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Antihemophilic Factor (Human)

Koate®
SEE SECTIONS ENTITLED “'DESCRIPTION"" AND
SWARNINGS'' FOR DISCUSSION OF HEPATITIS RISK

DESCRIPTION
Antihemophilic Factor (Human). Koate; 1s a sterile, stable, puriliad, dried
" concentrate of human Antihemophilic Factor (Factor Vill, AHF, AHG)
inlended for use in therapy ol classical hemophilia (homopnma A).
Koelo ls purified lrom lho cold insoluble fraction of pooled lresh-trozen
of the methods first described by
Hershgold Pool. and Paprenhagen * Koate contains highly purified and
concentrated Factor Vil Factor Vil is 50-200 times purified over
whole plasma, and when reconstituted as directed, Kodte contains
approximately 25-40 imes as much Factor Vill as an equal volume of
frash plasma.

Each boftle of Kodte contains the labeled amount of antihemophilic
activity in AHF/international Units (AHF/IU). One |U, as delined by the
World Health Organization Standard for Blood Coagulation Factor VIIi,
human, is approximately equal to the level of AHF found in 1.0 mi of frash
ﬂoolod human plasma. One AHF unit is equivalent to one International

nit. Kodte must be administered by the intravenous route.

CLINICAL PHARMACOLOGY ;
Hemophnlm A is a hereditary bleeding disorder ized by d

ant activity of the specilic plasma prolemn clotting factor, Factot VI
m afflicted individuals, hemorrhages may occur sponlanoqus!y or after only
minor trauma, and surgery on such i is not le without first
C g the clomn afity. The administration of Koate provides
an increase in plasma levels of Factor VIl and can !ampomnly correct the
coagulation del ln thesa palients.

- After infusion of AHF, there is an instantaneous rise in the coagulant
lavet, followed by an initia rapid decrease in activily, and then a subse:
quent much slower rale ol decrease in activity.’ ' The early rapid phase
may represent the time of equilibration with the extravascular compart-
ment; and tha sacond or siow phase of the survival curve presumably is
tha result of adation and rellects the true biologic hall-lile of the
inlused AHF .’ Studies with Koate in hemophilic patients have
demanstraled an initiat 50% disappearance lime of five hours, and a
biologic halt-life of QWI’OKII'IIMBW 13 hours.! There were no s.gmlocanl
diff in halflife b bleeding and ding p

INDICATIONS AND USAGE

Ko#ite is indicated for the treatment ol classicat hemophilia (hemophitia
A) in which there is a demonstrated deficiency ol activity of the plasma
clotting factor, Factor VIil. Kodite provides a means of temporarity
replacing the missing clotting factor in order fo correct or prevent
bieeding episodss, or in order 10 perl emergency and elective suigery .
on hemophiliacs.

Antihemophilic Factor (Human) is nol elfeclive in tha treatment of von
Willebrand's disease.

CONTRAINDICATIONS
Nons known.

WARNCNGS

Antihemophliic Fuctov (Humm) Koate® concenluta an
purified drled 1 i 1 p d from many
paid donors. Although each unit of ptasma has been found
nonreactive lor hepatilis B surlace antigen (MBsAg) uslng a
U.S. tederally spproved test with third ty,
the presence of hepatitis viruses in such poots must be
sssumed.

Kasper and Kipms® have concluded that those who have had
fitile exposure to blood products have a high risk of daveloping
hepatilis after introduction of clotting faclor concenlrales, such as

this product. For thase p Ity those with mild

“h philia, they smgle donor products Howsver, for
pallams with moderate or severe hemophilia who have received
numerous infusions of blood or blood products. they feel that the
risk of hepatilis is small. They believe that the clotting factor con-

- cenlrates have so greatly improved the management of severs
hemophilia that these products should not ba denied to appropriate
patients.

Isolaled cases of Acquired Immune Deliciency Syndrome (AIDS)

have been reported in hemophilics who have received blood and/or
coagulalion factor concentrates, including Factor Vil concentrates.
1t is not known if the disease is due to a transmitied specilic agent,
secondary (o multiple antigenic exposures, or to somae other
mechanisms. The physician and patient should consider that
Factor VIii concenlrales may be associated with the transmission
of AIDS and weigh the benelits of therapy accordingty.

PRECAUTIONS

Genersl ;

1. Kodle is intended for of bleeding di ansmg froma dah-
ciency in Factor Viil. This defici hould b priot to

ing Koate, since no benefit may be alpeclod from its use in treating omm

causes of hemorrhage.

2. Administer promplly (wm\m 3 hours) after reconstiution. Do not
frigarate afier NOTE: Although Koile s lully stable,

withoul potency loss, for at least 24 hours at room temperaturs after

reconstitution, the recommendation to administer p plly after

tion is intended to avoid the il effect of any p b ial con a

tion occurring during reconstitution.

3. Admimister only by the intravenous rouls

4. A filter needla should be used prior to administering. -

5. Kodle contains levels of blood group isoa inins which are nol

clinically significant when controlling relati minor bleeding episodes

When large or frequently repeated doses are required in patients of blood

groups A, B, or AB, lhmo is a possibility ot mlravasculal hemolysis ' * if

h ty 0 ation of lypoOpnckod ted blood

cells should ba considered.’

6. Administration equipment and any reconstituted Koite not usod should
be discarded.

Pugmm:v Cll!agoty c
have not been conducled with Kodtle It is
8150 not known whether Koite can cause fetal harm when administered 1o
a pregnant woman or can aflect reproduction capacity. Koate should be
given o a pregnani woman only if clearly neaded.

ADVERSE REACTIONS
Allergic reactions may resull from the administiation ol AHF
prep these include chills, fever, and hypersensitivity reactions **

2

LT I RTYE PR TN

/

DOSAGE AND ADMINISTRATION

Each bottle of Antthemophitic Factor (Human), Koate® has tha AHF
achvcty n ANl‘IlU stated on the fabel of the bottle One AHF unit 1$

Internat t Uit The £ actor VIl potency. i the

!econshlumd product aflows ntravenous nfusion by direct synnge njection
or dnp intusion

Abilggaard, el al't have reported from studies «n hemaophidic childron a
hnear dose tesponse relation with an approximate yield of 2% use n
Faclor VII activity tor each umit:of Factor VIII pet kg ol body weqht lians
tused Chinical experience with Koate has Oemonsualed an essontially
identical dose-response rel hip T fore. the lotl g formulae
provide a guide lor dosage calculations

Expected Factor Vill increase (in % of normal) =
AHFAU admimistered x 2 0
7 “body weight (in kq)
AHF/IU required = body weight (kg) x desired Faclor VIII (% normal) x 0.5

Al efforts should be made 1o follow the coursa of lhaaapy with Factor
Vill level assays It may be dangerous lo any fevel has
been reached unless direct evidence is obtained. g

Prophylaxis of spontaneous hemorrhage

The level of Factor Vil required to hemorrhage is
approximately 5% of normal white a leval of 30% of normal is the
mimmum required for h 9 and surgery.'* ' Mild:
superficial or early h ag p 1o a single dose of 10
AHF/IU per kg of AHF,'* ' leading tn an in vivo tise of approximalely 20%
Fac!or Vil level In pahams with early hemarthrosis (mild pain, minimal 5

i . and or no joint imitaton), W
Ireatod pmmplty, even smaller doses may be adequate '* '
Miid hamorrhage

in cases ol minimal hemouhags therapy need not ba repealed uniess
there is @ of further bl 9

Moderate hemorrhage and minor surgery
For more serious hemorrhages and for minor surgical procedures. the
pauem s p‘asma Factor Vill level shouid be raised to 30 50% of normat tor
e This y requires an inital dose ol 15:25
AHFIU per kg and i further therapy 15 tequited, & maintenance dose of
10-15 AHF/IU per kg every 8-12 hours.

. ‘Severe hemorrhage

in patents with lite threalening b!oedmg or hemorrhage involving vitat
structures (central nervous system, retropharyngeal and relropentoneal
spacaes, iopsoas sheath), t may be desiable to raise the Faclor Vil level
to 80-100% of normal in order to achiave hemostasis '* ** ** This may be
achieved with an wnihal AHF dose ot 40-50 AHF/IU per kg and a
maintenance dose of 20-25 AHF/IU per kg every B-12 hours

Major surgery

For major susgical p d ds that a dose of
ANF sufficient 1o achieve a level o' 80: !00% of normal be given an hour
belore the p dure It is d that the Factor Vill level be
checked pviov to going o surgery 10 assure the expected level i1s achieved
A second dose hall the size of the pnming dose should be given about live
hours afler the first dose. The Factor Vill level should be maintaned at a
daily minimum of al least 30% for & healing penod of 10-14 days, depen-
ding on the nailure of the operative procedure
.- Yhe above discussion i3 presented as a reference and a guidehne it
should be emphasized that the dosage of Koale required for. normalizing
hamostasis must be individualized according lo the needs ol the patient.
Factors to ba considered include the waighi of the patient, the severity ot
the deliciency, the severity of the h ge. the p - ol inhibitors,
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i the Facton VIIE level desued Al elloits should be made o tollow the
wurse of therapy with Faclor Vil level assays.

The chnical effact of Factor Vill on nm p.ment 1s the most important ele~
nentin luating the efl vess of 1 It may ba necessary (0
winnmistet mote Koate: than would be estimated in order 1o attain salislac:
ury chnical resalts 11 the Factor Vil level fails to: altan thal expected
msage, or i bleeding 15 not controlled alter adequate calculated dusage,
he presence of Factor VI inhibitor should be suspectad lis presence
hould be substuntiated and the inhibitor lavel quantitated by appropriale
boratory procedure When an inhibitor 1s present, the dosage require:
nent for AHF 1s extromely vaniable and the dosage can be determined on-
¢ by the clinical response. i

Parentaral drug products should be mspecled vusunlly for parhcutale
natter and discoloration prior to and
ontamer permit.

IECONSTITUTION
facuum Transfor

Warm the unopened diluent and concanualo to room tempaerature {nol
vexceed 37°C. 99°F).

Remove tha plastic Hlp-top caps (Fig A), and asepucally cleanse the
ubber stoppers of both botiles.

Remove one end ol chs plotechve covev from the plastic transier needle
anndge a PP luent boltle (Fig B} with the
eadle, : : :

Ri the g protective cover ol the plastc transfer-needle
annidge. Invert the diuent boltle and penetiate the rubber seal on the
oncentrate botlle (Fig. C) with the needle.

The vacuum will draw the diluent into the concentrale bottle. If the
acuum is nol present the d:luant will not flow and that bottle should not
e used (Fig

Alter removing the diluent boltle and needle (Fig. E). shake vigorously
¥ 15-30 seconds, then swirl continuously until completely dissolved

g F).

Wilthdraw the complelely dissolved Antihemophitic Factor (Human),
oala* solution into the synnge through the filter needie which 1s supphed
+ the package (Fig. G). Replace the filter neadle with an appropniate
terile injection needle, 8.g., 21 gauge x 1 inch, and inject intravenously.
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8 1 the same palient 1s 1o receive mora than one botlle ol Koate, tha

. contents ol two bottles may bie drawn into the same syrings through hilter

needles belore altaching the ven needle

Rate of Administration
The rate of adm»msuahon should be adapted (o the response of the in-
dividual § 1. but ad of the entwe dose i hve to ten minules

15 gene lly well
HOW SUPPUED
Factor (M Kodte® s supplled in single dose bomes

with the total unis of F. acio: Vil aclmly slated on the label of each botlle
A suntable voluma of Sterile Water for Injection, USP, a sterile double-
ended lranster needle and a slenle hiter neodlo are provided
STORAGE

Koate should be stored under ralngelauon (2:8"C, 35- 46°F} .
Storage of lyﬂpmhmd powder at room lempemvure (up 10 25 C or 77°F ) fov

th e
three as in hom

ay be
loss of Factor il activity. Fmozmg should be avoaded as b«aakago of the
diluent bottle might occur.
CAUTION

U S Federal law pvombus mspensmg without a pcoscuphon
LIMITED WARRANTY

A aumber of lactors beyond our t could the y.of this
rfoducl of even result in an ill etfect following its use These include

proper storage and handling of the product after it leaves our hands,

- diagnosis, dosage, method ol administration, and biological ditferences in

individual patients Because ol these lactors, it is important that this
product be stored properly, that the directions be loliowed carelully during
usa, and that the risk of transmitting hepatitis be camlu!ly wetghed before -
the producl is prescribed g

No warranly, exprass or implied. including any wauamy of merchant:
ability or fitness, is made. Representalives of the Company are not
authorized lo valy the lerms or the contents of the printed labeling,
including the package inser, for this product except by printed notice from
the Company s Berkele nihco Prescriber and user of this product must
accep! the terms her:
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