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DESCRIPTION 
Antihemophihe Factor (Human), Koate is a stable. purified, 

deed concentrate of human Antthemophilic Factor (Factor 
VIII, AHF. AHG) intended for use in therapy of classical hemp 
philia (Hemophilia A). I

Kate is purified from the cold insoluble fraction pf pooled 
fresh-frozen plasma by modification and refinements of the 
methods first described by Hershgold. Pool and Pappenhagen.' 
K ` I •f ed F VIII 

When large or frequently repeated doses are r; -fired in 
patients of blood groups A, B. or AS, there is a possibility 
Intravascular hemolysis.'-° Should this condition occur" ac 
Ing to progressive anemia, administration of serofogicgtt3 e 
patible type 0 packed red blood cells should be considers 
Also, the administration of type specific cryoprecipitate has 
been recommended for mainfaining adequate Factor VIII le 
Massive doses may also result in hyperfibrirmgenemia1O 

The risk of hepatitis is present with the administration of, 
concentrate preparations (See discussion under Warning). 

DOSAGE 
Each bottle of Antihemophilic Factor (Human), Koate'' his 

AHF activity in His stated on the label of the bottle. 
Abildgaard, et al" have reported from studies in hemoph 

children a linear dose•response relation with an approximate 
yield of 2% rise in Factor Vill activity for each unit of Factor 
per Kg of body weight transfused. Clinical experience with 
Koale has demonstrated an essentially identical dose-respc 

Date conlams high y pun fed and concentrat actor After m ission of AHF I there is an Instantaneous rise in the 
f uide fo do a gTe calcue, Ube following formula6 provide a. 
guide for dosage calculations The Factor VIII is 50 10125 times purified over whole plasma; coagulant level, followed by an initial rapid decrease in activity, 

and when reconstituted as directed. Koate contains approxi- and then a subsequent much slower rate of decrease In PRECAUTIONS 
mately 25-40 times as much Factor Vill as an equal volume of aclivityza The early rapid phase may represent the time of 1. Kate is intended for treatment of bleeding disorders arising 
fresh plasma. . equilibration with the extravascular compartment. and the from a deficiency in Factor Vlll. This deficiency should be Expected Factor VIII increase (in % of normal) 

Each bottle of Koate contains the labeled amount of anti- second or slow phase of the survival curve presumably Is the proven prior to administering Koate, since no benefit may be 
hemophilic activity in International Units (tU) One IU, as defined result of degradation and reflects the true biologic half-life expected from its use in treating other causes of hemorrhage. IU administered x 2.0 
by the World Health Organization Standard for Blood Coagu• of the infused AHF.' Studies with Koate In hemophilic patients. • 2. After reconstitution, administer promptly )within 3 hours). body weight tin Kg) 
lahon Factor VIII, human, is approximately equal 10 the level of have demonstrated an initial 50% disappearance time of five Do not refrigerate after reconstitution, NOTE: The recom• fU required 

. 
body weight (Kg) x desired Factor VIII (% no 

AHF found in 1.0 ml of fresh human plasma. The final hours, and a biologic half-life of approximately 13 hours? There mendation to administer promptly after reconstitution is Intended 
product, when reconstituted as directed, contains 1% Dextrose were no significant differences between bleeding and non- to avoid the ill effect of any possible bacterial contamination 

x0.& 

(anhydrous) USP and is hypertonic. Koate contains anti-A bleeding patients.' occurring during reconstitution. Ko`ate is fully stable, without 

and ants- blood group isoagglutinins (see discussion under potency loss for at least 24 hours at room temperature after it should beemphasized. however. that all efforts should 

P(2C8UIIOfiS)• 
reconstitution. made lo'follow the course of therapy with Factor Vlll level 

fNUIC ~TIONS 3. Administer only by the intravenous route, assays, it may be dangerous to assume any certain level h 

THIS PRODUCT IS PREPARED FROM HUMAN VENOUS Koate is Indicated for the treatment of classical hemophilia 4. A filter needle should be used prior to administering. been reached unless direct evidence is obtained. 

PLASMA. EACH INDIVIDUAL UNIT OF PLASMA AND EACH 
(hemophilia Al, in which there is a demonstrated deficiency 

ore Kdate 
contains
ent i s 

levels
e el  f 

blood group 
oprig egarrvety minorich

LOT OF FINAL PRODUCT HAS'SEEN FOUND NONREACTIYE 
of activity of the plasma clotting factor, Factor VIII. Koate provides 

bleeding episodes. When large or Irequenty repeated doses are Prophylaxis of spontaneous hemorhaga 

FOR HEPATITIS 8 SURFACE ANTIGEN USING A LICENSED 
a means of temporarily replacing the missing clotting factor The level of Factor VIII required to prevent spontaneous . 

- THIflDGENERATION ASSAY. HOWEVER, THIS TEST DOES 
in order to cogent or prevent bleeding episodes or in order to required in patients of blood groups A, B, or AB, the possibih 

icy of iniravasculaf hamolysis should be considered. hemoghage is approximately 5% of normal while a level of 

NOT PRECL.UDETHE PRESENCE OF HEPATITIS VIRUS. perform emergency and elective surgery on Hemophiliacs. of normal is the minimum required for hemostasis fouovvtnf 

5EE YfAHNING: 
8. Administration equipment and any reconstituted Koete 

trauma and surgery"•'s Mild superficial or early hemorrhal 

von 
Wiilebra it's des r )Human) is notehective in the treatment 

not used should be discarded. 
may respond to a single dose of 10 JUfKg of AHF,"'16 lead- 

of von Willebrand'S disease. 
CLINICAL PHARMACOLOGY Ing to an In vivo rise of approximately 20% Factor VIII level 

Hemgpflilia A is an hereditary bleeding disorder characterized 
ADVERSE REACTIONS patients with early hemarthrosis )mild pain, minoin t ior no 

by deficient coagulant activity el the specfic plasma protein CONTRAINDICATIONS swelling, eMhema. warmth, and minimal or no Iolnt limitati 

qic contraindications to the use of Anti• Allergic reactions may result from the administration of AHF 
per doses may be adequate." 

clotting factor Factor Vill. In afflicted indi inor r aurnamorrhages 
There are rw spec )t treated promptly, even:Snla 

may occur spontaneously or after only minor trauma: and 
hemophilic Factor IHuman)• (Please read Indications section eadions 66e including ChtIL4, fever, and hypersensitivity 

surgery on such individuals is not 
fea s been

e 
it Kuala pray r e tt

ing 
carefully before use.) 

the clotting abnormality. The admt(I s - • r qa 
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an increase in plr els of Factor VIII and can temporarily 
correct the coagu atect in these patients. 

Antihemophilie t )Human), Koste' offers many advan-
tages over single-unit cryoprecipitate in replacement therapy of 
hemophilia patients. Among the most signiflcant are the following: 

1. As Koate contgins highly purified aria Concentrated Factor. 
VIII, therapeutic amounts of Factor VIII can be administered
in a relatively small volume. . , -• 1 

2. Because of the high degree of panty. adequate Factor VIII 
can be supplied with relatively smaller amounts of fibrinogen 
and other non-Factor VIII proteins. This is particularly desirable 
when high circulating levels of Factor Vill must be 1paintalned 
for prolonged periods, or where Inhibitors must be overcome.. 

3. The high Factor Vill potency in the reconstituted product 
allows intravenous infusion by direct syringe injection or drip 
infusion. This facilitates office and home treatment. 

4. Factor Vill is very stable as a lyophilized product. 
5. Each lot of Koala Is assayed and labeled for its Factor VIII 

content. This permits a more precise estimation of the appro• 
priate dose than with cryoprecipitate. ' 

8. Koate Is easily stored and transported. 
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Mild hemorrhage RECONSTITUTION AND ADMINISTRATION use. These include storage and handling of the product after 14. Langdell RD. Wegner RH,'Brfnkhous KM: Arltihemophilic In cases of minimal hemorrhage, therapy need not be repealed 1. Warm unopened diluent (Sterile Water for Injection, (USP) it leaves our hands, diagnosis, dosage, method of administration, factor (AHF) levels follo s ' transfusions of blood, plasma unless there is evidence of further bleeding. and Antihemophilic Factor(Human),Keale to room temperature, and biological differences in Individual patients. Because of and plasma fractions. Proc Soc Exio Bo Med 88 2'21  1:95 but not higher than 37°C (99°F). these factors, It Is Important that this product be stored properly 15. Shulman NR, Cowan DH, Libre EP, et at: The physiologic Moderate hemorrhage and,minor surgery 2. Remove the plastic flip-top caps from both bottles to and that the directions be followed carefully during use, and basis for therapy of classic hemophilia pastor VIII deficiency) ar For more serious hemorrhages and for minor surgical prose- expose the central portions of the rubber stoppers and cleanse that the risk of transmitting hepatitis be carefully weighed before related disorders. Ann Intern Med 67(4)858-62;1967.,: duns. the patient's plasma Factor Vill level should be raised each stopper with suitable antiseptic Immediately before the product Is prescribed. I he. Abildgaard CF: Current concepts In 3050% of normal for optimum clot formation)e .Y This usually each piercing, We recommend the lollowing procedure; First Na warranty express or implied, including any warranty
in

anty of hemophilia. Semin Hemato112(3):223.3the2, 1
management of 
975. requires an initial dose of 15-25 1U/Kg and if further therapy swab the stopper with Iodine Tincture, USP followed bye merchantability or fitness is made. Representatives of the 17. Penner JA, Kelly PE: Low doses of factor Vill for hemophil. is required, a maintenance dose of 10-151U/Kg every 8.12 hours. sterile antiseptic swab. Company are not authorized to vary the forms or the contents of [letter). N Engl J Med 297(7):401, 1977. 

Severe hemorrhage 3. With a sterile needle and syringe withdraw the appropriate the printed labeling Including the package Insert, for this 18. Ashenhursl J8, Langehennig PL. Seller RA: Early treatmer 
In patients with life-threatening bleeding, or hemorrhage volume of diluent and transfer to the bottle of lyophilized product except by printed notice from the Company's Berkeley of bleeding episodes with 10 U/kg of factor VIII (letter), Blood 

involving vital structures central nervous system, retropharyngeat Koate. The Koala bottle is not sealed under vacuum. Add the office. Prescriber and user of this product must accept the 50(1)185.2, 197E 
and retroperitoneal spaces, iliopsoas sheath), it may be desir- Sterile Water for Injection, USP diluent gently so as to avoid terms hereof. 19. Kasper CK; Hematologic care. In. Boone OC (ed): Comore-excessive foaming. 0o not bleed out air either before or after hensive management to raise the Factor VIII level to 80-100% of normal in order to  of hemophilia. Philadelphia. Davis, 1976 
achieve hemostasis.te 19 21 This may be achieved with an reconstitution. - REFERENCES pp. 3-17, 

4. Withdraw needle from the concentrate bottle stopper and Pool  20. Edson JR! Hemophilia and related conditions. In, Corn HF ni/alAlid 8eof40- 
hours. 

U/Kgandamaintenancedoseof20-25 1. Hershgicglobold  
globulin 

, Pappe 
derived
hagen from ae  

cold
 insnt  anti- 

(ad): Current therapy, Philadelphia. Saunders, 1980, pp.264.9 gently agitate the bottle from time to time until the Koala W /Kg every 8.12 hemophilic globulin concentrate  from a  insoluble powder is completely dissolved. Reconstitution usually requires traction of human plasma characterization and further data 21. Hilgartner MW: Management of hemophilia: the routine. 
Major su ery less than 5 minutes. and the crises. Drug Then $(2►141-54,1078. r9 2n preparation arxfalinicaltfial.J fCutt rMed871 ries.I 2,1968. For major surgical procedures, Kasper' ° recommends that the 5. After the concentrate powder is completely dissolved, -
'irst dose of AHF to achieve a level 018010100% of normal, withdraw the Kcate solution into the syringe through the filter 2• Unp bushed data in the files of Cutter t ahoratories. i tc. 

needle which is supplied in the package. Replace the litter 
3. Aronson O(_ Factor VIII (antihemophilic globulin). Semin 

)e given an hour before the procedure. It is recommended that p 9 D ' Aromb Hamostas 8(1)12-27, 1979. 
he Factor VIII level be checked prior to going to surgery to needle with an appropriate sterile injection needle, e.g., 21 gauge 4. Kasper CK, Klpnis SA: Hepatitis and clotting-factor concen- Hake sure that the expected level is achieved. A second dose x 1 Inch, and inject intravenously. tratee. )AMA 221(5):510, 1972. 
an the size of the priming dose should be given about five 6.11 the same patient is to receive more than one bottle of KoBte, 6. Eyster ME, Bowman HS, Haveratick JN: Adverse reactions tours after the first dose. The Factor Vill level should be main- the contents of two bottles may be drawn Into the same syringe to factor Vin Infusions [letter]. Ann Intern Med 87(2):248, 1977. ained at a daily minimum Olaf least 30% for a healing riod through filter needles before attaching the vein needle. Adds- Pe 8. Prager D. i ia prog , m:E tesu ME,yt f i me diate rea Lionsit 10-14 days, depending onthe nature of theoperative procedure. floral bottles may be drawn Into the same syringe through niter wide hemophilia program: summery of immediate reactions with -
The above discussion is presented as a reference and a needles supplied, the use of factor VIII and factor IX concentrate. Blood  

lvideline. It should be emphasized, the dosage of Antihemophilic 53(5):1012.3, 1979. 
=actor (Human), Koatee required for normalizing hemostasis STORAGE 7. Rosati LA. Barnes B, Oberman HA, et at: Hemolytic anemia 
Rust be individualized according to the needs of the patient. ' Koate should be stored under refrigeration (2 to 8°C; 35 to due to anti-A In concentrated antihemophilic factor prepara-
'actors lobe considered include the weight of the patient, 48°F). Storage of lyophilized powder at room temperature tions. Transfusion 10(31:139-41, 1070. 
he severity of the deficiency, the severity of the hemorrhage, lup to 25°C or 77°F) for six months, such as in home treatment 8. Seeler RA Henwlysls due to anti-A and anti-B in factor VIII 
he presence of inhibitors, and the Factor Vill level desired. situations, may be done without loss of Factor Vill activity. ' ' preparations. Arch Intern Med 130(111013, 1972. 
MI efforts should be made to follow the Course of therapy with Freezing should be avoided as breakage 01 the diluent bottl9 0.Oninger ER Koury MJ, Blatt PM, et at: Hemotysts caused 
-actor VIII level assays. might occur. Reconstituted Kodte should not be refrigerated by factor Vlll concentrates. Arch Intern Med 13619):1018.20, 

The clinical effect of Factor VIII on the patient sthe most impor. and should be used within three hours of reconstitution. i • 187e.
ant element in evaluating the effectiveness of treatment. It 10. Bark CJ, Orloff MJ: The partial thromboplastin Limo and 
lay be necessary to administer more Koate than would be call- HOW SUPPLIED factor VIII therapy. Am J Clin Pethol 57(41:478-81,1972. 
sated in order to attain satisfactory clinical results. If the Factor Koate is supplied in single dose bottles with the total units of 11. Abildgaard Cl', Simone IV, Corrigan JJ, et al: Treatment of 
III level fails to attain that expected dosage, or if bleeding Factor Vill activity end total grams of protein stated on the hemophilia with gtycine-precipitated factor Vill. N Engl J Mad 
not controlled after adequate calculated dosage, the presence label of each bottle. A suitable volume of Sterile Water for Injeo- : 275(9):4715, 1986. 

I Factor VIII inhibitor should be suspected. Its presence tion. USP, and a Sterile filter needle are provided. 12. Britton M, Harrison J, Abildgaard CF: Early treatment of 
31ua Nor a nould be substantiated and the Inhibitor level quantitated by - - ` hemophilic hemarthroses with in "-'sal dose of new factor Vill a

ppropriate laboratory procedure. When an Inhibitor is present, LIMITED WARRANTY  concentrate, J Pedlatr 65(2):24,` 174, 
Cutter

s  e ~ ~ IO~~n ~ 
to dosage requirement for At-IF is extremely variable and A number of factors be- )ur control could reduce the N 'O v.r . 13. Biggs R, MacFarlane RG: Ha. ,nilia and related conditions:  te dosage can be determined only by the clinical response. efficacy of this product or e,-.an result in an ill effect following Its a survey of 187 cases. 8r J Haeinarol 411 f:1.27,1958.  wr „ w
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