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GRIFOLS

Alphanate® 1000 IU

Solvent Detergent and Heat Treated

ANTIHEMOPHILIC FACTOR/VON WILLEBRAND
FACTOR COMPLEX (HUMAN)

DESCRIPTION

Alphanate®, Antihemophilic Factor/von Willebrand Factor Complex (Human), a sterile, lyophilized concentrate of Factor VIII (AHF) and von Willebrand Factor (VWF), is intended for intravenous administration
in the treatment of hemophilia A and von Willebrand Disease (VWD). Alphanate is prepared from pooled human plasma by cryoprecipitation of Factor VIII, fractional solubilization, and further purification
employing heparin-coupled, cross-linked agarose which has an affinity to the heparin binding domain of VWF/FVIII:C complex.! The product is treated with a mixture of tri-n-butyl phosphate (TNBP) and
polysorbate 80 to reduce the risks of transmission of viral infection. In order to provide an additional safeguard against potential non-lipid enveloped viral contaminants, the product is also subjected to
an 80 °C heat treatment step for 72 hours. However, no procedure has been shown to be totally effective in removing viral infectivity from coagulation factor products.

Alphanate is labeled with the nominal antihemophilic factor potency (FVIII:C activity) in International Units (IU) FVIll/vial. Each vial of Alphanate also contains specific labeled amount of von Willebrand
Factor Ristocetin Cofactor (VWWF:RCo) activity expressed in IU VWF:RCo/vial.

Alphanate contains Albumin (Human) as a stabilizer, resulting in a final container concentrate with a specific activity of at least 5 FVIII:C IU/mg total protein. Prior to the addition of the Albumin (Human)
stabilizer, the specific activity is significantly higher. When reconstituted with 10 mL diluent (Sterile Water for Injection, USP), the composition of Alphanate 1000 IU is described in Table 1.

Table 1: Composition of Alphanate 1000 IU

Component Concentration

Factor VIII:.C 80 - 120 IU/ml

VWF:RCo NLT 400 U/1000 FVIII:C IU
Albumin (Human) 0.3-0.9 g/100 mL
Calcium NMT 5 mmol/L

Glycine NMT 71 pg per FVIIL:C U
Heparin NMT 1.0 U/mL

Histidine 10 - 40 mmol/L
Imidazole NMT 0.1 mg/mL
Arginine 50 - 200 mmol/L
Polyethylene Glycol and Polysorbate 80 NMT 1.0 pg per FVIII:C IU
Sodium NMT 10 mEg/vial
Tri-n-butyl Phosphate (TNBP) NMT 0.1 pg per FVIII:C IU

NMT = not more than

NLT = not less than

Viral Reduction Capacity

The solvent detergent treatment process has been shown by Horowitz, et al., to provide a high level of viral inactivation without compromising protein structure and function.? The susceptibility of human
pathogenic viruses such as Human Immunodeficiency viruses (HIV), hepatitis viruses, as well as marker viruses such as Sindbis virus (SIN, a model for Hepatitis C virus) and Vesicular Stomatitis virus
(VSV, a model for large, enveloped RNA virus), to inactivation by organic solvent detergent treatment has been discussed in the literature.®

In vitro inactivation studies to evaluate the solvent detergent treatment (0.3% Tri-n-butyl Phosphate and 1.0% Polysorbate 80) step in the manufacture of Alphanate demonstrated a log inactivation of
= 11.1 for HIV-1, = 6.1 for HIV-2, = 4.1 for VSV and = 4.7 for SIN. No residual virus was detected after solvent detergent treatment in any of these studies.

Additional steps in the manufacturing process of Alphanate were evaluated for virus elimination capability. The dry heat cycle of 80 °C for 72 hours was shown to inactivate greater than 5.8 logs of Hepatitis
A virus (HAV). Precipitation with 3.5% polyethylene glycol (PEG) and heparin-actigel-ALD chromatography are additional steps studied using Bovine Herpes virus (BHV, a model for Hepatitis B virus),
Bovine Viral Diarrhea virus (BVD, a second model for Hepatitis C virus), human Poliovirus Sabin type 2 (POL, a model for Hepatitis A virus), Canine Parvovirus (CPV, a model for Parvovirus B19) and HIV-1.
Table 2 summarizes the reduction factors for each virus validation study performed for the manufacturing process of Alphanate.

Tahle 2: Virus Log Reduction

Virus (Model Virus for) BHV (HBV) | BVD (HCV) | POL (HAV) | CPV(B19) | VSV | SIN(HCV) | HIV-1 | HIV-2 | HAV
3.5% PEG Precipitation <10 <1.0 33 1.2 - - <1.0 - -
Solvent-Detergent >8.0 =45 — — >4.1 =47 =11.11| =6.1 —
Column Chromatography 1.6 <10 <10 <10 - - =>2.0 - -
Lyophilization 1.3 <1.0 34 <1.0 - - - 2.1

Dry Heat Cycle (80 °C, 72 h) 2.1 =49 =25 4.1 - - - - =58

Total Log Removal =>19.0 =94 =92 5.3 =41 =47 =131 ] =61 =79

Additionally, the manufacturing process was investigated for its capacity to decrease infectivity of an experimental agent of transmissible spongiform encephalopathy (TSE), considered as a model for the
vCJD and CJD agents.

Several of the individual production steps in Alphanate manufacturing process have been shown to decrease TSE infectivity of an experimental model agent. TSE reduction steps include: 3.5% polyethylene
glycol precipitation (3.23 log, ), affinity chromatography (3.50 log, ) and saline precipitation (1.36 log ). These studies provide reasonable assurance that low levels of CJD/vCID agent infectivity, if present
in the starting material, woulld be removed.

CLINICAL PHARMACOLOGY

Mechanism of Action

Antihemophilic Factor/von Willebrand Factor Complex (Human) contains Antihemophilic Factor (FVIII) and von Willebrand Factor (VWF), constituents of normal plasma, which are required for clotting. The
administration of Alphanate temporarily increases the plasma level of Factor VIII, thus minimizing the hazard of hemorrhage in patients with hemophilia A.** FVIIl is an essential cofactor in activation
of Factor X leading to formation of thrombin and fibrin. VWF promotes platelet aggregation and platelet adhesion on damaged vascular endothelium; it also serves as a stabilizing carrier protein for the
procoagulant protein FVIILS7

Pharmacokinetics

Pharmacokinetics in Hemophilia A

Following the administration of Alphanate during clinical trials, the mean in vivo half-life of Factor VIl observed in 12 adult subjects with severe hemophilia A was 17.9 + 9.6 hours. In this same study,
the in vivo recovery was 96.7 + 14.5% at 10 minutes post-infusion. Recovery at 10 minutes post-infusion was also determined as 2.4 + 0.4 U FVIII rise/dL plasma per IU FVIIl infused/kg body weight.
Pharmacokinetics in von Willebrand Disease (VWD)

A pharmacokinetic crossover study was conducted in 14 non-bleeding subjects with VWD (1 type 1, 2 type 2A, and 11 type 3) comparing the pharmacokinetics of Alphanate (A-SD/HT) and an earlier
formulation, Alphanate (A-SD). Subjects received, in random order at least seven days apart, a single intravenous dose of each product, 60 IU VWF:RCo/kg (75 IU VWF:RCo/kg in subjects younger than
18 years of age). Pharmacokinetic parameters were similar for the two products and indicated that they were biochemically equivalent. Pharmacokinetic analysis of Alphanate (A-SD/HT) in the 14 subjects
revealed the following results: the median plasma levels (% normal) of VWF:RCo rose from 10.00 IU/dL [mean, 11.86 + 4.97 1U/dL; range: 10.00 to 27.00 IU/dL] at baseline to 206.00 IU/dL [mean,
215.50 + 101.70 1U/dL; range: 87.00 to 440.00 1U/dL] 15 minutes post-infusion; median plasma levels of FVIII:C rose from 5.00 IU/dL [mean, 21.00 + 33.83 IU/dL; range: 2.00 to 114.00 IU/dL] to
206.00 1U/dL [mean, 215.29 + 94.26 1U/dL; range: 110.00 to 421.00 1U/dL]. The median bleeding time (BT) prior to infusion was 30 minutes (mean, 28.8 + 4.41 minutes; range: 13.5 to 30 minutes), which
shortened to 10.38 minutes (mean, 10.4 + 3.20 minutes; range: 6 to 16 minutes) 1 hour post-infusion.

Following infusion of Alphanate (A-SD/HT), the median half-lives for VWF:RCo, FVIII:C and VWF:Ag were 6.91 hours (mean, 7.67 + 3.32 hours, range, 3.80 to 16.22 hours), 20.92 hours (mean, 21.58 + 7.79 hours;
range: 7.19 to 32.20 hours), and 12.80 hours (mean, 13.06 + 2.20 hours: range: 10.34 to 17.45 hours), respectively. The median incremental in vivo recoveries of VWF:RCo and FVIII:C were 3.12 (IU/dL)/
(IU/kg) [mean, 3.29 + 1.46 (IU/dL)/(IU/kg); range: 1.28 to 5.73 (IU/dL)/(1U/kg)] for VWF:RCo and 1.95 (IU/dL)/(IU/kg) [mean, 2.13 + 0.58 (IU/dL)/(1U/kg); range: 1.33 to 3.32 (IU/dL)/(1U/kg)] for FVIII:C.

The pharmacokinetic data in VWD are summarized in Table 3.

Table 3. Pharmacokinetic data in VWD

Parameter Plasma VWF:RCo (Mean + SD) | Plasma FVIII:C (Mean + SD) | Plasma VWF:Ag (Mean + SD)
Number of patients 14 14 14
Mean plasma levels (1U/dL)

Baseline 11.86 +4.97 21.00 + 33.83 -

15 minutes post-infusion 215.50 +101.70 215.29 + 94.26 -
TV (Half-life in hours) 7.67 +£3.32 21.58 +7.79 13.06 £ 2.20
Incremental in vivo recovery in (1U/dL)/(1U/kg) 3.29 +1.46 2.13+0.58 -

Following infusion of both Alphanate (A-SD) and Alphanate (A-SD/HT), an increase in the size of VWF multimers was seen and persisted for at least 24 hours. The shortening of the BT was transient, lasting

less than 6 hours following treatment and did not correlate with the presence of large and intermediate size VWF multimers.®

INDICATIONS AND USE

Hemophilia A

Alphanate, Antihemophilic Factor/von Willebrand Factor Complex (Human), is indicated for the control and prevention of bleeding in patients with FVIII deficiency due to hemophilia A.°

Von Willebrand Disease

Alphanate, is also indicated for surgical and/or invasive procedures in adult and pediatric patients with von Willebrand Disease (VWD) in whom desmopressin (DDAVP®) is either ineffective or contraindicated, except

Type 3 patients undergoing major surgery.

CONTRAINDICATIONS

Alphanate is contraindicated in patients who have manifested life-threatening immediate hypersensitivity reactions, including anaphylaxis, to the product or its components.

WARNINGS AND PRECAUTIONS

Anaphylaxis and Severe Hypersensitivity Reactions

Anaphylaxis and severe hypersensitivity reactions are possible. Should symptoms occur, treatment with Alphanate should be discontinued, and emergency treatment should be administered.

Neutralizing Antibodies

Development of procoagulant activity-neutralizing antibodies (inhibitors) has been detected in patients receiving FVIl-containing products. Carefully monitor patients treated with AHF products for the

development of FVIII inhibitors by appropriate clinical observations and laboratory tests. No studies have been conducted with Alphanate to evaluate inhibitor formation. Therefore, it is not known whether

there are greater, lesser or the same risks of developing inhibitors due to the use of this product than there are with other FVIII preparations. If expected plasma FVIII activity levels are not attained, or if

bleeding is not controlled with an appropriate dose, an assay that measures FVIIl inhibitor concentration should be performed. Patients with these inhibitors may not respond to treatment with Antihemophilic

Factor/von Willebrand Factor Complex (Human), or the response may be much less than would otherwise be expected; therefore, larger doses of Antihemophilic Factor/von Willebrand Factor Complex (Human)

are often required. The management of bleeding in patients with inhibitors requires careful monitoring, especially if surgical procedures are indicated.’!? Depending on the level of the inhibitor and/or

clinical response, it may be appropriate to use an alternative ‘bypass’ therapeutic agent.

Reports in the literature suggest that patients with Type 3, severe von Willebrand Disease, may develop alloantibodies to von Willebrand factor (VWF) after replacement therapy.’® The risk of developing

alloantibodies in patients with von Willebrand disease due to the use of this product is not known.

Thromboembolic Events

Thromboembolic events have been reported in von Willebrand Disease patients receiving Antihemophilic Factor/von Willebrand Factor Complex replacement therapy, especially in the setting of known risk

factors for thrombosis.!**® In addition, endogenous high levels of FVIII have also been associated with thrombosis but no causal relationship has been established. In all VWD patients in situations of high

thrombotic risk receiving coagulation factor replacement therapy, caution should be exercised and antithrombotic measures should be considered. See also ADVERSE REACTIONS.

Intravascular Hemolysis

Massive doses of AHF/VWF Complex (Human) have rarely resulted in acute hemolytic anemia, increased bleeding tendency or hyperfibrinogenemia.” Alphanate contains blood group specific isoagglutinins

and, when large and/or frequent doses are required in patients of blood groups A, B, or AB, the patient should be monitored for signs of intravascular hemolysis and falling hematocrit. Should this condition

occur, thus leading to progressive hemolytic anemia, the administration of serologically compatible Type O red blood cells should be considered, the administration of Alphanate should be discontinued,

and alternative therapy should be considered.

Vasomotor Reactions

Rapid administration of a FVIIl concentrate may result in vasomotor reactions. Alphanate should not be administered at a rate exceeding 10 mL/minute.

Transmissible Infectious Agents

Because Alphanate is made from pooled human plasma, it may carry a risk of transmitting infectious agents, e.g., viruses, and theoretically, the Creutzfeldt-Jakob disease (CJD) agent. Stringent procedures

designed to reduce the risk of adventitious agent transmission have been employed in the manufacture of this product, from the screening of plasma donors and the collection and testing of plasma,

through the application of viral elimination/reduction steps such as solvent detergent and heat treatment in the manufacturing process.!®!® Despite these measures, such products can still potentially

transmit disease; therefore, the risk of infectious agents cannot be totally eliminated. See also DESCRIPTION.

Patient Counseling Information

e Inform patients of the early signs of hypersensitivity reaction, including hives, generalized urticaria, chest tightness, dyspnea, wheezing, faintness, hypotension, and anaphylaxis. Have epinephrine
available in case of severe immediate hypersensitivity reactions. If allergic symptoms occur, discontinue treatment immediately and seek emergency treatment.

e Inform patients that inhibitors to FVIIl and VWF have been detected in patients receiving FVIIl or AHF/VWF Complex (Human). If expected levels are not obtained or if bleeding is not controlled with
adequate dose, contact your physician.

e Inform patients that thromboembolic events may be associated with AHF/VWF Complex (Human). For patients with high thrombotic risk, antithrombotic measures should be considered.

e Inform patients that despite stringent procedures designed to reduce risk, the risk of transmitting infectious agents cannot be totally eliminated. Ask patients, especially pregnant women and
immunocompromised individuals, to report any signs and symptoms of fever, rash, joint pain, or sore throat, to their physician immediately.

USE IN SPECIFIC POPULATIONS

Pregnancy

Pregnancy Category C. Animal reproduction studies have not been conducted with Alphanate. It is also not known whether Alphanate can cause fetal harm when administered to a pregnant woman or affect

reproductive capacity. Alphanate should be given to a pregnant woman only if clearly needed.

Labor and Delivery

No human or animal data. Use only if clearly needed.

Nursing Mothers

No human or animal data. Use only if clearly needed.

Pediatric Use

Hemophilia A Indication

Clinical trials for safety and effectiveness in pediatric Hemophilia A patients 16 years of age and younger have not been conducted.

VWD Indication

The hemostatic efficacy of Alphanate has been studied in 20 pediatric subjects with VWD 18 years of age and under. Based on the data from a subset of these subjects, age had no effect on the

pharmacokinetics of VWF:RCo. There were no clinically important differences between pediatric patients and adults.

Geriatric Use

No human or animal data. Use only if clearly needed.

ADVERSE REACTIONS

General

Serious adverse reactions observed in patients receiving Alphanate are anaphylaxis/hypersensitivity reactions. Thromboembolic events have also been observed in patients receiving Alphanate for VWD.

See also WARNINGS AND PRECAUTIONS.

The most frequent adverse events reported with Alphanate in > 5% of patients are respiratory distress, pruritus, rash, urticaria, face edema, paresthesia, pain, fever, chills, joint pain and fatigue.

To report SUSPECTED ADVERSE REACTIONS, contact Grifols at 1-323-225-2221.

Clinical Trial 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 clinical trials of another drug

and may not reflect the rates observed in clinical practice.

* Hemophilia A

In a clinical study with Alphanate, regardless of causality, 14 of 23 (60.9%) patients experienced a total of 47 adverse events. Twenty-three (48.9%) of the AEs were mild, 19 (40.4%) were moderate and

5 (10.6%) were severe.

Two of 23 (8.7%) patients experienced 10 serious AEs during the study. None of the SAEs were considered to be related to study drug.

The most common AEs were pain (combined terms), with 14 episodes occurring in 7 patients, and headache, with 3 episodes occurring in 2 patients. None of the symptoms were judged to be related to

treatment (see Table 4).

Table 4. Most Commonly Reported AEs irrespective of relationship to study drug

Adverse Event Number of Episodes | Number of Subjects with signs/symptoms %

Body as a whole 23 1 41.8%
Pain (combined terms) 14
Headache
Accidental injury
Asthenia
Cellulitis
Chest pain
Flu syndrome

Digestive system
Dyspepsia
Gl disorder
Hepatitis
Nausea
Tooth disorder
Vomiting

Respiratory system
Cough increased
Lung disorder
Pharyngitis
Respiratory disorder
Rhinitis

Musculoskeletal system
Bone disorder
Bone necrosis

Skin and appendages
Acne
Dry skin
Sweating

Nervous system
Insomnia
Somnolence

Hemic and lymphatic system
Anemia
Ecchymosis

4 17.4%

4 17.4%

3 13.0%

3 13.0%

2 8.7%

2 8.7%

[EIENY AP [SNENYRY) (NN SPY PR RO [UIIRRNERENPY ) RN N IR ) (IR RN REPvY

26 13/16”

Urogenital system 2 8.7%
Abnormal ejaculation

Cutaneous moniliasis

Special senses
Eye disorder

o VWD

In the prospective clinical study of Alphanate (A-SD/HT)** in patients with von Willebrand Disease, adverse events occurred in 18 of 36 (50.0%) subjects (irrespective of causality) and 53 of 204 (26.0%)
infusions. Most of the AEs were unrelated to study drug, however, and the proportion of subjects experiencing an AE possibly, probably, or definitely related to study drug was 5 of 36 subjects (13.9%)
treated with Alphanate.

The proportion of subjects with at least one serious AE, regardless of causality was 3 of 36 subjects (8.3%). There were no subjects who reported at least one serious AE possibly, probably, or definitely
related to study drug.

Overall, AEs, regardless of causality, were observed in association with 53 of 204 (26.0%) infusions of Alphanate across all parts of these studies. Most AEs were unrelated to study drug, however, and the
proportion of infusions associated with AEs possibly, probably, or definitely related to study drug was 14 of 204 infusions (6.9%).

The proportion of infusions associated with serious AEs, regardless of causality, was only 5 of 204 (2.5%) infusions of Alphanate. There were no observed serious AEs possibly, probably or definitely related
to study drug.

**Alphanate, Solvent Detergent, non heat-treated (A-SD), is the previous formulation and Alphanate, Solvent Detergent/Heat Treated (A-SD/HT), is the current formulation. Both products are biochemically
equivalent and demonstrate similar in vivo pharmacokinetic profiles. Both products are also similarly effective for the treatment of bleeding episodes and provide adequate hemostasis for surgical and
invasive procedures, even the absence of bleeding time correction, in subjects with moderate and severe VWD.

The most common AEs regardless of causality are listed in Table 5.

Table 5. Most Commonly Reported AEs irrespective of relationship to study drug

1 4.3%
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Adverse Event Number of Episodes Number of Subjects with signs/symptoms %
Body as a whole 42 14 33.3%
Pain (combined terms) 31
Headache 4
Edema face 3
Fever 2
Digestive system 16 10 21.8%
Nausea 12
Constipation 2
Vomiting 2
Skin and appendages 10 1 19.4%
Pruritis 6
Rash 4
Respiratory system 4 2 5.6%
Respiratory disorder 4
Nervous system 6 2 5.6%
Paresthesia 3
Anxiety 3
Hemic and Lymphic system 3 1 2.8%
Anemia 3

One incident of pulmonary embolus was reported that was considered to have a possible relationship to the product. This subject received the dose of 60 U VWF:RCo/kg body weight and the FVIII:C level

achieved was 290%.

In the retrospective study conducted to determine the efficacy and safety of Alphanate (A-SD/HT) in a surgical or invasive procedure setting as peri-operative prophylaxis against excessive bleeding, (see

CLINICAL STUDIES), 3 out of 39 subjects (7.7%) experienced 6 adverse drug reactions. Four were considered mild and 2 were considered moderate. No subject discontinued their treatment due to an adverse

reaction. The adverse drug reactions were pruritus, paresthesia (2 events) and hemorrhage (all considered mild), and one event each of moderate hematocrit decrease and orthostatic hypotension.

One adverse event (pain) related to the treatment with heat-treated Alphanate (A-SD/HT) was reported on the four pediatric patients with von Willebrand Disease during the course of the prospective study

and none of the five pediatric subjects in the retrospective clinical study.

Post-Marketing Experience

The following adverse reactions have been identified during post-approval use of Alphanate (A-SD/HT). Because these reactions are reported voluntarily from a population of uncertain size, it is not always

possible to reliably estimate their frequency or establish a causal relationship to drug exposure.

Among patients treated with Alphanate (A-SD/HT), cases of allergic/hypersensitivity reactions (including urticaria, rash, pruritus, chest tightness shortness of breath, wheezing, flushing, palpitations,

nausea, and vomiting) have been reported.

The following represents the most frequently reported adverse reactions: fever, chills, headache, joint pain, and fatigue. In addition, one case was reported for swelling of the parotid gland, pulmonary

embolus, femoral venous thrombosis, seizure, and brief cardiorespiratory arrest.

DOSAGE AND ADMINISTRATION

For Intravenous Use Only

Antihemophilic Factor (AHF) potency (Factor VIII:C activity) is expressed nominally in International Units (IU) on the product label. Additionally, Alphanate contains von Willebrand Factor:Ristocetin Cofactor

(VWF:RCo), which is expressed in U VWF:RCo/vial for the treatment of VWD.

Hemophilia A

e Treatment with Alphanate should be initiated under the supervision of a physician experienced in the treatment of hemophilia.

e Dosage and duration of treatment depend on the severity of the FVIII deficiency, the location and extent of bleeding, presence of inhibitors, and the patient’s clinical condition. Careful control of
replacement therapy is especially important in cases of major surgery or life-threatening bleeding episodes.

e Dosing requirements and frequency of dosing is calculated on the basis of an expected initial response of 2% of normal FVIII:C increase per IU FVIII:C/kg body weight administered. 2%

The expected /n vivo peak increase in FVIII level expressed as IU/dL (or % normal) can be estimated using the following formulas:

Dosage (units) = body weight (kg) x desired FVIII rise (1U/dL or % normal) x 0.5 (1U/kg per 1U/dL)

OR

1U/dL (or % normal) = Total Dose (IU)/body weight (kg) x 2

Thus, an administered AHF dose of 50 [U/kg will be expected to increase the circulating FVIII level to 100% of normal (100 1U/dL).

Doses administered should be titrated to the patient’s clinical response, including individualized needs, severity of the deficiency, severity of the hemorrhage, presence of inhibitors, and FVIII level desired.
Patients may vary in their pharmacokinetic (e.g., half-life, in vivo recovery) and clinical responses to Alphanate. Although the dose can be estimated by the calculations above, it is highly recommended that,
whenever possible, appropriate laboratory tests including serial FVIII activity assays be performed. The following dosages are presented as general guidance as shown in Table 6.

Table 6: Dosage Guidelines for the Treatment of Hemophilia A

Hemorrhagic event Dosage (AHF FVIII:C 1U/kg Body Weight)

Minor hemorrhage:
e Large bruises FVIII:C levels should be brought to 30% of normal (15 IU FVIl/kg twice daily) until hemorrhage stops and
e Significant cuts or scrapes healing has been achieved (1-2 days).

e Uncomplicated joint hemorrhage

Moderate hemorrhage:
 Nose, mouth and gum bleeds
o Dental extractions

© Hematuria

FVIII:C levels should be brought to 50% (25 IU FVIII/kg twice daily). Treatment should continue until healing
has been achieved (2-7 days, on average).

Major hemorrhage:

e Joint hemorrhage

o Muscle hemorrhage

e Major trauma

© Hematuria

e [ntracranial and intraperitoneal bleeding

FVIII:C levels should be brought to 80-100% for at least 3-5 days (40-50 U FVIII/kg twice daily). Following
this treatment period, FVIII levels should be maintained at 50% (25 IU FVIII/kg twice daily) until healing has
been achieved. Major hemorrhages may require treatment for up to 10 days.

Prior to surgery, the levels of FVIII:C should be brought to 80-100% of normal (40-50 U FVIII/kg). For the next
Surgery 7-10 days, or until healing has been achieved, the patient should be maintained at 60-100% FVIII levels
(30-50 IU FVIIIZkg twice daily).

Dosing requirements and frequency of dosing is calculated on the basis of an expected initial response of 2% FVIII:C increase per FVII:C [U/kg body weight (i.e., 2% per IU/kg) and an average half-life for

FVIII:C of 12 hours. If dosing studies have determined that a particular patient exhibits a lower than expected response, the dose should be adjusted accordingly. Failure to achieve the expected plasma

FVIII:C level or to control bleeding after an appropriately calculated dosage may be indicative of the development of an inhibitor (an antibody to FVIII:C). Its presence should be documented and the inhibitor

level quantitated by appropriate laboratory procedures. Treatment with AHF in such cases must be individualized.!*'?

Plasma FVIII levels should be monitored periodically to evaluate individual patient response to the dosage regime. Depending on the level of the inhibitor and/or clinical response, it may be appropriate to

use an alternative ‘bypass’ therapeutic agent.

Von Willebrand Disease

e Treatment with Alphanate should be initiated under the supervision of a physician experienced in the treatment of VWD.

e The ratio of VWF:RCo to FVIII in Alphanate varies by lot, so dosage should be re-evaluated whenever lot selection is changed.

e Dosage and duration of treatment depend on the severity of the VWF deficiency, the location and extent of bleeding, and the patient’s clinical condition. Careful control of replacement therapy is especially
important in cases of major surgery or life-threatening bleeding episodes. Overdosage resulting in FVIII levels above 150% should be avoided.

The median incremental in vivo recoveries of VWF:RCo and FVIII:C were 3.12 (IU/dL)/(1U/kg) [mean, 3.29 + 1.46 (IU/dL)/(1U/kg); range: 1.28 to 5.73 (1U/dL)/(1U/kg)] for VWF:RCo and 1.95 (IU/dL)/(IU/kg) [mean,

2.13 £ 0.58 (IU/dL)/(IU/kg); range: 1.33 to 3.32 (IU/dL)/(1U/kg)] for FVIII:C.

The following Table 7 provides dosing guidelines for pediatric and adult patients with von Willebrand Disease.”?

Table 7: Dosage Guidelines for the Prophylaxis During Surgery and Invasive Procedure of von Willebrand Disease (Except Type 3 Subjects Undergoing Major Surgery)

Minor Surgery/Bleeding
VWF:RCo Target FVIII:C Activity Levels
. | Adults: 60 IU VWF:RCo/kg body weight. ~
Pre-operative/pre-procedure dose: Pediatrics: 75 IU VWF:RCo/kg body weight. 40-50 1U/dL
Maintenance dose: Adults: 40 to 60 IU VWF:RCo/kg body weight at 8 to 12 hour intervals as clinically needed for 1-3 days. 10-50 U/dL
Pediatrics: 50 to 75 IU VWF:RCo/kg body weight at 8 to 12 hour intervals as clinically needed for 1-3 days.
Safety Monitoring: Peak and trough at least once daily Peak and trough at least once daily
Therapeutic Goal (Trough)*: >50 1U/dL >50 1U/dL
Safety Parameter”: Should not exceed 150 1U/dL Should not exceed 150 IU/dL
Major Surgery/Bleeding
VWF:RCo Target FVIII:C Activity Levels
) . |Adults: 60 IU VWF:RCo/kg body weight.
Pre-operative/pre-procedure dose: Pediatrics: 75 IU VWF:RCo/kg body weight. 100 1U/dL
Maintenance dose: Adults: 40 to 60 IU VWF:RCo/kg body weight at 8 to 12 hour intervals as clinically needed for at least 3-7 days. 100 10/dL
Pediatrics: 50 to 75 IU VWF:RCo/kg body weight at 8 to 12 hour intervals as clinically needed for at least 3-7 days.
Safety Monitoring: Peak® and trough at least daily Peak and trough at least daily
Therapeutic Goal (Trough)®: >50 1U/dL Trough: >50 IU/dL
Safety Parameter”: Should not exceed 150 IU/dL Peak: Should not exceed 150 IU/dL

@ The therapeutic goal is referenced in the NHLBI Guidelines.”

b The safety paramenter is extracted from Mannucci 2009.7

INSTRUCTIONS FOR USE AND HANDLING

Instruction for Use:

Alphanate is for intravenous use only after reconstitution. Use plastic disposable syringes. Do not refrigerate after reconstitution. Reconstituted Alphanate may be stored at room temperature (not to exceed
30 °C) prior to administration, but administer intravenously within three hours.
Discard any unused contents into the appropriate safety container.

Do not administer Alphanate at a rate exceeding 10 mL/minute.

Do not use after the expiry date shown on the vial label.

Check assay value on label carefully before use.

Use aseptic technique during reconstitution and administration.

Left-over product must never be stored for later use, not stored in a refrigerator.
RECONSTITUTION

Always Use Aseptic Technique

1. Warm diluent (Sterile Water for Injection, USP) and concentrate (Alphanate) to at least room temperature (but not above 37 °C).

2. Remove the plastic flip off cap from the diluent vial.

3. Gently swab the exposed stopper surface with a cleansing agent such as alcohol trying to avoid leaving any excess cleansing agent on the stopper.

4. Open the Mix2Vial® package by peeling away the lid (Figure 1). Leave the Mix2Vial in the clear outer packaging.

5. Place the diluent vial upright on an even surface and hold the vial tight and pick up the Mix2Vial in its clear outer packaging. Holding the diluent vial securely, push the blue end of the Mix2Vial vertically
down through the diluent vial stopper (Figure 2).

6. While holding onto the diluent vial, carefully remove the clear outer packaging from the Mix2Vial set, ensuring the Mix2Vial remains attached to the diluent vial (Figure 3).

7. Place the product vial upright on an even surface, invert the diluent vial with the Mix2Vial attached.

8. While holding the product vial securely on a flat surface, push the clear end of the Mix2Vial set vertically down through the product vial stopper (Figure 4). The diluent will automatically transfer out

of its vial into the product vial. (NOTE: If the Mix2Vial is connected at an angle, the vacuum may be released from the product vial and the diluent will not transfer into the product vial.)
. With the diluent and product vials still attached to the Mix2Vial, gently swirl the product vial to ensure the product is fully dissolved (Figure 5). Reconstitution requires less than 5 minutes. Do not shake the vial.

10. Disconnect the Mix2Vial into two separate pieces (Figure 6) by holding each vial adapter and twisting counterclockwise. After separating, discard the diluent vial with the blue end of the Mix2Vial.

11. Draw air into an empty, sterile syringe. Keeping the product vial upright with the clear end of the Mix2Vial attached, screw the disposable syringe onto the luer lock portion of the Mix2Vial device by
pressing and twisting clockwise. Inject air into the product vial.

12. While keeping the syringe plunger depressed, invert the system upside down and draw the reconstituted product into the syringe by pulling the plunger back slowly (Figure 7).

13. When the reconstituted product has been transferred into the syringe, firmly hold the barrel of the syringe and the clear vial adapter (keeping the syringe plunger facing down) and unscrew the syringe
from the Mix2Vial (Figure 8). Hold the syringe upright and push the plunger until no air is left in the syringe. Attach the syringe to a venipuncture set.

14. NOTE: If the same patient is to receive more than one vial of concentrate, the contents of two vials may be drawn into the same syringe through a separate unused Mix2Vial set before attaching to the
venipuncture set.

15. Use the prepared drug as soon as possible within 3 hours after reconstitution.

16. After reconstitution, parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration, whenever solution and container permit. When reconstitution
procedure is strictly followed, a few small particles may occasionally remain. The Mix2Vial set will remove particles and the labeled potency will not be reduced.

17. Discard all administration equipment after use into the appropriate safety container. Do not reuse.
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HOW SUPPLIED
Alphanate is supplied in sterile, lyophilized form in a single dose vial with a vial of diluent (Sterile Water for Injection, USP) and a Mix2Vial filter transfer set. International unit activity of nominal Factor VIII
and specific VWF:RCo are stated on the carton and label of each vial.
STORAGE
Alphanate is stable for three years, up to the expiration date printed on its label, provided that the storage temperature does not exceed 25 °C (77 °F). Do not freeze diluent.
CLINICAL STUDIES
VWD: Prophylaxis for Elective Surgery - Prospective Study
In a prospective, multi-center clinical study, 37 subjects with VWD (6 Type 1, 16 Type 2A, 3 Type 2B, 12 Type 3) underwent 59 surgical procedures that included 20 dental, 7 orthopedic,
8 gastrointestinal, 6 gastrointestinal (diagnostic), 9 vascular, 3 gynecologic, 2 genitourinary, 2 dermatologic and 2 head and neck procedures for which Alphanate (A-SD) or Alphanate (A-SD/HT) was
administered [21 subjects were administered with Alphanate (A-SD) and 18 were administered with Alphanate (A-SD/HT), 2 received both products] for bleeding prophylaxis (see Table 8). Prior to each
surgical procedure, the investigators provided an estimation of the expected blood loss during surgery for a normal person of the same sex and of similar stature and age as the subject undergoing the

same type of surgical procedure. An initial preoperative infusion of 60 IU VWF:RCo/kg (75 IU VWF:RCo/kg for patients less than 18 years of age), was administered one hour preoperatively. A sample
was obtained 15 minutes after the initial infusion for the determination of the plasma FVIII:C level. The level had to equal or exceed 100% of normal for an operation to proceed. No cryoprecipitate or

DILUENT DILUENT PRODUCT

alternative FVIII product was administered during these surgical procedures. Platelets were required in only two subjects. Intra-operative infusions of A-SD and A-SD/HT at 60 IU VWF:RCo/kg

(75 IU VWF:RCo/kg for patients less than 18 years of age) was administered according to the judgment of the investigator.
Tahle 8: Number of and Types of Surgical Procedures
Treatment
Type of Surgical Procedure A-SD A-SD/HT Total
Number of Subjects 21 18 37N
Dental 14 6 20
Dermatologic 1 1 2
Gastrointestinal 4 4 8
Gastrointestinal (diagnostic) 6 0 6
Genitourinary 0 2 2
Gynecologic 2 1 3
Head and neck 1 1 2
Orthopedic 4 3 7
Vascular 3 6 9
Total number of procedures 35 24 59

A

Two patients received both preparations; the total number of subjects is therefore less than the sum of the columns.

Postoperative infusions at doses of 40 to 60 U VWF:RCo/kg (50 to 75 IU VWF:RCo/kg for pediatric patients) was administered at 8- to 12-hour intervals until healing had occurred. After achieving
primary hemostasis, for maintenance of secondary hemostasis the dose was reduced after the third postoperative day. See DOSAGE AND ADMINISTRATION.

Overall, in 55 surgical procedures undertaken with a prolonged BT pre-infusion, the BT at 30 minutes post-infusion was fully corrected in 18 (32.7%) cases, partially corrected in 24 (43.6%)
cases, demonstrated no correction in 12 (21.8%) cases, and was not done in one case (1.8%).

The mean blood loss was lower than predicted prospectively. Bleeding exceeding the predicted value did not correlate with correction of the BT. Three patients had bleeding which exceeded by

m

ore than 50 mL the amount predicted prospectively. Among the latter subjects, the BT 30 minutes post-infusion was normal in one and only slightly lengthened in two cases.

Surgical infusion summary data are included in Table 9.
Table 9: Prophylaxis with Alphanate (A-SD) and/or Alphanate (A-SD/HT) in Surgery

A-SD A-SD/HT Total
Number of patients 21 18 37*
Number of surgical procedures 35 24 59
Median number of infusions per surgical procedure (range) 3(1-13) 4 (1-18) 4 (1-18)
Median dosage IU VWF:RCo IU/kg
Infusion #1 (range) 59.8 (19.8-75.1) 59.9 (40.6-75.0) 59.9 (19.8-75.1)
Infusion = #2 combined (range) 40.0 (4.5-75.1) 40.0 (10.0-63.1) 40.0 (4.5-75.1)

*

Two subjects received both products

Additionally, the surgeries were categorized as major, minor or invasive procedures according to definitions used in the study. The outcome of each surgery was evaluated according to a clinical
rating scale (excellent, good, poor or none) and was considered successful if the outcome was excellent or good. These outcomes are presented in Table 10.
Table 10: Effect of Treatment on Surgical Prophylaxis (Investigator Evaluation): Analysis per Treated Event with Alphanate (A-SD/HT)

Type of von Willebrand Disease
Investigator’s Outcome Evaluation Type 1 Type 2 Type 3 Total
(4 Subjects, 4 Procedures) (9 Subjects, 13 Procedures) (5 Subjects, 7 Procedures) (18 Subjects, 24 Procedures)
Procedure Procedure Procedure Procedure

1 2 3 1 2 3 1 2 3 1 2 3
Excellent 1 0 2 5 1 5 5 0 1 11 1 8
Good 0 0 1 0 0 1 0 0 0 0 0 2
Poor 0 0 0 0 0 0 0 0 0 0 0 0
None 0 0 0 0 1 0 0 1 0 0 i 0

Procedure: 1=Minor, 2=Major, 3=Invasive

Absolute frequency & proportion of successful outcomes = 22/24 (91.66%)

95% Confidence Interval (CI) for the proportion of subjects with successful prophylaxis = 0.7300 to 0.9897

The study results were also evaluated independently by two referees with clinical experience in this field in the same way (surgery categorization and outcome of each surgery according to a

cl

inical rating scale).

The results for the effect of treatment on surgical prophylaxis (Referee Evaluation) per treated subject are summarized in Table 11. There is a high level of agreement between the referee
evaluations and the analyzed outcome data, with a decrease of only a single success (21/24 vs. 22/24).
Table 11: Effect of Treatment on Surgical Prophylaxis (Referee Evaluation): Analysis per Treated Event with Alphanate (A-SD/HT)

Referee 1 Referee 2
Number of Treated Subjects 18 18
Number of Treated Events 24 24
Success 22 (0.9166) 21 (0.8750)
Absolute Frequency & Proportion (%)
*95% CI for the Proportion 0.7300 to 0.9897 0.6763 t0 0.9734

*

95% confidence interval for the proportion of subjects with successful prophylaxis, exact estimation.

VWD: Prophylaxis for Elective Surgery - Retrospective Study

A

retrospective, multi-center study was performed to assess the efficacy of Alphanate (A-SD/HT) as replacement therapy in preventing excessive bleeding in subjects with congenital VWD

undergoing surgical or invasive procedures, for whom DDAVP was ineffective or inadequate. The study was performed between September 2004 and December 2005, and 61 surgeries/procedures

(i

n 39 subjects) were evaluated.?®

0f the 39 subjects, 18 had Type 1 VWD (46.2%); 12 subjects (30.8%) had Type 2 VWD, and 9 subjects (23.1%) had Type 3 VWD. The median age for subjects overall was 40 years; approximately
one-half of the subjects overall were male.

The primary efficacy variable was the overall treatment outcome for each surgical or invasive procedure, as rated by the investigator using a 4-point verbal rating scale (VRS): “excellent,

good,”

“poor,” or “none (no indication of efficacy).” The categorization of the replacement treatment outcome according to the proposed scale was based upon the investigator’s clinical experience.
The secondary efficacy variables were:

Daily (Day 0 and Day 1) treatment outcome for each surgical or invasive procedure, rated by the investigator using the same 4-point VRS used for the primary efficacy variable. Day 0 was
the day of surgery, and Day 1 was the day following surgery.
Overall treatment outcome for each surgical or invasive procedure, rated by an independent referee committee using the same 4-point VRS used for the primary efficacy variable.

In addition, an independent referee committee was convened to evaluate the efficacy outcomes. The committee was composed of 2 physicians with demonstrated clinical expertise treating
subjects with similar medical characteristics to those of the study population. The committee was blinded to the investigator ratings; and each referee evaluated the outcomes independent
of one another.

M

ore than 90% received an investigator and referee’s overall and daily rating of “effective” (“excellent” or “good”). The results of the primary efficacy analysis are in Table 12.

Table 12: Proportion of Procedures (n = 61) With an Overall Investigator Rating of Effective versus Non-Effective

Outcome of Alphanate Treatment Proportion of Procedures (%) 95% Confidence Interval P Value?

Effective® 95.1 87.8-98.6
< 0.0001

Non-Effective® 49 14-122

a
b

c

Binomial test (H;: < 70% of procedures have an overall rating of effective).
Effective = Investigator rating of “excellent” or “good.”
Non-Effective = Investigator rating of “poor” or “none.”

The results of the analysis of daily investigator ratings are in Table 13.
Table 13: Proportion of Procedures (n = 61) With a Daily Investigator Rating of Effective versus Non-Effective

Study Day? Outcome of Alphanate Treatment  Proportion of Procedures (%)  95% Confidence Interval P Value®
0 Effective® 95.1 87.8 - 98.6 <0.0001
Non-Effective? 49 14-122 ’
1 Effective 91.8 83.5-96.7
Non-Effective 8.2 33-165 <0001

a
b
c
d

Study Day 0 = day of surgery.

Binomial test (H;: < 70% of procedures have an overall rating of effective).
Effective = Investigator rating of “excellent” or “good.”

Non-effective = Investigator rating of “poor” or “none.”

The results of the analysis of overall referee ratings are in Table 14.
Table 14: Proportion of Procedures (n = 61) With an Overall Referee Rating of Effective versus Non-Effective

Qutcome of Alphanate Treatment Proportion of Procedures (%) 95% Confidence Interval P Value?
Effective® 91.8 83.5-96.7 <0.0001
Non-effective® 8.2 33-165 )

a
b

c

Binomial test (H;: < 70% of procedures have an overall rating of effective).
Effective = Referee rating of “excellent” or “good.”
Non-effective = Referee rating of “poor” or “none.”

The overall investigator ratings are summarized by type of VWD in Table 15.
Table 15: Number (%) of Investigator’s Overall Efficacy Ratings by Type of VWD

Type of von Willebrand Disease

Type 1 Type 2 Type 3 Total
Investigator’s Overall Rating (18 Subjects, 22 Procedures) (12 Subjects, 23 Procedures) (9 Subjects, 16 Procedures) (39 Subjects, 61 Procedures)
Major Minor? Major Minor Major Minor Major Minor
Excellent 6 12 2 18 0 13 8 43
(85.7%") (80.0%) (50.0%) (94.7%) (0.0%) (86.7%) (66.7%) (87.8%)
Good 1 3 i 0 0 1 3 14
(14.3%) (20.0%) (50.0%) (0.0%) (0.0%) (6.7%) (25.0%) (8.2%)
Poor 0 0 0 1 0 0 0 1
(0.0%) (0.0%) (0.0%) (5.3%) (0.0%) (0.0%) (0.0%) (2.0%)
None 0 0 0 0 1 1 1 1
(0.0%) (0.0%) (0.0%) (0.0%) (100%) (6.7%) (8.3%) (2.0%)

a
b

T
1
T

Minor surgery also includes invasive procedures.

% refers to percent of procedures with the given efficacy rating.

he majority of ratings were “excellent” (= 81.3% in each VWD type). Nine Type 3 subjects underwent 1 major and 15 minor procedures. Two procedures (1 major and
minor) in 1 subject with Type 3 VWD received an overall efficacy rating of “none,” and 1 procedure in 1 subject with Type 2 VWD received an overall efficacy rating of “poor.”

he total dose of Alphanate received over the entire perioperative period of the retrospective study is summarized in Table 16.

Table 16: Alphanate Received (VWF:RCo) by Category of Procedure

A-SD/HT

Number of patients 39

Number of surgical procedures 61

Mean number of infusions 59

Median number of infusions per surgical procedure (range) 3(1-27)
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IU/dL] EFZE 206.00 1U/dL [mean, 15.29 + 94.26 IU/dL; range: 110.00 to 421.00
IU/dL] » B RTRY A 8 MRS (BT ) 2304 & (mean, 28.8 + 4.41 minutes; range:
13.5 to 30 minutes) » #E1/\BF& BI#E 58 /&10.383 88 (mean, 10.4 + 3.20 minutes;
range: 6 to 16 minutes) e

#7F Alphanate (A-SD/HT)# » VWF:RCo ~ FVIII:CRVWF: AgiI A7 22 5= HA R 46.91
/NEf(mean, 7.67 + 3.32 hours, range: 3.80 to 16.22 hours)~20.92/\Ef(mean,
21.58 + 7.79 hours; range: 7.19 to 32.20 hours)&12.8/\&f(mean, 13.06 +
2.20 hours; range: 10.34 to 17.45 hours) Az &% NAY VWF:RCoXFVII:.CEE
BIEELK 312 (IU/HL)/(IU/kg) [mean, 3.29 = 1.46 (1U/dL)/(1U/kg); range: 1.28
to 5.73 (1U/dL)/(1U/kg)] > £21.95 (1U/dL)/(IU/kg) [mean, 2.13 + 0.58 (1U/dL)/(1U/
kg); range: 1.33 to 3.32 (IU/dL)/(1U/kg)]

VWDEYEN HBENFENKR= -

REXHMBEERESTYpe SBEREHRAB(VWD)ZFEARBIRABEZOUAESHEZAKEFRERRERE(alloantibodies) -
FERZBEREKEFB(VWD)BEAZEERERRECERMERISRKEA o

<MizREIRSR>

EEHEETEEAREBVWD)RBHEURNEFAT / BEHREAFESESERNEERERNRRERS  FHISEHNENRERES
BRE o o AEMEN\EFRESHENRTEREREMEERTREENERAR - FFEVWDREEEEZRERFERNEEZHEERE
SN2 EREER - BEEZELBZERMRERE - FSRIARKE -

<MERAAFM->

REENHNEFRF/ REAEKRFESE (ARE) RUZEFSHIMEEN  HERAREHMZBE > oS 44580 FE M E
(hyperfibrinogenemia) - AlphanateZ B %5 E M EMEE S & Z(isoagglutinins) ' FltEA - BERABM AN EEREABEMN /R ZRIETH
WWHERHIBERSBEMEANAMIRR(intravascular hemolysis) MlMIEX A& LL (hematocrit) KR % - ER AR R MEBCET A M E M -
BIfEEEERTMBEHESHWORAMER  =1EAlphanateid Pl Z2EHENEMBRAREE -

<IE & 48 = FE >
REBFENRFREETEEHMZ 45 E(vasomotor reactions) - AlphanateiZ P EEFEAR 10 mL/minute o
<ERURELAF>

HitAlphanate2HESHAEMBERIEMAY @ OTREEEBRESRERATF  UATER L BEBESERIE(CID)RERFIGEE - ZREIRES

EREHARENSR - MR EER—LIMRNEBUEIE ; KMTEEEES - MTAMSENEE - M—LLXRR/RMRSHTE G 1R

?%i@;rﬁcpﬂﬂﬁ*ﬂf@@u%ﬁ%fﬁlﬁﬁ o FAKBELERIE  (BERGE—HEERNEERERBRNTIE » HHMEBEMENGIRIERETRHR - F3R

[t o

<REBBAEA >

ERMANEB R ENERER - B85 : SMZ - 2522 - WS4 - [FIRRE - IRISE - SR - EIEMNBEEIENT - FERECAIMEBURIEIR

MBEERBEHFEUHER S LIR=E(epinephrine) - IIRBEREMGEMRSESE - STEIEIEAELS2ABE -

o HRBAERRERSEFEN\RAFINMEREF/ BEHKEFESE (AKIF) ZBEZEFVIIRVWFIIFY - DR LB EREISMEEEE
JEHR (B S MR I I - SEEE IR AN BE M B 45

o HREANRREEHTREETNARAF/BERAKEFESE (AKRF) HHE BEEENREKREEZESRMRIEE -

o HIRFEABERBNERRFTURERIRE - ERUBERAFNRBNEETZHR - EXRFEA » HIRBERBEARENAREZEAN &
BEORE- - B2 - AR BERERBERERERELEIRMMNERMES -

(45 E TR B fE )

<‘§$>

CHRYTIRFIZE - BARIKE Alphanatel&{TBEM LA SR - Al - RERRPFEREESENRAZIEAF EFERNETRRES » BIRSmA
REEREVENBER T EERZNERER -

<R

HEAREABMZAREN - REEEEVENBER TEER -
NGER RS

HEARABYZAREN -REEEEVENER T EEER -
<ZEMER>

[ABY [ /% &1

BRETBIOERENTENZTEH VRV RAIE o
GEEHEKE®B(VWD)]

#5200\ +/\ B2 B RE (A FC S (VWD) B E S5 B I Alphanate AR L I 2 B ARHISE - EELSHERNET » ERETTHE
VWF:RCoZ EMENE © KEHERMA R LI REABBHRR -

<EFANER>

BEAERBMZHAREN REEEELENRERTTREREA -
(TR RE]

<—R%>

léA;ph?atg‘n;ﬁZﬁFEZEﬁ%ﬂE’QE‘ZEKE&B&%?@E&HW%/ BHIERFE - LlAlphanatel8EVWDZ EE R HEI MRRERS « 5238
E%n ; ?% I,] °

LlAlphanate;ABRERREZ FARRE> 5%)BIFRAE - RERE - K2 - M2 - RENZE - REEE - &E - 8 - RE - BEEBEE
o ERMRUARKRE 5 FBMBEMGrifols ) TEE : 1-323-225-22210

<Bif PRAA ST 48 B>

HARMITHRRARZRREZAR - —BERERARPARSRINARSESHRERIL N EEZLLE S —aE QRN ZEEE > WETTEE
BERDPREHGREALIBRIZBER -

- AR AR 7R

#E—IHAIphanatefiRIRTASEH » FREREAF » 230K R PRI14461(60.9%)BEHATERARE M - 23ERNREHHEEE(48.9%)  19AHPE
(40.4%) K 5E B EE(10.6%) °

23N R EPHI201(8.7%) R EF REIVEBREFAREN - RE—EAREARSHWR BT LERERT o
RERNAREHSZREHE  14ESHRERTNRE B85 EBHRENR2MRE  BF— EER A CEAEER - (FFRKRDN) °
xO: NpEARERCAEEMERBRSESZAIREY -

TREH® EHEE BEERB/ENCEZHERE %

25 23 11 47.8%

K (AHETE) 14

b
BIMEE
BEABA
P9

HILRSRE 4 17.4%
HIEAR
SBACERR
[IEEITY
FERA
B

AR ZR 47 4 17.4%
B
AL
R

WP s

MABERA
BHAR
BRI

13.0%

RERENBEE 3 13.0%
A

e
HER
T

TBERGR
KR
i

2 8.7%

EMRMHERLE 2 8.7%
=il

i

WREFERGR 2 8.7%
SHERE

BB SHRE R

YHARE 1 4.3%

IREBZA

[EFQTey FEFNENY I ETONOY N3 RN (N GG U IeY OIrOC N RO erey] | T GGG GGy ) OGOy NIt
w

- BEHEKEK(VWD)

f£Alphanate (A-SD/HT)**;& BR 2R KAMRK(VWD) AR Z Bl R ARTR » 36 &P H18(1(50.0%) X204RiHiEPH53/R(26.0%)
EREFREH (FRERRR) - AEMINARE M4 EEAR 2R REE N  BEZHELAlphanate/ARMEEFREHZ T (possibly) »
olgE(probably) - Si#ETE (definitely) B H 5T 2% mEAIE 2 Lb Bl 536 i S5t H P H5(i1(13.9%) °

FRARRR - EDP—RBEFARBUHZZAELLAHHI6MFHAEPHEMI(8.3%) c EELBERED —RBEFTREMHZZHED » WHEMF
(possibly) - TIgE(probably) - i (definitely) B2 f/ ST EEmEAE o

BEMS - FmEREIR - FRaELtmstidAlphanatelii; TR BRI AR EH204RPH53/R(26.0%) o RAEBDHIAR R S EREIA 5 5% o #EER i
- BEREESIE AREMZ M (possibly) - AJ&E(probably) -~ B E (definitely) B 58 5% m B2 2 Lh Bl 55204 R 51478 (6.9%)
FimERER > Alphanate&iF5|EBEAREH LB H204RPH5R(2.5%) c EELRBLERBEARSMHT - LEMET
(possibly) - El&E(probably) - S i E (definitely) Ef T2 mEAE o

**Alphanate (A-SD) - ELUABISEIRRMAREHEIE - 2Alphanate fi—HEIZE M o Alphanate (A-SD/HT) » BUAE IR RS 21 R IE -
ZEAlphanateBRIZHEIER - THEmMEEYLBMAFLHETEUNERAZENE NS EE - —THERH N ARHNEGEREEN
TEHRPEREEVWDEHE @ BMEELZAHMEEARIERTET - Ul MREIBNFHREAEFRZH0EMER -
TmEARERCAEEMERRSECTIREY  ERKRA -

KA TREARERIAEEMERRECAREH -

== :VWDEMEHEEFE TREH EHHE BERB/ERCZHEHE FHE %
. . . 25 42 14 33.3%
Plasma VWF:RCo | Plasma FVIII:C | Plasma VWF:Ag = N
Parameter (Mean+SD) | (MeanxSD) | (Mean+SD) REEHHR) 3
Number of patients 14 14 14 BRIk 3
Mean plasma levels (1U/dL) By 2
Baseline 1186+4.97 | 21.00+33.83 - MR 16 10 27 8%
15 minutes post infusion 21550 £ 101.70 | 215.29 + 94.26 - U%/Q\ 12
T% (Half-life in hours) 7.67+3.32 2158 +7.79 13.06 + 2.20 %zﬁ g
Incremental in vivo recovery in . . B
(U/dLy/(1U/kg) 329+ 1.46 213+ 058 &'E&\Eggﬁﬁ 160 7 19.4%
#5F —FEAlphanate (A-SD) KX Alphanate (A-SD/HT)#% » AJ %38 VWF multimersfy R 32,2; 4
ANSEINAL R AE 22 D24\ B TS5l (BT)RVARAZ = B MERY » RIS ANV AER e/ NS 1 B -
AR AR ALVWF multimers 21 2 Bg 3 - PFIR % A2 4 2 5.6%
] 4
1 FE HECEN T 6 2 5.6%
DDAVPOREMA N Rz VWDIR AL B It Fir A/ Sie AMEaER{E R B RNESE il 3
ARETEEFINType 3% & ?ﬁﬂhﬁi’fﬂf%% g 1 2.8%
a
ERRRI — (AR ENE - BEEHREETRETREERFNH (possible) 2 FEM - S FZH EHF60 IU VWF:RCo/kgiEE 2 BIE HFVIII:CEE

EREBHNEERFERMEREEGREBEZ AT ERRE  SFBHENRS
(anaphylaxis) - AlphanatefEZ1F{FFH o

[(EEMNEEFIR]

<BEMERE RBREBHRE>

HRTREER BRI R REBHRE  BELEIRHIRE - BizBlS1EAlphanate
ABRILEFESER

<P RS>
HRERREASIEE/\RFERIAERERBREMEEE—PAERE () 3]
5o RFEREE < B R ERER K B BRI AR BR SR v st BRI PR L AR A R 78 e R T 5%
EENEFIHfEE - BREFEARE TR U EAIphanate BT ELE
Hit - EBEAEN\RFERILE - RERFRAMEENGHYNERIEEES -EDE
— % BASMA - MRBHANMBESE\FFEEREARDE  SEREENEIENE
EEHIE I A2 AEENEFIHTMEE - SENFYZ AR TEEERTMA
AT/ BREREFEESE (AKRR) ZABEERE B REERER  RIEEE
ERRENRTNAREF/BREREFESE (AKR) - ERSFIHEIMNSEEEH
MEYRHR TV RIES ] - SRR EREIETFMRIRHER  RIFIHIMEE R / SRR
P& oIRefE Bt RE(bypass) AR REIZS B

18-J04121 GrifolsTaiwan_0718p.indd 1

F290%

TEIMEIFITER B A 4 F i1 FAlphanate (A-SD/HT)ER TP IR EE H M2 B AL E MG Z BIMERTE - 39 ZH BB INU(7.7%) &R FE6
EEMARKRE AEARRBERE 2ARRAETE RERHERIRREMELAE ELEYARREDNSRERE  BEBEE (2%
) FEM (ERRBEERE)  UER—NZHERNETFENMEEEL (hematocrit)ifl 2 L RZEMEIEAER
EMERVWDREREZFIEMEMEBRED  BE—WIREZAREN (FR) KR RHEMEMEIE 2 Alphanate (A-SD/HT);AEBRIE ; AN
BEZHE ORI RIEE L

< EhB&EE-

THARRREC&7EAIphanate (A-SD/HT)ZAERERIR AARELERERREAEEHRENERES - MEACEMEHMMIZEYERER
HEBEIHSIENER -

EEAIUI;EMI;;E (iA-SD/HT)i’a‘#,EEWﬁfEEP  BEBY/BREREEAEES EIEEMD - K2 - RERE - WRARE - KISE - #4T -
IVE ~ IBDKRIEML) ©

Eg%ﬁﬁﬁ%ﬂ'ﬂiﬁﬁﬂg (RE - BRE IR - BEEBIRS o IRt —EOIBRERERRER - WRE - [RFIRME2 - B
SET I °

(B & &% F]

EHEIRESEFER -

YL AFBR F (AHF) 2 3E (FVI:CoE 1) 2 LU FR B A7 (1U) Fon At B i 4 L - b 5h > Alphanate®&7Fvon Willebrand Factor: Ristocetin Cofactor
(VWF:RCo) » RIIU VWF:RCo/vial IFRREAERERHKEB(VWD)

26 13/16”

<ABIM & />

e AlphanateZ JEFEEHEB AEM AR EMNEEERRIBER -

o B2 MAERBEEKES \RTFREZMNBEERE - HINCEREE - SN EERRENRRAR R - IRE EF M sS4y B2 M H AR %
HR BREEZ/INOIEHRRIEE -

o AEETE RN EIAR IR TE MR IA Bl R R 2% Y IE B FVII:CHEAN - LISIU FVII:C/kgBE BB T o

TEEEASEE Nz ENARFEELIU/CL (5% normal) R AERA T ARE :

El£ (units) = B85 (kg) x TREMFVIIBEINZ (IU/ALZ % normal) x 0.5 (1U/kg per 1U/dL)
BE

IU/dL (8% normal) = £ EIE(IU)/BEE (kg) x 2

Rt > 25 AR B IR R 58\ R F EE X E#(100 1U/dL)AI100% BT 4% FAHFEI 250 1U/kg e

BRIHBEKEREZBRRERAE  BEENFTR - RZHEEE  HMEREE - IHDNFELRENS/\ERTIEBME - mE YN Alphanate
HOZEY)BY 1 2 (PN ) ~ B RIUCR) KRR R B A e & RF - AR B AL EAANRFE e EREE BRI  BRTEENERS
BBREEAMRESE \RTEESE - RAPAERNE R T ENERE-

RN ABARMARRBEIEIERE

e EIE (AHF FVIII:C IU/kg BEE5)

WELHm

o ARE FVIII:CHY B & B X B4R 71 B IE F M930% (15 1U FVIlIkg » —RMX) -

o BEMEIESMAE | BEROEEORS (1-25) -

e

P

o B OMZFERHMm FVII:CHY BB FE 3 E 2 7B IE B H950% (25 U FVIII/kg » —RFIR) »

. BF BB ERISOEA (FH2TX) -

. MR

BEHM

N FVIII:CAY B E 2 327 BITE $1980-100% E3-5% (40-50 U FVIIY

Ml kg — KPR » B I e PV 8 8 3 352 50% (251U FVIII

Lo kg » —RMXK) - HEUSOME - BB LM AEREEREEI0R -

o ERMIEERLD

=i FAFAET + FVICHYBUE FE X B2 7B IE % #980-100%(40-50 1U FVIII/
ko) + BEET-IORNEEUSIMAR + 5 AESAE SFVIIBELE60-100%
(30-50 IU FVIll/kg + —RFIXK) ©

ARSI B AR 2 AR R TEHA R AR FEZR 2% RIF VI CHE AN » LISFVIIC IU/KgBEEFE (B0 2% per 1U/Kg)FIFHIFVIICRYEZ HI12/)0
B o BRAEMRCEARERZBRERABRBWERRER AIEZE AEEHE - TEAETENEET  BREEZNTBHOFERFVII.CEE
REZEF M ATEERARE LIS (—BFVILCHINE) - BB RHBREZC G2 BNFYNEEEZULEENEREREMUEE -
HEBRERTH TAHFLARBBIMCEEE -
gﬂﬁ%/\%EE%%{EJ@%%E,HH'I?Eitbfﬁszﬁiﬁ&u%ﬁwEU%%%?ENJ%&%E@W@E ARSI BB K /SRR IE - Bt AE(bypass) AR E
BIReE =B EN -
<BEHKERB/(VWD)>
e AlphanateZ &R EREGAERERAKRER(VWD) 2 EBENHE B BB ER -
o St AlphanateVWF:RCoFlFactor VIIAYLE REARE » (At & AT 2 SR ok B B Bl 2B B 3T -
o B2 RIAEBEAKBVWFRZNEBRE - Bl E KRERFREMNBRRRR - NEEFWNEMEE EH MR R R LR BRAREZN
DRI EE - EE R AFVIIBEBRIB150% < BBHEE-

A BB NAIVWF:RCoMFVI:CEERBIRER &3.12 (IU/dL)/(IU/kg) [mean, 3.29 + 1.46 (IU/dL)/(IU/kg); range: 1.28 to 5.73 (IU/dL)/
(IU/k@)] » F¢1.95 (1U/dL)/(1U/kg) [mean, 2.13 + 0.58 (1U/dL)/(1U/kg); range: 1.33 to 3.32 (1U/dL)/(1U/kg)] °
REREHEENRFASEREARER(VWD) 2B £m
Xt BREARERFMANEAEAEBEBZIESEISER

(BI5h: EITEEFMMType 3/FF)

EEFilg/Hm
VWF:RCo B{ZFVIILCEEEE
o e eae o | AR 160 U VWF:RCo/kg 2
m||S= -
Fiigpi/fEFFRIBIE 8 : 75 U VWF-RCo/kg#® 40-50 1U/dL
i o B A : 40260 IU VWF:RCO/kgﬁ%E  RBE R SR8 12/ N\EFEfE—K » 123K 40-50 1U/dL
- 7 : 5075 |U VWFRCOKgEES » RERAR A RE8E 12/ SRIE—X » 123K -
RZEMER Z D EREA—XpeakKtroughZiE ZE D EREH—Kpeak KtroughZiE
BB HEE(Trough)? >50 [U/dL >50 1U/dL
RS FERBIA150 1U/dL FERBIE150 U/dL
EEF1i/Hm
VWF:RCo BEFVII:C EMEE
e e — | FA : 601U VWF:RCo/kg B2 E
Fiigpi/ PRI BIE B - 751U VWF-RCo/kge & 100 1U/dL
gl = A : 40260 IU VWF:RCo/kg 8855 » {KERIRFREBEN2NIFER—K » EIETK °
%ﬁﬁzgug = gl X e + = o 100 [U/dL
& 1 50275 IU VWF:RCo/kg #8E » MKERIRERE8EN12/NREFE—K » EAIETK ©
ZEMEER = DEREA—Rpeak Ktrough£i(E Z G REDAI—peak R troughZE
BB EZE(Trough)? >50 [U/dL >50 [U/dL
ZEUSEP JEANHERYE150 1U/dL FEARFE4E150 1U/dL

a SGEREIZS|FENHLBI Guidelines °
b TR ENEEEMannucci 2009 °

ER&EEGA [FERBEMESER]

7 A:

8 7 Alphanate B BFILE 4115 A3 « (8 BITER BT 9158 BRI T 5 58 - SR ZA phanate M BT B PBT AT MU 208 (R19
B 30°C) BREE=E/)Fr ALBIRE TR T - 2ARTNHSREREENERNE2ARA - Alphanate#) TR FRE REEBE10 mL/

minute < & BB ERRBEMERcA VR F2E 8 - ERAFFARE RS L oa8E(assay value) - ETHER AR HE B EERF
Bl o bRz BRI BREE R - AR A REZIKAE -

Y RE

& F 9% B 15 il

. BEEBR(EEESAK USP)REMEEI(Alphanate) iR E R FE A F| =58 ((BAEHBI#E37°C) »

B ERRERNBBIREDR -

FABRZEBGINEBEENERETIINAERMBERLSE FEFLHROEREERREL -

FTRZEEMIX2VIalPHE T B EREBREZFNIIMER(E)

Hﬁﬁfﬂd\.ﬁﬁiﬁﬁﬁéﬁiﬂiﬁﬂﬁﬁii%lf  ZREBEIMIEANIMIX2Vial  Z2EEREBE/NG EETEMIx2ViaBE@Kln FE R

B2 (E2) -

FEREBER/NE NOBRMIx2Vial 982 F /M EEB B - BERMix2Vial & R E/NE(E3) «

BEMEE/NNREEENERE  WEEE_ EMix2Vial % BB AR -

ZRMAETEE M ERVR R RE - BEH T BMix2VialiiR(clear)#in - & F X AI/NVAAINE (B4)  EHBEERAEHER - (X%

EHMix2VialZEEE A% - S T H/IGREZ > TR R R R A TH/NER)

9. MARRAEINEHRINEEZEMIix2Vial - BEEHFTHE F 4 @ LUF 2R T2 A% (B5) AR FRAB69E  AAEES -

10. B/ NREE RS - AT EHEE  SMix2Vial 2 B i (E6) - 2 FE M HFHEMix2Vial @R s HREREZE -

11, R 22 RE AN ZZ R EDT 518 (RIFF B Mix2Vialigkk(clear)#im I T B/ R B 372 B KBRS 75 MR B A 10 22 X 81 B EAMIx2Vial 1915
BEsRERRMD - I Z=SRE A EEV/NRA

12. A EER BERERASAE L B8 SN EEE  FERENTE(ET7) -

13. BERSTRMA L E  BRAECH AN ZVREESE (RSHEDEEEFT) - #Mix2Vialig Hist #/(88) - EEE A I HEEESE -
HEREBERBELHER  AE KB EIISRFRERE

14 32 ZR—RABEZE I M EZEE i mE R EIRERERER > TR R E R AREAMIX2VialEF » R ERIMAR —&HF

15 AT EERF AR E —/NIFRER -

16. AR ERBIBERAT T BRI E DN AREE IAEARREGRIBNMENELR B CE - EEENTABREFE BENIE L/
R F IR o Mix2Vial A B Rk i A& s D AR RAIRE »

17 FRBKAMERIREEZANBERENASR AJBEEMFAH-

:‘Q;

Os W~

© N

(e

DILUENT

—

1 2 3 4 5 6 7 8
2B
Alphanate LUEE RSB MR - HAEE—HEWIF > WHE—MBHES (EEFH AKX USP)Lk—Mix2Vialia g &R E - Factor VIII
KVWF:RCofISE 4RI IR B E RN Bl N2 RIEE -
[B77F]
Alphanate AR Bi825°C (77°F) - AJlrE=F - ERER IS ABKRIIN S B EFMZRWEXP BE - BB A A RA
[ R 521

VWD : JER B F iR R -RIEE 0 5 B

—IEHIFE N - 20O B FRAT ST - 3708 B A K M (VWD) 23 (6fType 1164 Type 2A »3fiuType 2 B - 12{iType 3) & FE59X0 AN F- 17 »
BEMN0EIR 7TEER 8EBER - 6EBER (28  MEMER > 3EFER 2@ 4B RE - 28K BRI EEER F1Mr; BYEEEMm
#& FAlphanate (A-SD)ZiAlphanate (A-SD/HT) (214 %573 # T Alphanate (A-SD) » 1872 &4 FAlphanate (A-SD/HT) » 2f =3 & A %
BRYP_BRRE) (BF2ERN) - EFEIIEFiza - RERER M B S MERBUNER A & FAEREERA SN TR - FEAFirdhm
WIB KM FHE « FT—/ )\l > B IAET60 U VWF:RCo/kg (BRBA/NR185E AT 75 IU VWF:RCo/kg) ° #2143 T 159 f8 BV —R LUR
TEMAEARFVIICHIEHE « & Y EF AR AT - L BB AS S E BB IERH100% o 1215 5N ST PR A4 T80T @ (cryoprecipitate)
REN\RFERMER REMM TR E TR /R - ARBF ZENHETNF T HIRE 7+ A-SDFA-SD/HT » B 260 IU VWF:RCo/kg (=%
NNR18EE BlENE75 1U VWF:RCo/kg) ©

RN\ HIRFRNBERIER

=tid
SMEIFMTEETRY A-SD A-SD/HT Total
ZHEHE 21 18 374
FR 14 6 20
RER 1 2
S5 4 4 8
SR (F2E 6 0 6
T RE 0 2 2
iwE 2 1 3
FESER 1 1 2
a8 4 3 7
MmE# 3 6 9
FREFMEHE 35 24 59

AR EREERMERA: RIXHE BRI A RIBA

FFEE8-12/ R T T40%60 IU VWF:RCo/kg (50%I75 1U VWF:RCo/kg¥ % E i A) H RGO AR S « FHEZIWHA L M (primary
hemostasis)z % &7 E4R55E _#i1bM(secondary hemostasis) ' EFMEE=ZREEBRE - FSR(WE LK T -

#IET = » 558 %))E A M A FE R (prolonged BT)RISMY Tl » 1222300 85 R A H MBS A (BT) e 2R IERZRIA 18 (32.7%) Mo A+ BBARIE
BERIF24(43.6%)him A BTN /)8 BIRIEE M E12(21.8%)m A ERE— AT I 55 (1.8%)

R MRS KBS RITEEME(E - W MR T8 3 (6 = B A IEAR /Y R M A P (BT) B - B — (o B R MR @ Se AT A HIAY50 mL - e R BB
HERZI0DEAR MR (BT) - HER—ARIES B RIEMERERABERMNER

SN E T M EBBRBANRSEA

=N SR F{ERAlphanate (A-SD)#1/ B Alphanate (A-SD/HT)FEN; 455

A-SD A-SDHT Total
BABE 21 18 37*
SEIFmEE 35 24 59
ShR AR R P B S 3(1-13) 4(1-18) 4(1-18)

ch{rElE IU VWF: RCo/kg

BiE # (EE)

BT = #2 4270 &EEE)
MR BRI ETRERE -
AN KB BR  ERBFMOEREE - KENRAMFI  SFEFMNERBKERKRTENEERSE(BY Ry - ZxEFHE) WHA

REREWIT R FRIE R R BEEY) » B ARBRNRT
=t FMEMARNNR (AREFE) - 2H@AREHAlphanate (A-SD/HT)

59.8 (19.8-75.1)
40.0 (4.5-75.1)

5.9 (40.6-75.0)
40.0 (10.0-63.1)

59.9 (19.8-75.1)
40.0 (45-75.1)

e RERK&RRE(VWD)EE
= -
gL . ype 1 - » Type 2 ) _Type 3 . Total .
(43255 » MEF) (9258 & - 13{ESF1iT) (5525 & - TIEZFlT) (18=Z5 & - 24@F 1)
Fii Fiig Fif Fif

1 2 3 1 2 3 1 2 3 1 2 3

R 1 0 2 5 1 5 5 0 1 11 1 8
RiF 0 0 1 0 0 1 0 0 0 0 0 2
= 0 0 0 0 0 0 0 0 0 0 0 0
i3 0 0 0 0 1 0 0 1 0 0 2 0

FMA=E 2=8F 3=2AM-
BH IR BRI RG] = 22/24 (91.66%) °
WIhIBI =B L AII95% 58 IE R (Confidence Interval, Cl) = 0.7300%0.9897 -

AR FT R RN M B B AR R RIS B 5 AR RN R KRB S Z BB TG (BRAF MR ERIIRERINTEDER)
BAOARZHETR FMERAERNAIMER(EEEETMBENRT— BEEETFHRAMMEEREEBEZEESE—BM RE—EK
ThELHIR A (21/2482822/24) »

x1T— : FEHAENYR (BEZEM) - oS /AESHAlphanate (A-SD/HT)

BEXE1 BEEXE?2
BESHEERE 18 18
BESEHHE 24 24
%g%zmwu ) 22 (0.9166) 21 (0.8750)
e BlE95% SHEER 0.7300 0 0.9897 0.6763 10 0.9734

BT RIITEL XA B AR5 % EHEER -

VWD : JESEFMTaVTER — B 5% _ . = ;

—IEEIWY - S0 ST Alphanate (A-SD/HT) FIRR B8 ERmE M E » 844 FDDAVPE NS AEE - B AT F M@ AN AR 2
BRTARS R E AL MR E B » T ST E£200449 12005412 B 2 H# TG 1 B F M aE (39 ZHH) °

39 2B 18472 Type 1 VWD (46.2%) ; 12f 2Type 2 VWD (30.8%) » It B9 EType 3 VWD (23.1%) » 2 &5 & 49 - i BEE 8
A0 — ¥R HEBEZ DM -

TEFVNEHREEAIFMAEAMBERNERBEER BN EBFE A4 FTE DBk (4-point verbal rating score, VRS) 714 * 1
ORI E SERGRESENE) - RRANER R ARG R R BN R DR AN SRR

REFYENR

HRFMRAEE -
s FHRFMNEADENERSFEER  ABVRH TS S LIARN EZHYE B4D VRS S ©
5t BRE— (AR ESEZESRFAFNER  HEESHEREAARFRELEMARFNAUEEETSERSPIRARR N _LEEE
B ZEEARARAMRENT S I BEMEEBEIIM ANEHETEFEER -
HBIE00%M T EME S SHEE NERMN DB REZBUAVEE( “By” NE "Ry ) - ERFEIOMERERTZ -
KT MREBHFHBETS DENEIFFRNFMRALLG (n =61)

Alphanate N 95% (=3 )
SBEER ?ﬂuttﬁﬂ ErS P {E
B/ 95.1 87.8-98.6
EERC 49 14-100 < 0.0001

a “IER A BBinomial test Ho : <70% I FATAENBEIDBEN)
VEY = HRET DR T 5 TR
B = MRETHR “Z" X | -

MEEEBANDE R AT BRERT= -
RT=  MREHFNESATDBENRIFERFRAILLH (n=61)

[ Alphanate . 95% =%
i =] ey FHigLLHI ] P&
e 95.1 87.8 - 98.6
0 EER 49 14-12.2 < 0.0001
X 918 83.5- 96.7
1 BN 8.2 33-165 <0.0001

SFEHO = FMEKR -

b “IER B Binomial test(Ho : <70% M FMAEMEEFNREXR)
CHY = RREFTDR W 5 RIFT o

B = AREFTH/R E" = | .

ZERBETSRAMERERTH -
KT ZEHFNRETDSBENEFEREFRMLLSG (n = 61)

Alphanate . 95% 15%8 a
gy Filgtbl B P&
ane 91.8 83.5-96.7
e = aoe <0.0001

s “IEFEBBinomial test (Ho : < 70%MFMTARNEET ARG R) -
“HX = EEFNR M S R
HEM = EETHRE R E -

M EMER I MORERARRRB(VWD)RERRHRAERTH °
x+hH : FREKRESEEERXR(VWD)ERHEERNTINHE (%)
BEHEAR(VWD)HEE

gﬁ};gg%} Type 1 Type 2 Type 3 Total
(18fr=elE - 22MAFM) | (122 - 23@FAMG) | (Iu=elE - 16[@FM) | (39u=HE - 61ETF i)

5E KEe 5E BE 5E BE £ BE

HELT 6 12 2 18 0 13 8 43
(85.7%") (80.0%) (50.0%) (94.7%) (0.0%) (86.7%) (66.7%) (87.8%)

Bty 1 3 2 0 0 1 3 4
(14.3%) (20.0%) (50.0%) (0.0%) (0.0%) (6.7%) (25.0%) (8.2%)

= 0 0 0 1 0 0 0 1
- (0.0%) (0.0%) (0.0%) (5.3%) (0.0%) (0.0%) (0.0%) (2.0%)

- 0 0 0 0 1 1 1 1
(0.0%) (0.0%) (0.0%) (0.0%) (100%) (6.7%) (8.3%) (2.0%)

CREFMOESEAETM -
Y% F MR TRBM 2 ZAD

AL DEHE “By” (BEREAKKMELE= 81.3%)  SufiuType 3XABKFEESE LSEEEFT - —(Type 3 VWDRAEHI2EF
TOEEERERE)BATFEERYT DR R - —(Type 2 VWDERRAEN—BF M4 FTEEBRYTOR “E” -

EERPHEM T FirEiE 2 Alphanate VBB SR EERTIN ©

K178 kFMEREL FAlphanate (VWF: RCo)

A-SD/HT

BAHE 39

S FMIEE 61

BETIIE 5.9

BHOEIFMEEPAE (EE) 3(1-27)

[ ZE[REEERNE 75 fE A
BEELE
FREIAE:
FRAEHAEMRERE  BABNBARSGZER H RFESELERRRE @ AIABREECHRS  EHGERIKBME - SRELER
ARERRE  BRAXREM/HAERELRS AR ERERERBRREBERY o HHARKIN LGSR WEERNDETRERK

7% » RIS » PiMParvovirus BIOSIARIF 4 7H » HAIMAMRS %A1 - Parvovirus BIOHZ R RBAE WAL EREE - BIR
PETEFERLERMOBRIE - Bl MABRFBA  HEESASHBEMENERIREGHE - BEFNEMTRERALERZ
LI KR35 o

iz

Parvovirus B19 ZERERBEM « SIE - BELRBA  BEAN-EEBELESRMDE - ARFAAESHRE—BZRER
R BERBE BEEL - BHRHTRE - RERRECKEENA—RER  NRBLERES  HRBLHEH -

EELH: ORETTROERAR
W Hc AILPAEIEIR 244 3 6 18

& 4 : Grifols Biologicals LLC
& ik : 5555 Valley Boulevard, Los Angeles, California 90032, USA

B

& 4 : Grifols Biologicals LLC
& #F:13111 Temple Avenue, City of Industry, CA 91746, USA

R (BEESAK) RIERK
& % : Laboratorios Grifols, S.A.
R ik : Poligono Industrial Autopista, Passeig Fluvial, 24, 08150 Parets del Valles Barcelona, Spain

15T HE : Month Year
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