ANTIHEMOPHILIC FACTOR
HUMAN)

HT PROFILATE™
Dry Method

DESCRIPTION

Aatihemophilic Factor (Human), HY Profilate s o stable
freeze duied concantrate of Foctor Vill {AHE AHG)
prapared from pooled plasma by cryoprecipitation of
the octive lactor and ity subsequent purificotion ond
conceniration by chemical meons. Antihemophilic Foctor
potancy (Facior V) is expraped on the boitle lobel in
ntarnational Unirs (1.U.). T Prolilota it o sterile prepora:
tion intended for introvensus administration. Each vial it
a single dose container

This product 5 prepared fram units of human plasma which
have been tested and found nanreoctive for hapahlis 8
surface antigen (HBtAG) by un FDA mauired tes. However,
methods pru-emlr owoilable are not sensitive enough to
detect ol units of patentiolly infactious plosma, and the
nisk of transmitting hepotitis is still prasent.

The procoss uied in the manulacture of HT Profilate includes
a dry heat-treatment step designad to 1educe the risk of
transmitting HTLY-M virus which hos bean suggested o4 the
cavse of Acquired Immuncdaliciancy Syndrome (AIDS).
However, na method has baan shown 1o be totally effec-
tiva in complotely eliminating the risk of AIDS mfactivity
from Antihamaphilic Factor {Humun).

CLINICAL PHARMACOLOGY
Antihemophilic Factor (Facler VIll) is a comstituant of normal
plosmo required for clotting. The odministration of Anti-
hamophilic fFaclor (Hyman), HT Protilate lamporarily
increasas the plosma level of this clotting focter, thus
minimizing the horards of hemorrhogal? Following
adminsiratian, the mean half-life of Factor VIl is opprox-
imataly 12 houys.

A newly recogaized retrovirus hos been imphcated os &
possible cavtative ggant of Acquired Immunodrliciency
Syndmma (AIDS). This virus has been given several names,
inclyding humen Tlymphotropic virus type 1l (HTLV:AI),
lymphadenaphalthy-gsiocated vitus (LAV), and AIDS-
associnted retrovirus (ARV) and hos been commonly
referied 10 in the litoralure o5 HILV-I/LAV. The effacrive-
nass of the haattraaiment step vsed in the monufaciure
of HT Profilate was ossessed by an m-vitre inactivotian
study vsing live virys added to Antihamophilic Factor
{Human), HT Frolilote. When 4,47 logs of the virvs was
intantionally odded to the produdt, the assay lor HILV-UI/
LAV viws oftar processing showad a zero rosult. Howgves,
since the limil of datedion of the virol assay is 2.0 logs, it
can only be said with certainly thot at lsost 2.47 lags of
HTLV-I/LAV vivus Is inncuvated by the lyophilizotion and
hea! freahnent process. It wos also shown in the same
study that the lime 10 inndivote 10 Liag of this virys undes
thesa conditions whan added 1o H1 Profilare was 37 minutes,
INDICATIONS AND USAGE

Antihemophilic Factor {Human), KT Profilote is indicated
solay for tha pravantion and contol of bleading i pationts
wilh moderate or suvere Foctor VIl deficiency due to
hemophilia A or acquimd Faclor VIl deliciency? Antihamo:
philic Factor (Humanj, HT Profiloie 1 not indicoled in the
:;I_onuggmem of blaading in patients with von Willnbrand's

iais.

CONTRAINDICATIONS
Nona known,
WARNINGS
Viral hapotitis may be transmitted by this praduct. Potignis
with miki deficiencics, who conssquently have not meeved
multiple transfusions of bload or hivod prodychs, ars ot
geaates) risk7? In this situation, the benefits of Antiheno-
phitic; Factor {Human), HT Profilate administration nust ba
carefully weighed ogainst the risk of viral hepatitis.
Tho causal toctors of Acquired Immunadeficiancy Syadrome
(AIDS) have not bean fully defined, howavey, HTLVAII/LAV
virus has baen implicated as o possible cavsative agent
of the disease. It is not presently known if othar tiansmissible
oPenv; are involved. Alpha uses scrarning procoduras to
aliminate high risk plasmo donors and 6 hewl-treatmaent
step in the monulacturing process Yo reduce tho risk of
transmitting AIDS. Howaver, despita the careful selaction
of donors, it may be passibla that the AIDS cousative agents
moy stifl be present in and transmitted through this preduet.
PRECAUTIONS
GENERAL
Antihemaphiic Factor (Human), HT Prafilale should not
s administéred at o rate exceading 10 ml/minute. Ropid
odministralion may result in vasomolor idactions.
Soma potients duvelop inhibitors 1o Factar VAL These
poahents may show na responsa 16 Antihemuphilic Facter
{Human}, HT Profilate or the response may be tuch loss
thon would otherwise be expucied and larger does are
oflen requitad®i? Thy monogement of patients with
inhibitors raquiess camlil mondoring, espacially if susgical
procedyres ane indicated. Patients with high inbibitar lavels
may not respond ot qil.
Nursing personesl ond oifken who odminisier this makemal
should exercise appropriate covtion in handling because
of the risk ol exposucs 1o viral hepatiis.
Discord any unised contenty, Discard admusiiolion eguip-
st sles vioada crn P ot snuenlizh COmBGNENYS,

PREGNANCY CATEGORY C

Animol roproduction sudies have net been conducied
with HT Prafilate, It is olso nat known whethor HY Profilate
con couse 1elpl harm when adminstered 1o o progrant
woman or can offect raproduciive copacily. HT Prafilate
should ba given 10 o pregnant waman anly il dearly needed.
ADVERSE REACTIONS , v
Adverne eoctions may include uriticoria, fever, chills,
ngusen, vomiting, headache somnolence ot ethargy. Some
patients moy davelop ranctions of o mild natere lollowing
the odminisirotion of Antihemophilic Factor (H ) HY
Profilate® Adverse reaclions may be on an allergic basi
if a reachon is notad ond the potieni requires additional
Antthamophilic Factor (Human), product from o diffarent
Iot shoukd be administered.

Mossive doses hove rarely reulted in acute hemolytic anemio,
incrensed bleeding tendency or hyperfibrinogenemio$
Antihamophilic Factor (Humon), HY Profilate contains
blood group specific issagglutinins ond when lorge end/or
Irequan! doses ora required in patients of blaod goup
A. B, or AB. tha pationt should be monitared for signs of
infravascylar hemalysis ond falling hematocrit. Should
this condition oceur, thus leading to progrewive hamalylic
anumio, the odministrotion of tarologicelly compatible
type O red blood cells should be comidered.
DOSAGE AND ADMINISTRATION
Antihemaphilic Factor (Human), H1 Profilate must be
admmstared inlravanously within Yhen hours following
ceconstitulion with the diluaat suppliad. Antihemaphilic
Fogtor (Human), HT Profilate may be administered eithar
by injection (plostic syringe anly) or infusion,

Alter weonstitulion, paranteral drug products should be
inspacted visuolly for porticulate matler and discolorati

2. Remova prolechivg covar from o slerile duposable
plash syringe.

3. Sacurely install the syringe inte tha expesad inlst of the
{ar spike whing High! twisting motion.

4. Ramove filtar spike from blistar-pak cup.

SYRINGE
FILYER SPIKE

5. Inyorl spike inlo reconstiluled eoncanirgla botila parpan-

diculor to stoppor. i spike is not held perpendieular it

may push Soppot into bottle rendering contents unusable.

Renove one discard the fiitor $pike from tha syringe and

altoch syringa 16 an infusion sat, axpal air from syringe,

perfam ture and administer slawly.

.l the palient is 16 receive more than one bottle of
concentrote. the infusion sel will allow thit fo be par-
formed with o single venipunciure,

8. Discard all administration equipment aller use,

ADMINISTRATION

By (nfusion Sef:

USE ASEPTIC TECHNIQUE

1. Close clomp on odministration set.

2. With bolile upright, inser! pisrcing pin straight through

o

~

prior to administrotion, whenever solution and con-
tainar parmil,

Antihemophilic Factor {AHF) aciivily is exprassad in infar-
national Units (1.U,) on the product label. Ona unit approx-
imotas the activity in ane ml of plasma. The following
farmulo provides a guide of dosage.

Nuuihar of ARF _ Sody waght Dourud irkigose in

onitsequred = infbs X20%  facior Vi perentage
Exomple  Wbs x 20 x 0.30 = 45D AHF unils
ar
Numbes of AWF - Body weight Daind increaye in
unils reguirad inkg % Fodor VHl perconfoge
Examplo  Sokg x 44 x 0.30 = 660 AHF units

Mild lo moderals hamorthoges may usyally be treated
with o single odministrotion sufficient to raisa the playmo
ARF lavel 1o 20 or 30 percent. In the evant ol more serious

. hemorrhage the patient’s plasmo AHF lavel should be

raised {0 30 to 50 percent. Infusions ore genarlly required

of twice daily intervals over severol doys?

Surgery in panents with Fador VIl deficioncy requires that

the AHF leval ba roised to 50 to 80 percany with the level

mointaingd ot or above 30 parcent lor approxmalely lwo

weeks post-aperatively. For dental axtractions, the AHF

leva! should be roised To S0 parcon) immediclely prior 1o

tho procedum: additional Antihemaphilic Factar (Hyman)

may be odmnistered i blescing racun?

In patients with severs Faaar Vil dehcancy who exporisnca

frequent hemorrhages, Antihamc_;Philic actor (Human),

HT Profitole moy be administerad prophylocdicaily on

doily or every athar doy scheduln 1o rise the AHF (evel to

approximataly 15 parcenté

RECONSTRUCTION

USE ASEPTIC TECHNIQUE

1. Warm diluent and concenirate batles Yo ot teast room
temperoture but nat above 37°C.

2. Ramove ploshc flip-off cop from the diluent bortle.

3. Swab the axposed rubber surtace with alcohol. Do not

i+

stopper cenler. Do not wist o angle.

4. Immodiately invert boftle to avtamatically establith
prapar fluid level in drip chomber (half full).

4. Attach infusion 4et, opun dumRscmd ollow solution 1o
axpal air fram tubing neadls, then clase clomp.

5. Padorm venipunciur and adiust flow.

&, Discord oll administrotion equipmant allar use,

HOW SUPPLIED

Anlih!Ynophilic Foctor (Humon), HY Profilate is supplied

in single dose bottles with svitable volume of diluant. AMF

aclivity, expressod in International Units {1.U.), i stated oa

the lubal of each concenirate botlle.

STORAGE
Antihemophilic Foctor {Human), HT Profilate shoyld be
stored of lampemtures betwesn 2°-8°C. Do not leeze.

CAUTION AR
Federal (U.S.A.) law prahibits dispensing without &
preéseription. s
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Iaave excads clsoning agenl it indenialion on slopp

4. Romove covermg from one ond of the double anded
needlo. insert this exposed end of the nesdle through
the depression in the canter of the stopper in the hotlle
of diluent.

5. Remova plasic flip-olf cap from tha concentrate bollle,
Top botle gently to distodge concentrate from sides
of bottla.

6. Swab the expossd cubber surlace with olcohol. Do nat
leova axcess clnoning agant in indentation on stopper.

7. Remove ploshic cap liom the uppar end of the double
anded neadie now seated in the stopper of the dilvant
bohle, Hold concentiate batlls in one hand, invert tha
botle of diluent in the other hand and push the expowd
end of the neadie through the deprestion in the cantor
of the stopper, moking centin that tha diluent is always
abave the bole of concantrate, Thera should ba snovgh
vacoum in the botle 16 draw in oll tha diluent.

Disconnes the fwo bolles by removing the needia from

the cancentiate boltle stopper. Shake vigarously for

ten ssconds, thun agitate of rolote concentate bottle
unhl all concantrote is disotved. Reconstduli Qui

opproximataly five to ten minutes. When the raconstitu-
ton procedurs is shiclly followed a [sw smoll parlicles
may occasionally raman. The filter spike will rotan
podaies and the lobelad potency wil not be educed.

ADMINISTRATION

By Syringe:

USE A G TECHNIOUE

1. Pee! caven {rom filtar spike package.

=
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Factor VIl indicated for the
treatment of hemophilia A.

Manufacturing process designed

to ensure patient safety

» Confains no added preservative
or stabilizer (such as heparin
or albumin).

* Manufacturing process has been
shown to inactivate 1 log of
HTLV-111/LAY in approximately
thirty minutes.

* Viral inactivation studies show
dry process reduces the risk
of transmitting human
THymphotropic virus Type It/
lymphadenopathy-associated
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virus (HTLV-II/LAV ), the virus
implicated as a possible causa-
tive agent of Acquired
Immunodeficiency Syndrome
(AIDS).

In-vitro studies confirm the
manufacturing method's effec-
tiveness in viral inactivation!

(Virus No. Logs Inactivatad
in Alpha Product
HTLV-I/LAY 2.47
Sindbis 7.40
Vesicular Stomaotitis 6.98
Virus (VSV)

1. it must, howevar, be pointed out that no manu-

locturing method hos been shown to complately
efiminate the risk of viral infoctivity.
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Reliable Performance

¢ Average in-vivo recovery 97.5%

» High specific activity.

* Wide range of assays: 250-1200
International Units per vial.

« Low isoagglutinin and blood
group specific product also
available.

» Average half-life 12.6 hours.

* High purity, low fibrinogen.

« Should be stored under refrig-
eration (2-8° C).

Antihemophilic Factor
(Human)
HT Profilate™
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