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3.1.2 Constituents Not in a Pharmacopoeia 

Attachment 4 lists the constituents and their specifications. 

• Source Plasma (Human) 
• Aluminum Hydroxide Gel 

3.1.3 Suppliers Of Active Ingredients 

• Attachment 5 (QAPS 003) lists the approved suppliers of Source • Plasma (Human). They are licensed by the FDA and inspected by the ?DA and by Cutter Laboratories to ensure compliance with correct procedures and -record . kee inp• . . g 

• 3.2 :In-Process Control 

3.2.1: Analytica1.Control 

a. All units of plasma are tested and found negative for HBgAg. 

b. Attachment 6 •JQAP 510). In-Process and Finished Product 
Inspection: 

c. Since this is a continuous process, the in process controls consist of constant monitoring of temperature, pH, etc. 

3.2.2 Sampling for Quality Control 

Since the manufact:2ring process, is a rapiid and continuous one, samples are not taken for quality contri~l. 

3.3 'Finished Product Specifications 

33.1 Tests and Limits Applied 

Attachment 7 is a copy of the final product specifications, the tests and the limits for each test. 

3.3.2 ;-Analytical Methods 

Attachment 8 is the Manual of Methods. :It contains the various procedures used in connection with this product and will. be: referred to throughout this submission. 

Development Pharmaceutics and Biological Availability 

Factor VIII is very labile and procedures were developed to obtain a reasonable separation and concentration as expeditiously as possible.. Dextrose is added • to reduce the time of reconstitution. Since.-the product is :injected'intra-venously, it is immediately bio-available. 

5. Stability 

5.1 Batches Examined 

Lot Nrs. INC 8122,  NC 8115, 8114 
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5.2 Conditions of Storage 
. . . 

These are indicated in the stability report... ` 

5.3 Containers 

Stability tests are done on product in final containers as described 

in 1.3 above. 

5.4 Analytical Methods.. • . 

The methods used. are contained in Attachment" 8:, the Manual of Methods. 

5.5 Results 

Attachment 9 contains the results of the stability testing. 

5.6 Discussion of Results 

The results shown in Attachment .9 indicate the product is stable"for 
the parameters tested, including the specifications for the final product. 

5.7 'Proposed Shelf Life 

The shelf life is two years when stored at 2°-8°C. We have data showing
the product is stable beyond this period. 

5.8 Storage Conditions, user instructions. and pharmaceutical precautions.: 

Storage Conditions 

"Store at 2°-B°C (35°-46°F). Do not freeze. Storage of lyophilized powder 
at room temperature (up to 25°C (77°F) for six months, such as in home
treatment situations, may be done without loss of~Pactor VIII activity." 

User instructions 

INDICATIONS AND USAGE 

Koate is indicated 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 provides a means of 
temporarily replacing the missing clotting factor in order to corrector 
prevent bleeding episodes or in order to perform emergency and elective 
surgery on hemophiliacs. 

Antihemophilic Factor (Human) as not effective in the treatment of von 
Willebrand's disease. 

DOSAGE 

Each bottle of Koate has the ARF activity in AEI '/IUs stated on the label 
of the bottle.,- One AHF unit is equivalent to one International unit.

Abildgaard, et alll have reported from studies in hemophilic children: a 
linear dose-response relation with an approximate yield of 2% rise in 
Factor VIII activity for each unit of Factor VIII per kg of body weight 
transfused. Clinical experience with Koate" has 'demonstrated -an 
essentially identical- dose-response: relationship.12 Therefore, the 
following formulae provide .a guide for dosage calculations." 
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Expected Facor: VIII.1ntrease (ia:%.of"normal) 






