII activity-time profiles and PK exposure parameters was
observed.

No impact of ADAs with respect to bleeding episodes and in the pharmacodynamic response was
noted.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No carcinogenicity or mutagenicity studies have been conducted with of ALTUVIIIO. No
studies have been conducted to evaluate the effects of ALTUVIIIO on fertility.

14  CLINICAL STUDIES

The safety, efficacy, and pharmacokinetics of ALTUVIIIO were evaluated in two multicenter,
prospective, open-label clinical studies (one study in adults and adolescents >12 years of age and
one pediatric study in children <12 years of age) in previously treated patients (PTPs) with
severe hemophilia A (<1% endogenous Factor VIII activity or a documented genetic mutation
consistent with severe hemophilia A).

All studies evaluated the efficacy of routine prophylaxis with a weekly dose of 50 [U/kg and
determined hemostatic efficacy in the treatment of bleeding episodes and during perioperative
management in subjects undergoing major or minor surgical procedures.

The completed adult and adolescent study enrolled a total of 159 PTPs (158 male and 1 female
subjects) with severe hemophilia A. Subjects were aged 12 to 72 years and included 25
adolescent subjects aged 12 to 17 years. All 159 enrolled subjects received at least one dose of
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ALTUVIIO and were evaluable for efficacy. A total of 149 subjects (93.7%) completed the
study.

The ongoing pediatric study enrolled 67 male PTPs <12 years of age with severe hemophilia A
(31 subjects were 1 to 5 years of age and 36 were 6 to 11 years of age) at data cut-off. Of the 67
enrolled subjects, all received at least 1 dose of ALTUVIIIO.

Routine Prophylaxis to Reduce Bleeding Episodes
Adult and Adolescent Study

The efficacy of weekly 50 [U/kg ALTUVIIO as routine prophylaxis was evaluated as estimated
by the mean annualized bleed rate (ABR) and by comparing the ABR during on-study
prophylaxis vs. the ABR during pre-study FVIII prophylaxis. A total of 133 adults and
adolescents, who were on pre-study FVIII prophylaxis, were assigned to receive ALTUVIIIO for
routine prophylaxis at a dose of 50 IU/kg IV once weekly for 52 weeks (Arm A). An additional
26 subjects, who were on pre-study episodic (on-demand) treatment with FVIII, received
episodic (on-demand) treatment with ALTUVIIIO at doses of 50 [U/kg IV for 26 weeks,
followed by routine prophylaxis at a dose of 50 [U/kg IV once weekly for 26 weeks (Arm B).
Overall, 115 subjects received at least a total number of 50 exposure days (EDs) in Arm A and
17 subjects completed at least 25 EDs of routine prophylaxis in Arm B.

The ABR in subjects evaluable for efficacy with at least 26 weeks of exposure are summarized in
Table 6. Routine prophylaxis resulted in a mean ABR (95% CI) of 0.7 (0.5, 1.0), a median (Q1,
Q3) ABR of 0 (0, 1.0), and a median (Q1, Q3) annualized joint bleeding rate of 0 (0, 1.0).
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Table 6: Summary of Annualized Bleeding Rate (ABR) with ALTUVIIIO Prophylaxis, ALTUVIIIO On-
demand Treatment, and After Switch to ALTUVIIIO Prophylaxis in Patients >12 Years of Age

Endpoint* Arm A Arm B Arm B

Prophylaxis’ On-demand* Prophylaxis*
N=128 N=26 N=26

Treated bleeds

Mean ABR (95% CI)* 0.7 (0.5, 1.0) 21.4(18.8,24.4) 0.7 (0.3, 1.5)

Median ABR (Q1, Q3) 0 (0, 1.0) 21.1 (15.1,27.1) 0 (0, 0)

subjects with zero 82 (64.1) 0 20 (76.9)

bleeds, n (%)

Treated spontaneous bleeds

Mean ABR (95% CI)* 0.3(0.2,0.4) 15.8 (12.3,20.4) 0.4 (0.2, 1.2)

Median ABR (Q1, Q3) 0 (0, 0) 16.7 (8.6, 23.8) 0(0,0)

% subjects with zero 103 (80.5) 1(3.8) 22 (84.6)

bleeds, n (%)

Treated joint bleeds

Mean ABR (95% CI)* 0.5(0.4,0.7) 17.5(14.9, 20.5) 0.6 (0.3, 1.5)

Median ABR (Q1, Q3) 0 (0, 1.0) 18.4 (10.8,23.9) 0(0,0)

% subjects with zero 92 (71.9) 0 21 (80.8)

bleeds, n (%)

All Bleeds (treated and untreated)*

Mean ABR (95% CI)* 1.1 (0.8, 1.5) 22.2(19.4,25.4) 0.9 (0.4, 1.8)

Median ABR (Q1, Q3) 00, 1.2) 21.1(16.8,27.1) 0(0.1.9)

% subjects with zero 71 (55.5) 0 19 (73.1)

bleeds, n (%)

ABR = annualized bleed rate; CI = confidence interval; Q1= 25th percentile, Q3=75th percentile.

Reflects all bleeds reported by patients including those where no ALTUVIIIO was administered.
Subjects assigned to receive ALTUVIIIO prophylaxis for 52 weeks.

Subjects assigned to receive ALTUVIIIO for 26 weeks.

Based on negative binomial model.

W b ko

An intra-subject comparison (N = 78) between mean ABR during on-study prophylaxis with
ALTUVIIIO and that during pre-study FVIII prophylaxis yielded a 77% reduction in treated
bleeds (95% CI: 58%, 87%).

All subjects with target joints at baseline (defined as >3 spontaneous bleeding episodes in a
major joint which occurred in a consecutive 6-month period) achieved resolution of all target
joints (45/45, 100%) with 12 months of prophylactic treatment with ALTUVIIIO (defined as <2
bleeding episodes in the target joint in 12 months).

Pediatric Study
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The efficacy of weekly 50 IU/kg ALTUVIIIO as routine prophylaxis in children <12 years was
evaluated as estimated by the mean annualized bleed rate (ABR). At the time of the interim
analysis, a total of 67 children (31 children <6 years of age and 36 children 6 to <12 years of
age) were enrolled to receive ALTUVIIIO for routine prophylaxis at a dose of 50 IU/kg IV once
weekly for 52 weeks. In subjects with at least 26 weeks of exposure (N=23), routine prophylaxis
resulted in a mean ABR (95% CI) of 0.5 (0.2, 1.3) and a median (Q1, Q3) ABR of 0 (0, 1.3) for
treated bleeds. For all bleeds (treated and non treated), the mean ABR (95% CI) was 3.6 (1.6,
8.4) and the median (Q1, Q3) ABR was 0 (0, 4.5).

Efficacy in Control of Bleeding

In the adult and adolescent study, a total of 362 bleeding episodes were treated with
ALTUVIIIO, most occurring during on-demand treatment in Arm B. Majority of bleeding
episodes were localized in joints. Response to the first injection was assessed by subjects at least
8 hours after treatment. A 4-point rating scale of excellent, good, moderate, and no response was
used to assess response. Bleeding was resolved with a single 50 [U/kg injection of ALTUVIIIO
in 96.7% of bleeding episodes. The median (Q1; Q3) total dose to treat a bleeding episode was
50.9 TU/kg (50.0; 51.9). Control of bleeding episodes was similar across the treatment arms.

Perioperative Management of Bleeding

Perioperative hemostasis was assessed in 13 major surgeries in 12 subjects (11 adults and 1
child). Of the 13 major surgeries, 12 surgeries required a single pre-operative dose to maintain
hemostasis during surgery; for 1 major surgery during routine prophylaxis no pre-operative
loading dose was administered on the day of/or before surgery. The median dose per pre-
operative injection was 49.96 IU/kg (range 12.7 - 61.9).

The clinical evaluation of hemostatic response during major surgery was assessed using a 4-point
scale of excellent, good, moderate, or poor/none. The hemostatic effect of ALTUVIIIO was rated
as “excellent” in 13 of 13 surgeries (100%). No surgery had an outcome rated as “poor/none” or
“missing.”

Types of major surgeries assessed include major orthopedic procedures such as joint
arthroplasties (joint replacements of knee, hip, and elbow), joint revisions and ankle fusion.
Other major surgeries included molar extractions and rhinoplasty/mentoplasty.

Perioperative hemostasis was assessed in 22 minor surgeries in 19 subjects (12 adults and 7
children). The hemostatic response was evaluated by the investigator/surgeon in 15 of these
minor surgeries; an excellent response was reported in all (100%).

16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

ALTUVIIIO is supplied in kits comprising a single-dose vial containing nominally, 250, 500,
750, 1000, 2000, 3000, or 4000 international units (IU) of Factor VIII potency, a prefilled
syringe with 3 mL sterile water for injection, and a sterile vial adapter (reconstitution device).
The actual amount of ALTUVIIIO in IU is stated on the label and carton of each vial.
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Not made with natural rubber latex.

Strength Potency Color Code Kit NDC Number
250 IU Yellow 71104-978-01
500 IU Red 71104-979-01
750 TU Garnet 71104-980-01
1000 IU Green 71104-981-01

2000 IU Royal Blue 71104-982-01
3000 IU Mist Grey 71104-983-01

4000 TU Orange 71104-984-01

Not all pack sizes may be marketed.

Storage and Handling

Prior to reconstitution:

Store ALTUVIIIO in the original package to protect the ALTUVIIIO vials from light.

Store ALTUVIIIO in powder form at 2°C to 8°C (36°F to 46°F). Do not freeze to avoid
damage to the prefilled diluent syringe.

ALTUVIIO may be stored at room temperature, not to exceed 30°C (86°F), for a single
period of up to 6 months, within the expiration date printed on the label.

If stored at room temperature, record the date that ALTUVIIIO is removed from
refrigeration on the carton in the area provided. After storage at room temperature, do not
return the product to the refrigerator.

Do not use beyond the expiration date printed on the vial or 6 months after the date that
was written on the carton, whichever is earlier.

After Reconstitution:

17

The reconstituted product may be stored at room temperature, not to exceed 30°C (86°F),
for up to 3 hours. Protect from direct sunlight. After reconstitution, if the product is not
used within 3 hours, it must be discarded.

Do not use ALTUVIIIO if the reconstituted solution is cloudy or has particulate matter.
Discard any unused ALTUVIIIO.

PATIENT COUNSELING INFORMATION

Advise the patients to:

Read the FDA-approved patient labeling (Patient Information and Instructions for Use).

Call their healthcare provider or go to the emergency department right away if a
hypersensitivity reaction occurs. Early signs of hypersensitivity reactions may include
rash, hives, itching, facial swelling, tightness of the chest, and wheezing.
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e Contact their healthcare provider or treatment facility for further treatment and/or
assessment if they experience a lack of a clinical response to Factor VIII therapy because
this may be a sign of inhibitor development.

Manufactured by:

Bioverativ Therapeutics Inc.

Waltham, MA 02451

A SANOFI COMPANY

US License Number 2078

©2023 Bioverativ Therapeutics Inc. All rights reserved.

For patent information: https://www.sanofi.us/en/products-and-resources/patents

ALTUVIIO™ is a trademark of Bioverativ Therapeutics Inc.
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8.2 =3

12.6 Sk
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13.1 AN, BRI, ZhheRE
14 FREREE
16 w% BrER OEHE
17 BEAT Y U 7EH
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BREAXEEX

1 ZNEE - SR

T v —F [HLiFRF GBfnFf#i %) . Fe-VWFE-XTEN @@t # o 737 5 -ehtl]
X, MAR A (e RVESE VI N /RZHE) O E/NRIZ3 2 LU F O 2 5 i &
9% von Willebrand [K -7~ (VWF) FEIKFRLES T-H0HL 2 DNA H 5 VI K -7-iEHE iR C
H5

o =Y — NOBEZIRT S 57200 &E M Fe ks
o M FERE K L= vy — ROE R
o AT 0D o A B

{35 A R

AFAE von Willebrand J# D VR I s SAL72 W,

2 AZERUVHE
V% DBIRNBEICOMERT B Z &,

21 HE

o BANYE—ANLTADTUTIE, VIR TS EREA (TU) TR
HENTWD, 1IUIRIEER 2 MILE 1 mL FICE £ 55 VIR FEMEICHY
L. BATOMFYRLEHEES (WHO) 0% VI KA B4 2 BB EYEIC X
STEZRZRINTND,

o ARFNOIMIE, EEES b AR T T AF R (aPTT) (KD < EElE — B
BIZXVRET S, AFloMgERE VI K- EEZRET D720, NUF—h
ST BEE —BEZ N5 Z LRI N D, BEE—BE THIE LA Al O
% VILIAFIEME L~ BEESIREEIER OFFED =T ¥ % aPTT ik
ERWESA, K2.5EEEE 70D [BER O FoME (5.3) 2H]) .,

50 IU/kg O AETIE, IUMAL CUTEFMIZRTT5%) BEALOH VI KHEEO TR S
N5 invivo B — 7 HEINEIX, LTOXEHWTHEINS,

% VI AFoHERME (IU/dL IIEFEICHT5%) =50 IU/Kg x 2 (IU/kg Y7z
v IU/dL)

% VI K7 OR R 7 BEEEE L~V EZENKT D720, LFoXEH\W5, %G558
(IU) =1K=E (kg) x & VIIRKFO BN QU/AL XIZEFECST5%) x 0.5
(TU/dL %47= Y TU/kg)

IE #8 SRR

N OVINR O @ #AAH FEEIE D 72D OAF| OHELEH &%, 50 IUKkg O 1 B E5TH
%,

HIMBHTEEEZRUVHOIEY— FOEE
HIL A SRR E A VI v — ROEFLD 72D D ARF| O HAZ DWW THE 1ITRT,




2.2

B . BEE N 0, % IE R
i, AN H I, SES S I
TR — kA NEEREA £
IR, ~F S v B A
DE LUVME T &£ 9 Hifl

#1: HOLEBEREREERCHLDEY — FOEHEO-HDOERE
Hi if D FEEE HIRAE BINE &R
R R OV 50 TU/kg Hila# 5- TE R FE R 2~3 HUANIZ 3
W1 : & Db % f 7 B LEEERURSEOM M- &Y
o v Rizxt LTl L 0iEHED 30
i, R 72 A L, KBRS [Urke % ¥55. LT % ks
13RI 8 °
2~3 H Z &2 30 X% 501U/Kkg DB
e H-Zmat LT L,
HE 50 IU/kg Hi[al# 5- 2~3 H Z &2 30 XX 501U/Kkg DB
52t L Th L,

i OIGRE I EH M AEREZ MRS 256 ST 056) « HLOGROZ0 50

IU/kg DA G026 72 BRI L ORI EZ & EIsi L L BT 2 2 & 2 HELE

SND, TO%., THMIEFIETBEOBE DR 7Y 2 —/WITHE-> Tilkke 5 2 & 53

TE D,
B T EA & 3
JAMTHIE BLD 72 D AFI DB HAZ DN T 2 1TRT,
#2: JRANRHMEHEOEDORE
FirOELER AT & e A&
INFEHT 50 TU/kg Hi[a]$% 5- 2~3 BT 30 3XIE 50 1U/kg DB
BHEZREILTH LW,
B - Ptk
KFHT 50 TU/kg Hi[a]$¢ 5- JEV IR B BROD 72 O BRIR I o B 72 55
- i AlE. 2~3 B 221230 XL 50 [U/kg
Bl - BHIEN T, BN T DB E#ITH 2 LN TE B,
fir. BAEREMAINT, SUTHHEZR
L,

SR VAR

I EMEFIER L, BEERIEL OO BB AT 5 2 &,

KU v P HRNCEIRIZR T,

2. BENLIKABOEETE RE G ANV Y E—F A TV FRIKR T L7 4L




AN E—FNRAT AN T TAT I DX v THHN L, XA TNAOITLEeET
La— L TR, TR EZHEBREIE 5,

BEHD LU TAA TAT Z 72—l 2 b/ BRI S, A TAT 2T
=% @ENOIRO LY T2 —0udEORNMIZANTZD LNz &,

A TNEELIRGETNCEL, P RETAA TLAERL, 9 —FDOFTAAL T LT
BT H =T AR NS T ARBE TR, T LD BIZEL ., AL 73T 20 h L3
ST RICEET D, XA TNAT X TE—DANRA T PNAL T IVA Ny /=D L% %
FIL, BRIHFASNDE TS TATE T —%F -9 FICH{,

6. MIEHNR—Z XA TNTETH—=EHNL, IRX—%ETH,

5

7. MRRAOEMIIT, RESNIHRIET L7 4L PV ) U POREEHT D2 L,
MET 4 2R TT Iy —ny Relffrd b, 77 Yy —n v FOJemZ ARk
TV T 4N R VDRI AND, TT Ty —ay KRR Loy EEEIN

HET, 770V —my REfIZET,



8. Fv v 7E EICMIT T, FECTHRIK T L7 4NV FY ) P aFy v 7T OE TR
95, FilRiH7 V74V RV ) Py v 7OETFOREEES TREEFL TV D
TEERMERTAHIE, T v TN TNTED . Lo EED TSR TH RN
BARIIEH LN &,

9. bIORFTDOFETHRy v 7T HEL, 90 FEDOMEITH Y thif THd, Fv v 7045
L TV 4N RY I YOH T AMOIAN R A S, MRV 7 40 KUY
VYDA T AROIEHF v v T ORIz &,

10. 34 TV S IRGATICE PN TWD Z L 2R T 5, RV 7 4V KU v
O NA T NT AT X =D AR AT D, NAT AT X T X — 2L oh
DEMDMTENDETHINKE T L7 4V R P EAI2T,

11.77 0% —ay REpo< D EMLUTT, fiRE7T L7 4V KU b g
TR FHRIKR) 2 AT IVIZEAT D, 770V vy —my RBRZRIZOT N LR
THZENDDN, ZHUFIEFE CTh D,

R.FRE TV T ANV KR o PET AT LTEE, XM T 2D D &

Al S THREZZRIEMIED, N T EEL THRENZEEICEMEL TWD
L EMERT D, IMRITEABA~AAGTH D, R LRWNWZ &, BEMZICBIC
FLA DR SUTIRE D o D5 B IAFI ZEH Lanwz &,
T T lE 2 KU EOBEREINAT NV E LD RERLT—a vy 7Y
YV (= P AZIEEENLTOHRY) IZHAEDEDL TR TH DL, HHITHEE DN
AT NABPKERGEX, ERRo LB (FIE 3~12 2/) | ##fksnh=71r 7 1
R o PERAWCTENRAL TIIVERRT D, IRONNA T IVZREIOLVT —a v 7
VoW HHERFNRTELHET, HFRE T L7V R DRI R
Wk, KoL T—uay 7o) DERVMTOIMERS LT, NAT AT H
THE=FINA TR T EFICT D, FIE 13~14 LEERIZ, KEOLT —
0y TITAFy 7Y PEGERH LT, LTS T VONEWE Y PIT
BET D, EHTLE AT HONT, ZOT—)VFIRZ#HY RS, LE2HE
=L, KoK oOLT—ay 7 ) o UERER LTRSS FIRICET,

13.770 % —my REREBEETHLUNS, WK WAL T AT X T H—IT L
SN LEFEINTNWLZ E2MRT D, M TNV EHIICT L, 70V —a Yy
F2do< D EMLTT, N TANLTXTORKEARIES U k545,
TV —ay REFHRIKS U PN DRI Z RN NE I ICEET D,

4. 7RG ) 2 HFIZB| LT, SATIIVT BT EZ—=INSERNIHNT, TH T H—N
WEEINTZEEDRBTAA T NAEBEET D, EHOE[FHNTE TWRWEEIT,
VI UTUF Yy VY UUEIRHRICEEICR T, YU YL F v v TON
Nz 2Nz &,



15. 57 1% CX 572000 e, 3 BBILINICARI 225 =2 &, k4 ITfEH
LZaWEAIL, v P oh T 28O euiEic iz b BEH B CE2RT D 2
Lo BRI L7722 &,

23 #®E5HE
FIRNRGZORERTHZ L,

o FERRDOBANT. EIRL ORI ORENTTIRY | FHANITRLIRWE K VA A
DIRWHBRBRET D Z &, RRPESAENRBD NI 5GEIE. AFORK
REHFH LW &,

o VIR LT-AKIZMOER] LR U F 2 —7 UIHRBICANTEE LN &,

5FIE :

1. YU Uk E Yy T a—T7Daxy Xz Lo EROfFiFons £
TAHIZET,

2. VU UUNHZERNBTNTELS 2D KHICTHEt Y ORI NDET
TI oV —nmy REWT, REOEKEHNLGHLAERNT &,

3. HRE v O SARES I N—E T,

4, BIRNER 21T, BEFHEITBEOREEICL > THREL., LTOMEE L&
WX oIz 5,

o RAKOFE 1A TILHT-0 1~2%
o N REN 20 kg LEDEAIT 1N T VBT 2~3 5, (KED 20 kg K
WOESIX 1A T AHT- 645

5. AFIZEANLI%, Wikt y SEERD AL, EWUNTREET S,

3 HERUSE

AENT. HEFEG RS, 7V TIERET 5 AN LK AGAO ST R & L Titig S
No, 134 T )VdHi=vForEE LT 250, 500, 750, 1000, 2000, 3000 3% 4000 [E
WHAL (IU) 2 &H9 5,

4 BB

AANE, AL E ORI Ly TF 7 1 5% &— & i o OMBUE R 5 0 B
L HT D BEIERBTHD M4 (1) B0

5 ESERUEALOZE

51 BEUERG

TFT A TR GTT LAR— IR S AR CRBT 5 RS B 5, B
PRABCIE T LV —BUBEUE R IS SR Te, 7F7 4 T % v — ISR

2 ATREMEDS & D IMBUESOS Ok GEMZ, BEWi, MERRHeRE, mmif, K=& O
ZOFEZGET) IZOWTHEEICHIAT S Z &, BBEUEER DRI L7256 1 3AA Off



MEHIE L, ERNOEE T 20, RanRe2 5 & 2 BFICHETH 2 L,

52 ik

AR OFEHIZ LV E VIT ®F-I2xtT 2 HMmbtE (e v X —) BEAINLDATRElE
N5, ERBRBRTIETRIURIT RS S ho Tz, Y722 EEREIZE K OFF R R A
X0, TRTCOBEFICBITLE VI INTFA e BEX—ORBAZBET L L, BED
MAEFE VII NFRENTHIZE EF L20WEE. &2 WIEARIR GRS b i) & B
TERWGEIE, A e ¥ — (TR OFELEY., HURREZITS 2 &
[ LR OMEH FoEE (5.3) 2/

53 BEREEOE=42Y>YT

MAEREE VIT K IEEOFHm A LB RS, N 7 — b I kel — Bk O 23 HE
WIns [HEkOHE 2) /), GEE—BETHIE L7 ARKIOF VI K -F1EME v
~UUT, BEMEAREEER O EDOT T ViR aPTT R34 W54, £ 2.5 4%
mEE 7D, ZNODOHELEHT 25, ke 2.5 THY ., BFOFE VI K&
PEL LA S5, EERPES TR S 2B — BeiE ST R At A Rk B AR
TEXRWEEIE, V77 LU ATRT MU —OFERBHERINS,

5 OVIL R34 e B X —0ORBEBIET 52 L, HLBAKI T he—L
ST, PREINSEFE VIDEFHEHEOMAEPREIZELZRWEES, 6 VINE 1 >t
B —NFETHNE I E BT 57007 v A HEmTSH (e EZ—D)
MARET AN RN EAEHTH L)

6 El{EH
B RFABR Tt S LT EREIEH (WBE D 10%i#) 13, B8R M OB Th o 72,

6.1 EREREEBROZEER

B R RRIR IR 2 7 4 T TR S LB 7200, 5 S5 D AR Ak BR TR B L 72 Bl
DR % IO A O BRI T OFBIH L EBiT 5 2 L I3Tx P, E2ERE
ORI BB IR A K L TR WA B 5,

EWIM L, HIRpRiFe s, UTEINE O W TARAI OG- 4 1 [FILL E
ZUTIREREOH S (PTP) BEIEMAR A B (NIKME FVIIIEMED 1%A0, XILE
JEM AR A & —ET 2822 5) 159 6] (B 134 ffil, F4F 25 6) ZX5z, AH
DRNEZ TN L 7o, VR H 3N 25 B UL EO#RERE 1L 152 1] (96%) . 50 HLL Lok
B X 11561 (72%) ToH V., BB E L OWERE H7- 0 O 5RO FREITV-I
% 53.0 (#iPH : 2~63) Tholz, HMIEFERIL 151.5 NMETh o7z, T REE X
HH I AR T TE 2 52 1 72 159 BT 5761 (36%) (CRIMERT (R 3ICER) NRD LT,

B & AR O CRIERIZFIR R 2 23RO b hro7o, ZoR
BRCIZ. A e X —i3 N, 777 407X —0RWERITRE SN o7,

K3: FHT3I%ULOHETHRE S NW-EHER



MedDRA #=EBIK55E BIYEH BB

n (%)

(N=159)

PR bR SH R * 33 (21)
A HE SRS & OV A sk e

B & 26 (16)

RG] 9 (6)

* AN (3241) ROVAERNE (1) OFEAGEEE T,

HEATHO/NFHERTIL, AFIO®T G2 1 [BILL BT 72 12 ARl O EAE M AR A O F IR
PTP 67 & 5 5202, KN DM A2 5 1 L=, TR O ST, 1RE 05008 25 B LU
oYL 23 B (34%) TH V., BRE AL OBERE 5720 O 5 EE O I
WTLE 14.0 (FiPH - 1~46) Thotz,

BITER & LCEDmDS 1B (1%) IZHE Sz, ZOMBRTIE, A e X =3RS
N 7T T 4 X —DRWERITERE SR o T,

2 Mkl IC W T MARTERRFLRN 1% (3206 64)) IZFRO HILTZ, ZiLh 3
BNIIEEFEDO U A7 RPN o7,

aEENE

R BR TlT, TR TOWBRE ICBWTE VI KF-Icktd+ 2Pk (f e bEZ—)
DEMWABLZE L, 5§ VI K123 2 FFRHURFEEL L 72 gR 513 ie o 72 [47
FEFHE (12.6) M

8 BALTEA~DRE

8.1 IR

JRY DE

AFN AT FICFER L2 S0P EE Y 27 2B 50T 27 —Z 1d7%0, @8 a H
W ARFIO AT AERBITERI N TR, LR T, AR A TS L5
AICAFHRE N E KAE T, BIRICEZ KIETHERHATH D,

KIE O —FREM TIL, BERANCHER ST EIRIC R T 5 8K 7 Je RELE K OV PE D HE
EREEY A7, Z0EN 2% ~4% K% N 15%~20% T 5,

8.2 iREL
) R DEEE
b PRI FA~OARFOBAT, B THETONAIRITS T 28, SUIFITEAEITKS




T ORI T HHBIT R, R KD HZEMCRE LD T v ME BB
ARFNZ 6t 2 B IR A B M K QAT ST R D FERER AU L D AL IR 9~ 2 A FHAE
HOFREME L e TEBET & TH D,

84 INRFE

EM L, MR s, SUTEINE O —ER & LTAKZ 1 B E&ES L
7=, WBEREOH D 18 AR O/NRHBE 92 Hil X512, ZaelE, Bk OSSR E)HE
(PK) Z7Fl L7z, HHEWBREITRA KL OFERBRIREE L, 12 w0/ NN
WEITHR OB IZ B G L=, 3161 (33.7%) 2% 6 A, 36 Bl (39.1%) 73 6 5% LA
b 12 AR, 25 B (27.2%) MEAE (12 Ll E 18 ki) Tholo, 12 AT O
Bt 67 il extg L Liz/hNEEEBRO BT — 213, HERSIOLE N2 a2 R LT
[P (12) 2]

8.5 EE

KA OBRRIRTIL, 65 8L EOWREHD T 1D T ol=rth, EHEMRE L DK
I DEBRLYET AN TERoT-, LA L., MoFE VI [KEE OGRS C
X, mlE RS L EERE ORIZEITRD LTV,

11 &R

AF| [Hu 5K GElsFH#2) . Fe-VWEF-XTEN @& % o237 B -ehtl] 1%, HEH
P, FEREME, A~IKBEAOBMETZER R TH D . B L CTEIRNIES 5, KA
1L, For Al & LT 250, 500, 750, 1000, 2000, 3000 X% 4000 EEEHAL (TU) =5
A GEHAL T AT SN D, RAFIOE AL T, EEOF VI KFIEHE
& (IU) CHRRTDH, HEHAMERIZ. BETV 7 00 R o DIcmE STtk S
AVAHWETFEH K (SWFD 3 mL CIEfRET 5, 8% ORIRITEARIITRL 23 £ 700,
BAKELLIZIE, I & LT, T = HEstE (250 mM) | b L w A KRN
¥ 5mM) . AT (10 mM) . &AY VxX— kK 80 (0.05% w/v) MONA T v —
A (5% wiv) WEEhb,

KENDEREAE., ez a2 7B THY, b MuyEsa7 U Gl (IgGl)
® FefEfk, t b von Willebrand [K-7- (VWF) @ FVIII#54A D'D3 fHiK, & V220 XTEN
RYRTF RICHEARKEASLTWSE F FVII OHS B KA A % (BDD) 771
THERL S NS, ARFNL 2829 DT X /B RKY . Z D RNT O5rF&lE 312 kDa T
b5, KANL, 22D Fc b I PALT 4 RFEEIC L > THARKEAE L TWD 2 KDOR
VARTF REE L TERIND, F—® FVII-XTEN-Fc R U ~_X7F KgHiL, FVII O
ATA2 fEIEOMIZ, 288-XTEN 7R U X7 F RIZEA L7z BFEIK (1~745{8D 7 2 /&)
DO S5EOT I /EE CRIKFVIIBFEIK O V) | FVII O A3C1C2 fElK (1649~2332) |
KOVt b IgGl O Feflix&Aa 35, % 0D VWF-XTEN-a2-Fc /R U X7 F RE{I%, 144-
XTEN R U A7 F RiCf@éa L= VWF (1~477 o7 2 7 l#) @ D'D3 fEdlsk, FVII A5
O kv IRl e e BerEREIE 2 BB R OV b 1gGl @ Fe k2 & A3 5, Fe ik
I3 IgGl Dk ¥, CH2 KO CH3 fEIE D572 5, 471D Fe, VWF X OY XTEN #5714,
AHNO M R 2 LR35,

KHENL., FDOIRFEREENRH LN ENTWA E MERBEE (HEK) HAOREZ Hu -
FHHA 2 DNA I L W AFEES N D, AANT. b b XUTEMW A RS &2 Bnd3 i



Sh, BHora~ N7 7 40— T8, EEVANVAREERETRR, VAV 7 07
FUADTODT ) A TR, RAAE LEZHEAGDE BRI TWA,

12 BREREE
121 FA%F

AHK (B AIRR T (B FHHHL %) | Fe-VWF-XTEN @it & % > 23 7 B -ehtl] 1. 2h5E
B 72 1B IC B 72 R Z LT A IR EEE 2 VI K% —BFIc £ 5, AL, it
DFEVER) 72 I8 E B8 FVIIL AN LV 3~4 5BV 8 2 =37,

FRALERDA DXL

AAHNL, FVII-VWF 8 AA/ERIC & 2 - o6 R %2 FhEEd 5 . NIKME VWF ICEAFF L 72
WIB R THfA 2 FVIII 7 v J@e 2 o7 8 Th 5, VWF O D'D3 FEIIT FVIIT & 4
HAEHT 28CH 5, VWF @ D'D3 fflkZ 8 7 2. FVII-Fe fita &% >/ 27 BT
3252 L2k, FVILORGE K NLEMENE S, NIEM VWE & FVIIL OFH A AE
HAREINAT-SH, VWFZ U T 52 212X 5 FVI 2 O fIBEANERE S L5,

B MuEs7r7 U Gl (IgGl) @ Fe fBUIHT/ER Fe & (FcRn) (IZHET 5,
FeRn (ZERICRAET DZMREO M TH Y, E /v 7Y 2 UOPEBR M IS HEER S
LI LI EoTRIEI T Y DY Y Y=L RE RS 5720, Kita & o3
7 E ORI S e R T D,

AENTVE, KRG & o X7 OB PRI E 2L S E D 2 DD XTEN R U ~TF
RREENTWDTD, 7T 7 AROGROEE 2K T S, EYEhiEfrE 2
BT 5, AFITIE, RRFVIIBAEEL SEO7 I /A BrR<) 23, FVIIN745 & E1649
T EEOMICEASN 1 DHO XTEN IZE# S5, 2 -5H® XTEN | D'D3
fHIK & Fe ORNICHA STV 5,

122 EHhZ

AR A TIHEREMEEEE 25 VIILIK 1 (FVIID O KB Z R E 3 5 MR E <, IEMb
Wy ba R T AF UM (aPTT) (2585 < BEE— B AT X 2 BEE FF R O 4B & A3 52
DHiDH, AFOEE X FVIL O MBERIRE L BA S, AR A BF O REE %
—Wc =T 5,

FVII O3EWERE /3T P i o< & il Y X 71 FVIL &% & A OB Z =T,
K 50 WU/kg DM 1 [FIH G REOF VI KI5 L~ 3R Him Y 2 7 & BJE LTy
776

12.3 EWEE

FiA &, IEEMEERRERICIB VT, AL OFH 159 FlF N 12 ATl o /N 67 51 %
FLAAIL, 50 TU/Kg %38 1 [IERIRINEE S L= & & OARAID PK 25l L7z, 12 A O
INREE T, R20NCARZBEREG L&D PK a7 7 A VNG HT-,

AAFNHE R 5% D PK /NT A —X %K 4R T, PK/XT A—Z X, aPTT 1235 < B
— BRI X JIE Ui FVIITTE MR D\ iz, AR 50 TU/Kg D HE 5%, -
a7 — MR TEWEH N FVIITEER RO Hiv, RN ERE Lz, /hNEak— kT
X, FlO EFICEOEER TS (AUC) 23hnL. 7 U7 7 2 AR B E




oI, EFEREIIBITAPK a7 A4 Q6EB) 3¥EREGEHZOPK 77 7

AN EFREETH - T,
F4: FERBOARKEBIHBRESZOERYEIRE N NT A —F (BE—BE)
PK/XT A —% INRERSZELE L | DRZRBLE LE | RAROEELZS | RAROFTEZS
(3¢ SD) Rk R gL LR gL LR
VDL 6k | 6L 12 Sk | 12 BALE 18ER A
14 B 18 45l i 1341
25 5
AUC (IUxh/dL) 6710 (1190) 7190 (1450) 8350 (1550) 9850 (2010) *
tiz (h) 39.9 (5.71) 42.4 (3.70) 44.6 (4.99) 482 (9.31)

CL (mL/h/kg)

0.740 (0.128)

0.681 (0.139)

0.582 (0.115)

0.493 (0.121) "

Vs (mL/ kg)

38.0 (7.19)

38.1 (6.80)

34.9 (7.38)

31.0(7.32)

MRT (BFfH)

51.9 (9.06)

56.3 (5.10)

60.0 (5.54)

63.9(10.2) "

AUCo. = #5-MIBRIZH 1T D IEVE-REM AR FiEifd, CL= 2V 7 7 A, MRT = VAR, SD = 1%
WSS, o, = ORI, Vi = BRI AE T A5

Y1287 T A MIESEHE,

FENICKT T 2 1RO FRIEGIZE Y | EEREBREOARANL, F¥ (SD) 4.1 (0.7) H
EIE ) BIRIFIES (340 TU/AL) @ FVIIEMEZMERF L7, 10 IU/L ## 2 % FVIIL &
P, Bzl U Tl AN K OVEFEHERE O 83.5% CHERF S L7z, 12 Rl D/
T, AFNX 2~3 HIFIEFE 2 HIXIEIER (>4010/dL) @ FVIN{EMEEHERF L. £ 6~7
Hf3>10 TU/L @ FVII{EMEZMERE Lo, 12 A O/ o RN, 5% 7 HBIZ

BE DI AR (35 TU/L) T FVIIIEMEZ#ERE L T (R 53H)

£5: FRIORFOEKREICK S 2 EMBE T A —F (GEE—BE)
PK/RT A —4 MNRERIZREL | MRERREL | RARVCEEEZX | RAROEEEZ S
¥ (SD) 7= B Vioka%: S L LR S L LR
12 %L L 18 R 5PN
1BUE 6FR | 6 LA LE 2R b 124 4
T Tt 24
20 4 35 45
v'— 7 fE (IU/dL) 113 (26.2) 121 (25.31) 124 (31.2) 150 (35.0)
IR (kgxIU/dL/IU) 2.10 (0.53) 2.17 (0.46) 2.25(0.61) 2.64 (0.61)
40 TU/AL F T @ B [H]
() T 59.2 (7.68) 72.2(11.2) 81.7 (13.1) 97.0 (20.2)
20 TU/AL F T @ B[
() T 99.3 (9.15) 117 (13.9) 130 (15.7) 150 (27.7)
10 TU/AL F T @ B [H
() T 139 (11.7) 163 (17.1) 179 (21.4) 200 (35.4)
7 7fE (IU/dL) 6.75 (2.29) 9.77 (3.64) 9.23 (4.77) 18.0 (16.6)

v— 7l = EFIREICBIT 2EE 15 5
FVII {EVEfE, SD = 12 #e {7 =

IR = B3 AR,

~ 7 7E = EHEAREBIZBT D8R 5RTD



NI IR AL OFEE G E Lol znEhn 4 X OV52 B H RBR K TR PK AR IRELECE

PeCHELNZHEMZ AT, EFIREICBITA2E— 27, F 7 7EETIR ZZFNFNEH Lz,
FEVIILIGPE S CORRIL, REM PKEF L2 W T TFHIL7,
Bl EH

LLFORT X, AFIOIEDEHREIZ X L TEIRINIZEBRD H 582 KT I 720 - Fin
(1.4~72 %) . PEBI. AFE (AN, 7Y 7 AN) . VWF HUEIEME (40~339 TU/L)
~v 27Uy ME (28%~57%) . Mg, HCV E4OF M, XL HIV B30 A 1,
{KE (12.5~133 kg) 1%, HEHENLBFE LKL C, KECTEELLEZZ VT T A
(dL/hkg) % 79%~-18%Zb 35 & TFHIND,

12.6 HRERMYE
BRINDPHEMPUE (ADA) OFIBLRIL, DONTIEDRE K O R IC R & RFT
IIHTEIBE N D D720, uTgﬁﬁ?éﬁ% Téﬁ%%#%®%ﬁ4%m

DOFRER NI OFE VI K BIANCB T 25RO R L FERICHE T 5 2 &
I TE A0,

EEIRERER Tl T _RTOWBREICBWTE VI Ko+ 2R fmil (£ e B 4%—)
DEMAZHE LT, & VIIIA IR 5 FFIHUR N BB L 7288 1T 7o 7,

R R OB 5 (B E 49.64 HE]) 2B\ T, AFIEEEED 4277 5 (2.2%) 3
PR R 2 38 8 L=,

FVII {EME-FEE 7" 1 7 7 A VO PK BEFE /X T A —HZIZx3 5 ADA DO Z0I8 D b
fcﬁ7§)’) 7Lk—o

H = v — R OSES) R OGIZBE 95 ADA O ZITR D b e o Tz,

13 FREREREEEER
131 AR, ERFE, ZheESE

ARFND DS po e BR K OVE B e BRI i S WV, ZHRBEIC Ko B ARH DR
239 5 A BRIL = STV Ry,

14  ERERRE

IBRIEOSH 5 (PTP) HAEM AN A EBE (KI%OWNKME VI KM ST EHE i A
A L —BTHAEEBFERNHERINTWDS) XL L 2 koL tE. §im
%\#g@%mﬁ%(Wkﬁoumui®ﬁ$%ﬁﬁktt B & 12 R O/ N
xfgel Uiz 1ilBR) (B W T, AREIOLeME, A0 O EIRE & 51 L 7=,

FTANTORBRT 50 U/Kkg # 1 BIHGAZ K 5 EHIMAREOAZMEN M S 4, HfE
R DTG L OKRF TN Fir 2 5210 2 #BRAE o JA T 18 BRIZ 36 1 % 1k i 2h 3 D3 feRd
éﬂﬁ_o

SETLERAROHELZ G E LRk, BEMAR A 2895 PTP 159 5 (4B
PS8 Bl 2t 1B ZBEkLT-, #EBREIX 125800 2 THY ., 120D 175D



FHEWBRE 25 BINE ENT-, BEESNT-2 159 FIRAF O L4 1 [[ILL ESZF. %)
PEOFHl N AIRE CTH o 7=, 14941 (93.7%) NilBrAa25eT Lz,

T2y A TEEET, Efab o/NEERG E LRI 12 R O BT AR
AZHT25PTP BIE 6741 (1~55E0 31 B, 6~115%M 36 1)) DB, BEkS
iz 67 BB BAAK| O H-% 1 [|ILL 521 7=,

HilTEY — FZIERT 5= DERHFREE
BRARUVEEERRE LI=ER

EMHFTREIE L L COARA] 50 TU/kg # 1 [BIEGOFMEE, FHER M (ABR)
X HEE U, F 72 RABR D o B I RS & BRBRAT O FVIITRANC X 2 E ek d
? ABR Z 45 Z L2 X 0 EHEE L=, BBRATIC FVII 81 X 2 @i s 2%
ifwt&k&@%%$%ﬂ1%m% m%@ﬁ%&&bfﬁﬁﬂnwgwﬁlﬁﬁ
IRNPEG-% 52 BRI T D8 (A BE) (2B A1 7=, 3BRATc FVII 8412 X 2 H i
%ﬁﬁ&%xifmt%®w%%%mi\Kﬂﬂnwmwﬁmw&ﬁ X 2 i B A
FeRIE % 26 B2 T, T D% 50 TU/Kg DM 1 [AIFRIRN R 512 X 2 @ Wi Fe ik %2 26 8
W7 BRE) . &KL LT, ABD 115 HIRAR S0 B4 (ED) U Eo&kE%
AT, BHEEO 1765173 25 ED UL Lo E i Fe ik & 56 T L7z,

26 LA EOBRFRIF CHINEDOFH A FIRETH - 7 BRE 123511 5 ABR 23 6 [T H
95, EHRTEEEORE, F¥ ABR (95%CI) 1£0.7 (0.5, 1.0) . ABR O HiJefi
(Q1, Q3) X 0 (0, 1.0) . FRIBAHHMFTOFLRAE (Q1, Q3) X 0 (0. 1.0) &7

ST,




£6: 12R®ULOBEFICRT S, AFOEHMARE, AF O HMRETRE, &K ORAOEL M
FRIE~DE Y B2 % OFEMHME (ABR) DEFK
FEATG R B * ABOBHIMITEE | BEO Hﬁ;ﬂ#ﬁiﬁsﬁ B B D EHFHFRIE
128 51 2¥6 i 26 15
BRIz i
45 ABR (95% CI) 0.7 (0.5, 1.0) 21.4 (18.8,24.4) 0.7 (0.3, 1.5)
ABR O Hgfi (QI, 0 (0, 1.0) 21.1(15.1,27.1) 0 (0, 0)
S“ﬁu B L 72 o Tz 82 (64.1) 0 20 (76.9)
BeERE . n (%)
BRI iz BARH M
) ABR (95% CI) ¢ 0.3 (0.2, 0.4) 15.8 (12.3, 20.4) 0.4(0.2,1.2)
ABR O F 88 (Q1, 0 (0, 0) 16.7 (8.6, 23.8) 0 (0, 0)
(3%3;1 WIEBLL 72 ino 1z 103 (80.5) 1(3.8) 22 (84.6)
WEHRFEOEIE . n (%)
TR S 7= BAE I
¥ ABR (95% CI) § 0.5 (0.4,0.7) 17.5 (14.9, 20.5) 0.6 (0.3, 1.5)
ABR O H A (Q1, 0 (0, 1.0) 18.4 (10.8, 23.9) 0 (0, 0)
S“ji%mi‘%%fﬁ L7ginoiz 92 (71.9) 0 21 (80.8)
EREOEIE . n (%)
2Him EROFEZMbRY) *
#) ABR (95% CI) ¢ 1.1 (0.8, 1.5) 22.2(19.4,25.4) 0.9 (0.4, 1.8)
ABR O H A (Q1, 0(0,1.2) 21.1(16.8,27.1) 0 (0. 1.9)
S”jjmi%fﬁ L7ginoiz 71 (55.5) 0 19 (73.1)
WEHRFEOEIE . n (%)
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AP S & 7e D RFARF ORI 1T, BIFITZ R (BEBIER, Mk BEEN K& OV oD B i & 4
fir) . BASMEEN LK OVRBEFEEN 72 EOBEBABBRFMN G END, £OMDKR
FIIZIE, REE O L ORIERR A b T A T3 & i,

19 B (B 12 61, /N2 7 B1) oo /NFAf 22 F 2 e G Ja i 0 o 1 i 5 Al & S0 L 7,
NS DNFHD DB 15 FRHCHOW T, IRBREIEERSMRHE 23 1B M) R 2 B9l L 72,
FTANTORE (100%) TRRITFERE WA ShT,
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=P8 Jiffis 7 —a—FK ¥ v h NDC &5
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2000 IU 2 A YL — 71104-982-01
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FDA 7GR D BE MNT IS SCE (BE AT IEHR AL O E) 25ite 2 &,
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