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‘Antihemophilic Factor
(Human)

Koate®-HT . ‘
Heat-Treated
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DESCRIPTION

* classical hemophilia (hemoonilia A).
Koate-HT is purified frem the cold insoluble fraction of pooled
fresh-frozen plasma by modification and refinements of the methods
first describeg by Hershgold, Pool, and Pappenhagen.! The pooted

Each bottle of Koate-HT contains the labeled amount of antihemo-
philic factor activity in International Units (1U). One U, as cetined by
the World Heann Organization Stanaarg for Bloog Coagulation
Factor v, human, is approximately equal to the level of AHF found
in 1.0 mL ot tresn pocled human plasma. ’

CLINICAL PHARMACOLOGY

Hemoonilia A is an hereaitary bleeding disorder characterized by
deficient coagulant activity of the specific piasma protein clotting
factor, Factor VIl In atflicted individuals, hemorrhages may occur
Spontaneously or atier only minor trauma, Surgery on suen individ-
vals is not teasiple without first correcting the clotting abnormality.
Ihe administrztion of Koate-HT provides an increase in plasma

C Vil and can temporarnly correct the coagulation
defect in these patients, .

ARer infusion pf AHF, there i usually an instantaneous rise in the
€oagulant level, followed by an initia) rapid decrease in activity, and
then a Subsequent mych slower rate of cecrease in activity.?3¢ The
early rapig pnhase may represent the time of equilibration with the
emayascurar €Cmpanment, and the second or slow phase of the
Survival curve Presumably is the result of degradation and reflects
the true biologic hait-lite of the inf ]

ol J used AHF.3 Studies with Koate-HT
In hemopnilic patients have demonstrated a biclogic halt-tite of
approxrmalely $-15 hours 2
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non-B. In each case, the animals receiving heated products faile:
exhibit symptoms of non-A, non-B hepatitis during a 15 weak ob:

vation period. However, when they were subseq
with the same materials which had not been he

ated, all animals .

hibited clear evidence of non-A, non-B8 hepatitis. From these rest
treatment of Kodte inactivated a know
qQuantity of at least one fype of non-A, non-8 hepatitis as well as
unknown amount ot endogenous non-A, non-8 hepatitis.

it was concluded that heat

Additional in vitro Studies on the effect of th

virus-H} (LAV/HTLV-1Il) and AIDS retated virus (ARV) added to th

Koate prior to heating. The following table show:

model virus inactivated by

the process,

Starting Amount - Inactiva
Virus (Logs) (Logs
Lymphadenopathy Associated VirusfHTLV-II* 43 4.3
AIDS Related Virus ¢ 28 2.8
Mouse C Retrovirus + 4.0 40
Nen-A, Non-8 Hepatitis 34 3.4§
Cytomegalovirus 2.0 2.0 '
Herpes Simplex Virus Type 1 1.0 1.0
Vesicular Stomaritis Virus . 35 35
Sindbis Virus 6.0 6.0
Feline Leukemia Virys 31 3.1

* McDougal JS, Martin LS. Co
immunodehiciency synarome

lymphagenopathy-associated

1 Levy J. Mitra G, Wong M, et
associated retroviruses aunn
(8443):1456—7. 198s.

n SP, et & Thermal inactivation of

s the amount of ¢

the acqui

Virus, with special reterence 19 antihemophil.
factor. J Clin Invest 76:875-7, 1985,

-

&l Inactivation by wet and ¢
g Factor vt p

§ Virus inactivated by lyophilizatien ang heat-treaxmem process,
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INDICATIONS AND USAGE )
Antihemophilic Factor (Human), heaMreated’, KoéreQ-HT is in-

surgery on hemophiliacs.
Koate-HT is not indicated or effective in the treatment of von
Willebrand's disease.

CONTRAINDICATIONS
None known.

! high risk plasma donors and a heat-treatment step in the
} manutacturing process is designed to reduce the risk of
L transmitting viral intection, However, testing methods

units ot potemially infectious plasma, and treatment

methods have not been shown to be totally eftective in

eliminating vira) intectivity from this product. -
Individuals who have not feceived multiple infusions of

centrates. For such patients, especially those with mild
hemopnih' Kasper and.Kipnis* recommend singte donor
products."For patients with moderate or severe hemophilia
who have received numerous intusions of blood or blood

PRECAUTIONS

General _

1.AKoéle-HT‘ is intended for treatment of bleeding disorders arising
from a deficiency in Factor VIII. This deliciency should be proven

prior 0 admi»msxenng Koate-HT, since no benefit may be expected
from its use in treaung hemorrhages due to other causes.
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2. Administer within three hours of feconstitution. Do not refrigera
after reconstitution, NOTE: Although Antihemophilic Factor (Hum:

. heat-treated, Koate®-HT is fully stabte, without potency loss, for a

least 24 hours at room temperature after reconstitution, the recorr
mendation to administer after reconstitution is intended to avoid tl
ill effect of any possible bacterial contamination occurring during
reconstitution.

3. Administar only by the intravenous route.

4. A filter needle should be used prior to administering,

patients of blood groups A, B or AB, there is a possibility of intra-
vascular hemolysis,** |f hemolytic anemia develops, administratic
of type O packed red blood cells should be considered.*

6. Administration equipment and any reconstituted Koate-HT not
used should be appropriately discarded.

Pregnan_cy Category C

Animal reproduction studies have not been conducted with Koate-p
It is also not known whether Koate-HT can cause fetal harm when
administered to a pregnant woeman or can aftect reproduction

Capacity. Koate-HT should be given to a pregnant woman only if
clearly needed. :

ADVERSE REACTIONS

Allergic reactions may result from the administration of AHF
preparations,i>-13

DOSAGE AND ADMINISTRATION

Each bottle of Koate-HT has the AHF activity in U stated on the
label of the botle. Tne Factor VIl potency in the reconstituted proc
uct allows intravenous infusion by direct syringe injection or Grip
infusion.

Abildgaard, et gn+ have reported from studies in hemophilie
children a linear dose-response relation with an approximate yield ¢
2% rise in Factor Vil activity for each unit of Factor Vill per kg of
body weight transfuseq. Clinical experience with Kodte-HT, has
demonstrated an essentially identical dose-response relati.::rnshi;:;.x

Therefore, the following formulag provide a guide for dosage
calculations:

Expected Factor Vil increase (in % of normal) =
U administered x 2.0
body weight (in kg)

£

gerous to assume any certair
evidence is Oblained.
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Prophylaxis of Spontaneous Hemorrhage
The level of Factor Vill required to prevent spontaneous hemor-
rhage is approximately 5% of normal while a level of 30% of normat
is the minimum reguired for hemosiasis following trauma and
surgery.'*-*? Mild superficial or early hemorrhages may respond to a
. single dose of 10 U per kg,*** leading to an in vivo rise of approx-
imately 2025 Factor VIIl level. In patients with early hemartnrosis
(mild pain, minimal or no swelling, erythema, warmth, and minimal
©r no joint imitation), if treated promptly, even smaller doses may be
adequate.'*3 '

Mild Hemorrhage

In cases of mild hemorrhage, therapy need not be repeated unless
there is evicence cf turther bleeding.

Moderate Hemorrhage and Minor Surgery

For more serious hemorrhages and for minor surgical procedures,
the patient’s plasma Factor Vil level should be ratsed to 30-5025 of
normal for cotmum hemostasis.'*** This usually requires an initial
dose of 15-25 1U per kg: and if further therapy is requrred, a
maintenance dose of 10-15 IU per kg every 8-12 hours.

Severe Hemorrhage .

In patients with lite-threatening bleeding, or hemorrhage involving
vital structures (centrat nervous system, retropnaryngeal and
fetropentoneal spaces, iliopsoas sheath), it may be cesiradle to raise
the Factor VIil lavel to 80-100% of normal in orcer 10 achieve
hemesiasis.'*1-3 Thig may be achieved with an initial AHF cose of
40-50 IU per kg ana a maintenance cose of 20-25 U per kg every
8-12 hours.

Major Surgery

For major surgical procedures, Kasper™ recommends that a cose
of AHF sutticient 10 achieve a level of 83-1009% of normal be civen
an hour before the procecure. It is recommenced that the Fazior Viil

- level be checkeo pricr to coing to surgery to assure the expected
level is achieved. A secong cose, halt the size of the priming cose,

healing peroa of 10-14 oays, depending on the nature of the
operative procedure.

The above a:scussion is presented as a reference and a guideline.
It should be empnasized. the cosage of Antihemophilic Factor
(Humany, heat-reated, Koare*-HT required for normalizing
hemostzsis must be individualized accorcing to the neeags of the
patient. Factors to ce consigered inctuce the weight of the pauent,
the severnty of the ceficiency, the seventy of the hemorrnace, the
presence of innibitors, and the Factor Vil level desired. All efionts
Should be maoce to follow the course of tnerapy with Factor V|| level
assays.

The clinical effect of Factor Vil is the most important element in
evaluating tne efiectiveness of treatment. It may be necessary to
admunister more Koate-HT than would be esumated in orger 10 anain
satistactory chinicat resuits. If the calculated dose fails to atam the
expected Factor VIll levels, or if bleeoing 1s not controlied aher
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adequate calculated dosage, the presence of a Factor VIIl inhibit
should be suspected. its presence should be substantiated and t
inhibitor level quantitated by appropriate faboratory procedure. W
an innhibitor is present, the dosage requirement for AHF is extrerr
variable and the dosage can be determined only by the clinical
response. .

Parenteral drug products should be inspected visually for par-
ticulate marter and discoloration prior to administration, wheneve
solution and container permit.” .

Reconstitution
Vacuum Transfer

1. Warm the unooened diluent and concentrate to room temperat

(NMT 37°C, 29°F).
2. Afer removing the plastic flip-top caps (Fig. A), aseptically
Cleanse tne rubber stoppers of both botles. - - .

3. Remove the protective cover from the plastic transfer-needle c.
tridce with tamper-proot seal and penetrate the stopper of the dili
bettle (Fig. B).

4. Remove the remaining portion of the plastic cartridge. Invert t+
diluent pottle ana penetrate the rubber seat on the concentrate b
(Fig. C) with the neeale at an angie.

ta.the boitle ot d.concentrate Ak
S. The vacuum will draw the diluent into the concentrate bottle.
the diluent bottie at an angle 10 the concentrate bottle in order 10
direct the jet of diluent against the wall of the concentrate bottle
(Fig. C). Avoid excessive toaming.

6. Atter removing the diluent bortle and transter needle (Fig. D),
ootimal reconstitution time is achieved by shaking vigorousty tor
15-30 secenas. then swirling continuousty yntil completely dissol
{Fig. E). Reconstitution can aiso be achieved by very gently rotat,
unti! dissoived. :

7. Ater the concentrate powder is completely dissolved, withdraw
the solution into the syringe through the filter needle which is su;
plied in the package (Fig. F). Replace the filter needle with an ap
priate sterile injection needle, e.g., 21 gauge x 1 inch, and inject
intravenously,

8. If the same patient is to receive more than one bottle, the con-
tents of two botles may be drawn into the same syninge through
filter neecies belore attaching the vein needie.

Fig.8 Fig.C
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Fig.D

 Fig.F

Rate of Administration

The rate of administration should be adapted to the response of
the individual patient, but administration of the entire dose in five to
ten minutes is generally well tolerated.

|
/
/

" HOW SUPPLIED :

Antihemophilic Factor (Human), heat-treated, Ko3®>-HT is sup-
plied in single dose bottles with the total units of Factor Vill activity
stated on the label of each bottle. A suitable volume of Sterile Water
for Injection, USP, a sterile double-ended transfer needle and a
sterile filter needle are provided.

STORAGE

Koate-HT should be stored under refrigeration (2-8°C; 35-46°F).
Storage of lyophilized powder at room temperature (up to 25°C or
77°F) f8FSix monts, such as in home treatment situations, may be
done without loss of Factor VIIt activity, Freezing should be avoided
as breakage of the diluent bottle might occur.

CAUTION - )
U.S. federal law prohibits dispensing without a prescription.

LIMITED WARRANTY

A number of factors beyond our control could reduce the efficacy
of this product or even result in an ill effect following its use. These
include improper storage and handling of the product atter it leaves
our hanas, diagnosis, dosage, method of administration, and
biological differences in incividual patients. Because of these tac-
tors, it is imponant that this product be stored properly, that the
directions be foliowed caretully dunng use, and that the risk of
transmrtting hepatitis be carefully weighed before the procuct is
prescribed.

No warranty, express or implied, including any warranty of
merchantability or titness is made. Representanves of the Company
are not authorized 1o vary the terms or the contents of the printed
labeling, including the package insert, for this product except by
printed notice trom the Company's Berkeley office. Prescriber and
user of this product must accept the terms hereot.
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