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Antihemophilic Factor (Human) 
Koate® 

SEE SECTIONS ENTITLED "DESCRIPTION" ANU 
•'WARNINGS" FOR D,SCUSSIOH OF HEPATITIS RISK 

DESCRIPTION I

Anlireniopriil.c Factor (Human), KoS1a' Is a iterile, stable, purified. all 
concentrate cl human Antihemophac Factor (Faco( VIII, AHF, AHG) 
Inlenbed lot use in therapy of ctaas+ul ate (hemophilia A). 

Koala is purilied from the cob r olutae t ,at of pooled fresh-frozen 
0pIasma by rnoditication and ralinemertls d U methods first described by 
Hershgold, Pool, and Pappennagen.' Koile Contains highly purified and 
concentrated Favor VIII. The Factor Vill is 50.200 tines Iwrilted over 
whole plasma, and when reconstituted as directed, Koala contain 
approximately 2540 tr .e a twill Factor VW Y an equal warns of 
fresh plaame. 

Each bottle of Koite contains Its. Labeled amount of entih.moptIl.c 
acirray in AHF/International Units (AHFIIU). One IL.). as defined by the 
World Health. Organization Standard Ior -Blood Coagulation Factor Vill, 
human, is approximalNy actual 10th. level of AHF found in 1.0 ml Of fresh 
molwi human plasma. One AHF unit is equivalent to one htarraUasY 

L.tnil, Kane must bs admintst.' d by the irwavarow route. 

CLINICAL PHARMACOLOGY 
tiernopralta A is a hereditary bbe0,rtg hsor0er ctareclenzed by deficiem 

Coaq utant activity of the specdiC plasma pmOtein Cloning fader, Factor VIII. 
In ahhcled individuals, hemorrhages may occur spontaneously Of altef only 
minor trauma, and surgery on such individuals is tool laasible without first 
careclirg the cloning abnormality- The admafiasrslin of Kula proved.. 
an increase in plasma levels of Factor Vlll and Can IenipOfalay comeCt the 
COagutation detect in these palianif.. 

Amu infusion d AHF, there is an nslantatsecus rise in the coagulant 
level, followed by an initial rapid decrease in admry, and then a subse-
quent much slower rate of decrease in activity.' I  The early rapid phase 
may represent Ina lime 01 equilibration with the ealravascular COmpan• 
meet, and the second or slow phase of Inc survival Curve presumably Is 

the result of 4egradal,ors and reflects IM flue btdogrC handle of the 
infused AHF. Studies with Koala in hemophilic patients have 
0#m0n01151ed an initial 50% disappearance time of live hours, and a 
bilOgiC hepatic of approximately 13 tours.' Thera were no signdicarr 
dalersricas in hallaile between b4.e0irig and nonbleWug palenta.' 

INDICATIONS AND USAGE 
Koala is indicated for the Iiealrnonl of classical hemophilia (hemophiw 

A) in which there is a demonslrated delicierscy of actvny Of the plasma 
cloning lads, Factor VIII. Koile provides a means of temporality 
replacing Inc misarng toping Ia for in order to Correct or pevanl 
deeding episodel, or in ceder o perform emergency and V4raee surgery 
on hemophiliacs. 

Anlihemophil,c Fades (Hunan) 4 not .gacsive In IN tr.mhmen l of sun 
Wrlt.Wand's disease. 
CONTRAINDICATIONS 

None known. 

WARNINGS 
Antlhemophtllc Factor (Human), Koite' concentrate Is e 

pwilied dried Inaction of pooled plasma oblalned from many 
paid donors. Although each unit of plasma has been found 
nonreactive Ion hepatitis B surface enligen (HB,Ag) using. 
U.S. federally approvad test with thlyd-gen.rstlon senatllvlty, 
Ito presersce of hepaUtla virus In such pool.. must W 
sesumed. 

Kasper and Klpnis' have concluded that those who have had 
little exposure to blood poduds have a high risk of developing 
hepatitis alter introduction of clotting factor concentrates. such a* 
this product. For those pastetts. especially those with mild 
hemophilu, lhoy recommend single donor products. However. for 
patients with moderate or severe hemophilia who have received 
numerous infusions of blood or blood products, they feel that The 
risk of hepatitis is small. Theybeleve that the clotting factor con-
centrates have so greatly improved the management of severe 
hemophilia dtaI thsse products should not be denied to appropriate 
patients. 

Isolated cases of Acquired Inure Deficiency Syndrome (AIDS) 
have been reported in hemophaia who have received blood and/or 
coagulation factor concentrates, including Factor VIll concentrates. 
If is not known it thse disease is due to a transmitted spacihc agent, 
secondary to multiple anitgenic exposures, or to some other 
mechanisms. The physician and patient should consider that 
Factor Vlll coricenlrates may be associated with the ttanerniasion 
of AIDS and weigh the benefits ci therapy aic0o0wsg1y. 

PRECAUTIONS 
General 
1. Koine is intended for srsatmanf of bleeding disorders arming from a defi-
ciency in Factor Vlll. This deficwncy Shoup be proven prior to administer. 
ing Koala, since no benelil may W ..podia from its use in U.alirsg other 
causes of hemorrhage. 
2. Administer promptly (within 3 hour*) alter reconstitution. Do not 
tehigerate after reconstitution. NOTE: Although Koite is fully stable, 
without potency loss, for at least 24 hours at room temperature alter 
reconsfflulton, the recommendatwn to administer promptly alter recanslitu• 
Icon is intended t0 avoid the ill effect OI any possible bacterial contamusa. 
lion Occurring during reconslilutiOO. 
3. Administer only by the intravenous route. 
4. A filter needle should be used P CK la administering. 
5. toot, contains levels of blood group isoagglutinns which are not 
clinically significant when controlling relatively minor bleeding episodes. 
When large or frequently repealeddoses are required in patents of blood 
groups A, B, or AB, there is a pasabitity of intravascular hemdysis.' • It 
Mmdysic anemia develops, admiristralon of type 0 packs rod blood 
cells should be Considered.' 
6. Administration equipment and cry reconstituted Kona not used should 
be discarded. 
Pregnancy Category C 

Animate reproduction studies haw not been Conducted with KoSte. It is 
also not known whether Koale can cause fetal harm when administered to 
a pregnant woman or can afle 1 reproductan capacity. KoLa should be 
given to a pregnant woman only if clearly needed, 

ADVERSE REACTIONS 
Allergic reactions may result from the admtaslraton of AHF 

preparation, twee include chill,, lever, and hypersanartvay reactions." 
2 

Each bottle of Antihetrophdic Factor (Human). Koole•' has the AHF 
activity in AHFIIU stated on the label of Ue bottle. One AHF unit is 
equivalent to one International Unit. The Factor VIII potency in the 
reconstituted product .lbws intraversoua infusion by direct strings ntoction 
Or drip infusion. 

Abildgaard. of al" have reported Iron studies in hemophilic Childreni a 
linear dose-response rotation with an approximate yield of 2% rise in 
Factor VIII activity la each unit of Factor Vlll per kg of body weight lrana-
fused. Clinical esperence with Koiire has derrwrutrated an essentially 
Identical dose-response relationship." Therelore, the following Iortnilse 
provide a guide Isar dosage calculation s: 

Eapecred$ Factor Vlll increase (in % of normal).. 
AHFIIU administered a 2.0 

body tweght (in kg) 
AHFIU raquued - body weight (kg) x dewed Fodor VIII (% normal) x 0.5 

All charms Should be made to follow this COurse 01 therapy with Factor 
VIII level assays. It may be dangerous to assume any certain level has 
been rsaChad unless died evldefsc. is 0004n.4. 
Prophylaals of spontaneous hemorrhage 

The level of Factor VIII required 10 prevent spontaneous hemorrlag. Is 
approximately 5% of normal while a level of 30% of normal is the 
minimum required for hemostasts following trauma and surgery.•• "Mild 
superficial or early hemorrhages may respond toe single dose 01 10 
AHF/IU pet kg of Ally,"" leading to an In vivo rise of sppios,malety 20% 
Factor VIII level. In patients with early hemanhrosa (mild pain. minimal or 
no swelling, erythema, warmth, and minimal or no pint krndation), if 
treated promptly, seen amawr 00.42 may be adegiyu." " 

old tsernorrfug. 
In cases of minimal hentdrrhage therapy need not be repeated uriles; 

them is evidence of further bf.edatg. 
Moderate hemantage and minor surgery 

For more serious hemorrhages and for minor surgical procedures, the 
patent's plasma Factor VIII level should be raised to 30 50% of normal for 
optimum clot formation."'• This usually requires an initial dose of 1525 
AHF/IU pet kg; and it further therapy is required, it Wadulenence deal of 
ta15 AHFIIU per kg every 9.12 hours. 
Severe honorthag. 

In patients with tae-Ihrealenrrsg bleeding, or lsemonttage involving vita) 
structures (central nervous system, rblropharyngeal and retropartlon.al 
apacos. tl,opsoas sheath), it may be desirable to raise the Factor Vlll level 
to 86100% of normal in ceder to achieve hemostasrs." i' " Tta may be 
echeved with an initial AHF dose 01 40-50 AHF/IU per kg small a 
maintenance dose of 20-25 AI4FIIU per kg every 9.12 tows. 
Mayor surgery

For major surgical procedures. Kasper" recommends Inal a dose of AIIF sullicient to achieve a level of 80-100% of normal be given an tar 
before the procedure. It is recommended that the Factor VIII level be
checked prior to going o surgery to assure Ind aapecled level Is achtwad. A second dose half the sire of the priming 0034 should be given aDoul (rims hours *hot this first dose. The Factor Vlll level should be mainaaed at a daily minimum of at least 30% for a healing period le i 10.14 days, d.pen. ding on the nature of the operative procedure. 

The above discussion is presented as a relorenC. and • gudehne. If 
should be emphasized that the dosage of Koile required for rotmaliairg hemostasu must be individualized according to the needs of the patient. Factors to De considered include the weight of the patiersl, the *overfly of the dehiciency, the severily of the Mmorrlsage, tee presdnc. Of sVubitors, 
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no lh VIII t  ird 
s 

shu ode S the I 
purse spry so . 01 VIII eon assays 

Tin Cbn.ral effect of Factor VIII on the patient is the most Important e1 . 
mini on evalwimg the 011ectivsnrsa 111 /raatmenl. It may be necessary 10 
edmmltter more Koate than would be estimated in older to attain satislac-

lay Clinical #*suits. If the Factor VIII level labs to attain that expected 
dosage, or if bla.dug is not controlled after adequate Calculated dosage, 
the presence of Factor Vill inhibitor should be suspected. Its presence 
sSo ld be substantiated and the inhibitor level quantitated by appropriate 
laboratory procedure. When an inhibitor is present, the dosage require. 
oranl for AHF is extremely vaheble and the dosage Can be determined or, 
ly by she clinical response. 

Paremeral drug products should be inspected visually for particulate 
manor and discoloration prior to administration, whenever solution and 
container permit. 

RECONSTITUTION
Vacuum Transfer ( 
I Warm the unopened dluenl and donoealfate to room temperature (no( 
to ercead 3rC, 99'F). 
2. Remove the plastic hip-top Cape (Fig. A). arid aseplieally eteanse the 
rubber sloppels of both bottles, 
3 Remove ore end of the protective covet from the plastic Irensier-needle 
canldge and pbnetrale the stopper 01 the ct.k*eli bdlle (Fi). B) with the 
nor de 
4 Renew the remaining protective cover of the plastic Iransler-needle 
cartridge. m ien to diluent bottle and peretrala Ilie rubber seal on the 
co'c"Iiale borate (Fig. C) wish the needle. 
5 The vacuum will draw the diluent into the Concentrate bottle. If the 
vacuum .s not prrserit the diluent will not Ilow and that bottle alsoud not 
be used (Fig. 0). 
6, Alter itrnavinqq five di11»nt bottle and needle (Fig. E), shake vigorously 
la 15.30 secoiWi, Then swirl continuously unlit completely dissolved 
IFg F( 
7. Wilhdrsw she completely dissolved Anlillemophl,c Factor (Human), 
Koala' solution into IN syringe thr0u91r the filter needle which is supplied 
in Ina package (Fig G). Replace the finer rseedis with an appropriate 
51414 ayeetion needle, e.g., 21 gauge K 1 inch, and inject intravenously. . 

Fig. A Fg. 8 Fig. C Fig, D 

t 

Fig E Fig. F Fig. G 4 

8. Mme pis 1. sea r. Ihaiotlle 1l, the 
conlunts of two bottles may be drawn onto the same syringe through filter 
needles before attaching IM vain needle. 

Rata of AdmInlstralion 
The rate of administration should be adapted a the response of the in-

divdual patient, but administration of the entire dose in five to left minutes 
is generally well tolerated. 
HOW SUPPLIED 

Antihernophil,c Factor (Human). Koete' is supplied in single dose bottles 
with The total units of Factor Vill activity stated on the label of each bottle, 
A suitable volurne of Sterile Wares lot Infection, USP, a sterile double-
ended transfer rsesdte and a sterile filler needle ere provided. 
STORAGE 

Koine should be stored under refrigeration (2.80C• 35-46F). 
Storage of lyophilized powder at room temperature (up to YS'C or 771') for 
three months, such as In home treatment situations, may be done waheut 
loss of Factor VIII actively. Freezing should be avoided u breakage of the 
diluent bottle might occur. 

CAUTION 
U.S. Federal law prohibits dispensing without a pres ription. 

UMITED WARRANTY 
A number of factors beyond our Control could reduce the efficacy of this 

product or even result in an IN effect following its use. These include 
improper storage and handling of the product alter it leaves our hands, 
diagnosis, dosage, method of administration. and biological differences kn 
Individual patients. Because of these factors, it is important that this 
product be stored properly, that the directions be followed carefully during 
use, and that the risk of transmitting hepatitis be carefully weighed before 
the product is prescribed. 

Nu warranty, express or implied, including enywarranty of mercharst-
ab,lity or fit ess. is made. Representatives of the Company are not 
authorized to vary the terms or the contents of the printed labelirsg, 
including the package insert, for this product except by printed notice frown 
IM Company's Berkeley ollia. Prescrlbsr sod rater 01 this product mutt 
accept the (amts hereof 
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