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For the treatment of classical hemophilia (hemophilia A) in which there is a
demonstrated deficiency of activity of the plasma clotting factor, factor VIII.

Koate-DVI provides a means of temporarily replacing the missing clotting factor in
order to control or prevent bleeding episodes, or in order to perform emergency and
elective surgery on individuals with hemophilia.
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5 Contraindications
Hypersensitivity, including anaphylaxis, to the active substance or to any of the
excipients listed in section 9 (Description).

6 Warnings and Precautions

[...]

6.1 Hypersensitivity Reactions

Allergic-type Hypersensmwty react|ons mcludmg anaphyIaX|s may—Fesuk are
possible.

Early signs of hypersen5|t|V|ty reactlons WhICh can progress to anaphyIaX|s may mcIude
angioedema, chest tightness, hypotension, rash, nausea, vomiting, paresthesia,
restlessness, wheezing and dyspnea. If hypersensitivity symptoms occur, discontinue use
of the product immediately and administer appropriate emergency treatment.

6.2 Neutralizing Antibodies

The formation of neutralizing antibodies (inhibitors) to Factor VIII may occur. Monitor
all patients for the development of Factor VIl inhibitors by appropriate clinical
observations and laboratory tests. 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. [see Warnings and
Precautions (6.5)]

6.3 Intravascular Hemolysis

KOATE-DVI (Antihemophilic Factor [Human]) contains levels-of blood group
isoagglutinins which are not clinically significant when small doses are used to treat
controlling-refatively-minor bleeding episodes. However, When when large and/or
frequentlyrepeated doses of KOATE-DVI are required-given to; patients of with blood
groups A, B, or AB, acute hemolytic anemia may occur, resulting in increased

bleeding tendency or hyperfibrinogenemia. sheuld-be-monitored-by-means-of

hemateerit Monitor these patients for signs of-pregressive-anemia;-as-well-as-by
direct-Coombs-tests-intravascular hemolysis and falling hematocrit. [see Warnings

and Precautions (6.5)] Should this condition occur, leading to progressive hemolytic
anemia, discontinue KOATE-DVI and consider administering serologically compatible
Type O red blood cells and providing alternative therapy.

[..]

6.5 Monitoring: Laboratory Tests
[...]

® Monitor for intravascular hemolysis and decreasing hematocrit values in patients
with A, B or AB blood groups who are receiving large or frequent doses of
KOATE-DVI.

7 Adverse Reactions

The most common adverse drug reactions (frequency = 5 % of subjects) observed in
the clinical trial were nervousness, headache, abdominal pain, nausea, paresthesia
and blurred vision.
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7.2 Postmarketing Experience

Because postmarketing reporting of adverse reactions is voluntary and from a
population of uncertain size, it is not always possible to reliably estimate the
frequency of these reactions or establish a causal relationship to product exposure.

® Blood and Lymphatic System Disorders: Factor VIII inhibition,
hemolytic anemia

Immune System Disorders: Hypersensitivity including
anaphylaxis, rash, pruritus

Injury, Poisoning and Procedural Complications:  Post-procedural hemorrhage

® Nervous System Disorders: Generalized clonic-tonic
seizure

[...]

8.2 Lactation

Risk Summary

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

[...]
8.3 Pediatric Use

Safety and efficacy studies have been performed in 20 previously treated
pediatric patients aged 2.5 to 16 years. Subjects received 208 infusions of
KOATE-DVI for treatment or control of bleeding episodes, including
perioperative management, and routine prophylaxis. Children have shorter
half-life and lower recovery of Factor VIII than adults. Because clearance of
Factor VIl (based on per kilogram body weight) is higher in children, higher or
more frequent dosing may be needed.
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8.4 Geriatric Use

Clinical studies of KOATE-DVI did not include any subjects aged 65 and over to
determine whether they respond differently from younger subjects. Individualize dose

selection for geriatric patients.

[..]
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