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Antihemophilic Factor (Human)
Koate®

SEE SECTIONS ENTITLED “DESCRIPTION" AND
“WARNINGS' FOR DISCUSSION OF HEPATITIS RISK

DESCRIPTION _ ) ' o o hod an.‘¢
Antihemophilic Factor (Human), Koale? is a stenle, stable, purihied,

concentrale of human Anuhemgphu»c Factor @actor VIil, AHF, AHG)

infended 106 use in tharapy of classkal g (hemophitia A).

Kodle is purilied from the CoKJ insoluble (7Rction of pooied fresh-frozen

asma by modilication and refinements ol Iy methods first described by
ﬁershgold. Pool, and P nhagen.’ Kodle contains highly purilied and
concentrated Factor Vill. The Factor Vill is 50-200 umes purified over
whole plasma, and when reconstiluled as directed, Koate contains
appoximately 2540 Umas as moch Facior VI as an equal volume of
fresh plasma. )

Each bottle of Koale contains the labeled amount of antihemophilic
activily in AHFZinternational Units (AHF/IU). One IU, as delined Dy the
Workd Health Organization Standard ko Biood Coagulation Factor Vi,
human, i3 appeoximaiely equal (0 the level of AHF tound in 1.0 mil of tresh

human plasma. One AHF unil is equivaient 10 0ne Inlernational
nil. Kodte must be adminisiered by the insavenous route.

CLINICAL PHARMACOLOGY

Hemophihia A 13 8 harediary bleeding (xsorcer characierized by deficrent
coagulant activity of the specific plasma protein clotling factor, Factor VIl
In a%hcted individuals, hemorthages May OCcur spontaneously of atier only
minof Urauma, and surgery on such Individuals is not teasidie without lirst
correcting the clotling abnormalily. The adminisiraton of Kodle piovides
anincrease in plasma levels of Facwor VIl and can temporasily comect the
coagulation delect in these patients.

Aftac 1nlusion of AHF, there 18 81 instantaneous rise in the coagulant
lovel, lollowed by an initial rapid decrease in activity, and then a subse-
quenl much slowet rate of decreass in activity.'? The early rap:d phase
may represant ina ima of equiibration with the exlravascular compan-:
menl, and the second or slow phase of the survival curve presumably is
the result of r8dalon and retiects the Liue xlogic hail-ite of the
inlused AHF ? Studies with Kodle in hemophihc patients have
cemonstraled an iniial S0% disappearance time ol five hours, and a
brotogic hallHile of spproximately 13 hours.! There were no signilicant
dillerences in halldife between Diwecing and nonbieedng palients. !
INOICATIONS AND USAGE . .

Kodle 13 ndicaied for the Ireatment of classical hemophika (hemophilla
A} in which there i1s a demonslrated dehcency of activity of the plasma
cloting tactor, Factor VIll. Kodie provides 8 means of temporarily
10p1acing the Misding clofting (actor in order 10 COTect of pravent
Diseding 8psodes, Of i OrGer 10 PEXM WTNQENCY & SaClive surQery
on hemophilacs.

Antihemophilic Factor (Human) is not stiective In the beatment of von
Willetrand's disease. '

CONTRAINDICATIONS

None known.

WARNINGS

Antihemaophilic Factor (Human), Koate™ concenlirate is o
puritied drled fraction of pooled plasma oblsined from many
paid donors. Although each unit of plasma has boen found
nonrsesctive tor hepatitls B surface antigen (HBsAg) using s
U.S. lederally approved test with third-generation sensitivity,
the presence of hepatitls visuses In such poois must be
sssumed.

Kasper and Kipnis* have concluded that those who have had
ttie exposure 1o blood producis have a high nisk of developing
hepatitis ater introduction of clotting tactor concentrates, such as
this product. For those patienis, especially thoss with mild
hemophilia, they recommend singie donor products. However, Tor
pabents with moderate of savere hemophilia who have recetved
numerous infusions of blood o blood products, they feel that the
nsk of hepatlis is small. They believe that the cloiting factor con-
centrstes have 30 greally impioved the management of severe
hemoptulia that these products should not be Cenied 0 appropriate
patients.

Isolated cases of Acquired Immune Deliciency Syndiome (AIDS)
have been reported in hemophilics who have received biood and/or
coagulalion factor concentrates, including Factor Vil concentrates.
N is not known il the disease i due 10 a ransmitted $pecilic agent,
$6CoNdary (0 muiliple anligenk exposures, o (0 some olther
mechanisms. The physician and patient should conssder that
Factor VIll concentrates may be d with the transmisss
of AIDS and weigh the benelils of therapy accordingly.

PRECAUTIONS

Generai

1. Kodte is intended for treatment of bleeding disorders arising lrom a cet-

ciency in Factor VIIl. This deliciency shoukd be proven prior to administers

ing Kodle, since na benelit may be expecied from its use in Lealing olher

causes of hemorrhage.

2. Admirister promplly (within 3 haurs) after reconstitution. Do not

fetigerate afier reconstitution. NOTE: Although Kodte is tully stable,

without potency loss, for at least 24 hours at room temperature after

teconstitution, the r Wdaton 1o ad: promptly atier reconstitu-

hon is intended 10 avoid the il effect of any possibie bacienal contamina-

1ion occurring during reconstitubon.

3. Administer only by the intravencus route.

4. A liter needie should be used pior 10 administering.

5. Kodte contains levels o blood group isoagglutining which are not

clincally significant when controlling relalively minor bleeding episodes.

When large or lrequently repealed doses are required in patients ol biood
roups A, B, or AB, there is a possibility of inlravascular hemolysis.’ * It

molylic anemia develops, administranon ol type O packed red biood

ceolis shouid be considered.”

6. Adminisiration equipment and sy reconsiituted Koile not used should

be discarded.

Pregnancy Category C :

Aumal reproduction studies have nol been conducted with Kodte. It is
8150 not known whether Kodle cancause fetal harm when administered 1o
a piegnant woman or can atlect reproduction capacity. Kolite should be
given 10 & pregnant woman only if clearty needed.

ADYERSE REACTIONS
Allergic reactions may result from the administration of AHF
preparations; these include chills, lever, 8nd liypersensitivily reactions.* *

MR
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Each bottle of Antihemophibic Factor (Human). Koale* has the AHF
activily in AHF/IU stated on the labei of the bottle. One AHF unit 1s
equivalent 10 one International Unil. The Factor Vil potency in the
teconstituted product aliows inlravenous iNfuson by dwect syrninge mecton
of dnp infusion.

ADidgaard, of al'* have reported lrom studes in hemophilic children &
linear dose-response (el with an app e yiold of 2% rise in
Factor VIl acuvity for sach unit of Factor VIIt per kg of body weight lrans-
tused. Clinical expenence with Kodle has demonsiraled an essentially
idenlical dose-response relationship.** Therelore, the ormulae
provide a guide for dosage calculalions:

Expected Facior Vill ncrease (in % of nocmal) «.
AHF AU administered x 2.0
body wesght (in kg) ’ .
AHFIU required = body weight (kg) X Gesired Facior Vill (% normal) x 0.5.

Al elforts shoukl be Made 10 folow (he course of therapy with Factor
Vill level assays. it may be da Ous L0 aSSUMe 8Ny Cortam level has
been reached uniess divecl evi 13 oblained.

Prophylaxis of sp b Thag

The level of Factor Vil required [0 prevent spontaneous hemorhage is
approximalely 5% of normal while a level of 30% of normal is the
minimum required for hemostasis lollowing trauma and surgery.' ** Mud
superlicial or early hemorrthages may tespond 10 a single dose of 10
AHFNIU per kg of AHF,' * leading [0 an # vivo fise of approximately 20%
Factor Viil level. In patients with eardy hemanthrosis (mild pan, munimal or
no sweilling, erythema, warmih, and minimal of no joint kmitation), o
lroated promptiy, sven smaller doses may be adequate.' **
Mg

In cases of minimal hemorrhage, Lhes need not be repeated uniess
there is evidence of lurther bieecing. il

Moderate hemorrhage and minor surgery

For more senous hemorrhages and 1o¢ minor surgical procedures, the
panent’s plasma Factor Viil level should be raised 10 30-509 of normal for
oplimum clot formation.* ** This usually requires an inilial cose of 1525
AHF/IU per kg: and it further therapy is (equied, § Maenance doss of
10-15 AHF/IU per kg every 8-12 hours.
Severe

In pabents with lile-threatening bleeding, or hemaomhage involving vital
siruclures (Ceniral nervous system, retropharyngeal and retroperioneal
$paces. hopsoas sheath), it may be deswable 10 raise the Facior VIl level
10 80-100% of normal in oider 10 achieve hemostasis.” ** ** Thus may be
achieved with an inial AMF dose of 40-50 AHF/IU per kg and a
maintenance dose ol 20-25 AHF/U per kg svery 8-12 hows,

Major surgery

For majpor surgical procedures, Kasper ' recommends thal 8 dose of
AHF sutticient 10 achuve a level of B0-100% of normal be given an hour
belore the procedure. It is recommended that the Factor Vil level be
checked prior 10 going Lo surgery 1o assure the axpectod level is achwved.
A 3econd ¢ose hall the size of the puming 0ose should be Qiven aboul Irve
20:;:5 aher the Ia:sl 0ose. The Factor Vil level should be maintaned at a

aly muimum of at least 30% lor a healy 0d o 10-14 days, depen-
ding on the nature of the operative ‘,,,,C.Q?,f," v

The above discussion is presented as a relerence and s guideline. It
y‘ould be emphasized thal the dosage of Koile required for notmahzing

must be individualized according 10 the needs ol the palient.

Ful‘ocg 10 be considered INciuce the weight of the patient, the severity of
the Y. the ty of the h ?no‘.Wpumolm&xw;,

B
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Tre chnwal elitect of Factlor Vill on the patient 18 the most important ele-
ment in avalualing the elfecliveness ol treaiment. i may be necessary 10
admunister more Kodte than woukd be estimated in order 0 attain satislac-
tory chrucal tesults. If the Factor Vill level fads 1o attain that expected
Gosage. of if blewding 15 not controtied after adequale calculated dosage.
the presence ol Factor VI inhibitor should be suspecied. lis presence
shuuld be Sulslaniiated and the inhibrtor kevel quantitated by appropniale
laboratory procedure. When an inhibitor 18 present, the dosage require-
ment lor AHF 15 yalremely vaniable and the dosage can be determined on-
ty by the clinkal response.

Parenteral drug products should be mspected visually for partculate
matier and discoloralion prior 10 administration, whenever solution and
conlainer permil. :

RECONSTITUTION &

Vacuum Transter

1 Waim the unopened diduent and o‘or\c“!ulo 10 room temperature (not
1o esceed IT°C, 99°F).

2. Remove the plastic fip-top cape (Fig. A), and asaptically cleanss ihe
1ubber stoppets ol both botiles.

3. Remove one end of the protective caver rom the plastic lransler-neodie
caniadge and peneirale the siopper of the diuent botlle (Fig. B) with the
noedla

4 Renove the remaining proteciive cover of the plasic lransler-needie
cannoge. Inven ihe diluent boltle and penetrsle the rubber seal on the
concentrate bollle (Fig. C) with the needie.

§ The vacuum will draw the diuent nlo the concentrale bottie. If the
vacuum 13 nOt present Lhe chiuent will not flow and thal bottle shoulkd not
be used (Fig. 0).

6. Ahesr removing ihe diluent bottte and nesdie (Fig. E). shake vigorously
fot 15‘4:30 . ihen swird conbinuously unti compietety dissolved

(Fg F)

7. Wilhdraw the compietely dissolved Antihemopiuic Factor (Human),
Koate® 30lulion inlo the syringe through the liter needie which is supplied
in Ine package (Fig. G). Replace the filler needie wilh an appropriate
seoke neclion needle, 8.9, 21 gauge x 1 inch, and inject intravenously. .

Fig A Fg. 8 Fig.C

-
&
m

g F

Fg.G 4
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8. me pd 101 e W hottie IPTRETNG, the
conlunis of two boilles may be dtawn inlo the same syringe through filter
needies belore atlaching the vein nesdie.

Rate of Administration

The rale of admunisiration shoud be adapted 1o the response of the in-
dividual patent, but administration of the entwe dose in five 10 ten minutes
13 generally weil lolerated.
HOW SUPPLIED

Antihemophilic Factor (Humun); Koate* is supplied in singie dose botiles

- with the lotal units of Factor Vill activity stated on the label of each bottie.

A suitable volume of Sterite Water for injection, USP, & steriie gouble-
enced transler needie and a sterie liter noedie are provided.
STORAGE

Kodts should be stored under refrgeration (2.8°C; 5
Storage ol lyophilized powder at room temperature (up 1o 25°C or 77°F) for
three months, such as i home trealment situations, may be done without
loss of Factor Vill activily. Freszing should be awided as breakage of the
diluent botlle might occur.

CAUTION

U.S. Federal law prohibits dispensing without 3 prescription.
UMITED WARRANTY

A number of factors beyond our control could reduce the etficacy of this
product o even result in an il effect following its use. These include
improper storage and handling of the product ater it leaves our hands,
diagnosis, dosage, method of sdministration, and biological difterences in
individual patienis. Because of these faclors, il is imporiant that this
product be stored properly, that the directons be followed carelully during
usa, and that the risk of ransmitting hepatiis be carefully weighed belore
the product is prescribed.

No warranty, express or implied, including sny warranty of merchant-
abiity or filness, is made. Repressntatives of the Company are not
suthonzed 1o vary Lhe lerms of the contents of the printed tabeling,
including the package insert, tof this product except by printed notice rom
the Company’s Berke;:’ office. Prescriber and user of this peoduct must
accept lho‘ wmms hereol,
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