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... Antihemophilic
. Factor (Human)

LYOPHILIZED

AHF

with Diluent and Disposable Adminisiraty ot

Description

AHF is a stable dried concentrate (Fach ARG
AHG) to be used in the treatment of He: ;
{classical hemophilia). Easily recans! t. « ne
administered without the side effects o

assoclated with the use of plasma it can i

incidence and severily of bleeding ¢ dgs At
proper medical supervision and fris- i iy eves utpatient
prophylactic treatment 1s now availavle

|
|
|

Features
Stability

One year when stored in refrigerated conmucins
(2°-8“C)

Safety

There are no known contraindications
(see full disclosure).

Labeled dosage

Each bottle is labeled with the number of
Factor VIl units it contains. There are a minimum o!
200 AHF units in every bottle.

Complete and ready to use

Each package contains all the necessary infusion
components for reconstitution and administration.

How Supplied

List No. 6-5151—0One each: Vial ANTIHEMOPHILIC
FACTOR (HUMAN) AHF Lyophilized, 25 ml vial of
Sodium Chloride Injection USP, administration set,
21-G x 1%" |V needle, airway cannula, and double
ended reconstitution needle.

Fluid pathway, needle and airway cannula are sterile
and non-pyrogenic
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Boys will be boys...

Hemophilia. The constant threat of hemorrhage. Now
ABBOTT Scientific Products Division Antihemophilic
Factor (Human) AHF offers the hemophiliac the oppor-
tunity to lead a more normal life.

Antihemophilic Factor (Human) Lyophilized is a
stable, dried concentrate, easily reconstituted in a dilu-
ent anid administered without the side effects occasion-
ally associated with plasma." Every bottle is
Jlabeled with the number of Factor Vill units it con-
tains. So when the individual patient factors affect-
ing dosage have been established, the patient’s
average dosage can be accurately calculated and

administered; even allowing the hemophiliac to ' 355

be treated on an out-patient basis.” It can reduce
the incidence and severity of bleeding epi-
sodes, and the pack contains all the compo-
nents needed — AHF, diluent and administra-
tion set—for immediate use.

820 Mission Streel. South Pasadena, California 81030

a ABBOTT Scientific Products Division .
Abbotl Laboratories 'y

oos 118

Even if one is a Hemophiliac

INDICATIONS: ABBOTT Scientific's Antihemophitic Factor (Human) Lyoph-
ilized is a stable, dried concentrate of antihemophilic factor (Factor VHI,
AHF, AHG) to be used in the therapy of Hemophilia A (Classical hemaphilis).
CAUTION: This product is prepared from units of human plasma which
have been tested and found non-reactive for Hepatitis Associated Antigen.
However, it is recognized that presently available methods are not sensi-
tive enounh to detect all units of potential infectious plasma and the risk
of transmitting hepatitis is still present. SIDE EFFECTS: Reactions
observed are mild and rare, namely: mild chill, nausea, or stinging in the
vein proximal to the transfusion. CONTRAINDICATIONS: There ara no
known contraindications to ABBOTT Scientific’'s Antihemophilic Factor
(Human)
(1) Mollison, P. L.: Blood Transtusion in Clinical Medicine, 3rd Edition

p. 541, F. A. Davis Co., Philadelphia, 1963.

(2) Kaspar, C. K., Dietrich, S. L. and Rapaport, S. I.: Hemophilia

Prophylaxis with Factor VIil Concentrate. Arch. int. Med., 125:1004,

1970.

Antihemophilic
Factor (Human)

LYOPHILIZED

AHF
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ANTIHEMOPHILIC
FACTOR (HUMAN)

LYOPHILIZED

AHF

ANTIHEMOPHILIC FACTOR (HUMAN) AHF from
ABBOTT Scientific Products Division 1s a stable
dried concentrate of Antit-emophitic Facter (Factor
VHI, AHF, AHG) to be used ik tha tnerapy of
Hemophilia A (Classical Hemaphilia)

Hemophilia A is a hereditary disorcer of blood
coagulation associated witn a deficiency ol

" antihemophilic factor, a consttient of nurmn-al
plasma required for blood clotting. Since this
abnormality is associaled with a rare sex linked
recessive mutant gene, the disease Gccurs aimost
exclusively in males. Indivi duals witn this.disorder
tend to bleed profusely folle pL L Naima
usually in the:r joints muscles. © areans
Surgery on such patients 1s impossiiie withott
temporary correction of Iheir abndrmalily with
specialized {ransfuisions

Until recently, the medicat manace of patents
with Hemophilia was ased en 1 facement of
the blood component they lack Dy iiansfusions of
fresh biood, fresh plasma, ar fresh Ir-.zen plasa.

The usefulness of fresh blocd or plasma is Lins.led
by the need tc admimster large vewimas of either
order to rarse the conneniratin of antinemnchic
tactor in the hlood le levels recu red 1 acineve and
maintain hemostasis. The repeated infusions cf
large volumes of plasma often lead tc « ircurals:y
difficullies with threaten:ng heari fa-!
of hypoproternem:a There s ais:. &% ted kidney
dysfunction with albuminuga, edema. «nulrex-nt
of electrolyles.

Iransfusions, many mvesiigators have £ou
separate and concentrate antihinophilic globuimn
(Factor Vi) from plasma i a turm su-table for
substitution therapy of Hemoephil:a A patien's

Concenlrated antihemophii:c globulin of vanous
degrees of purification prepared by inethods o
Cohn, Wagner and Brinkhous. B'amback, van
Creveld, Pavlovsky, Djerassi and others has been
used with clinical success.

In 1954, Brinkhous noted-that partiaty purified
antihemophilic globulin (Factor Viil} v.ds no!
soluble in cold media and concluded that it was
a cryoglobuhin.

Pool recently explored the solubii:'y properties of
this fraction of human plasma to prepare
antihemophilic globulin concentrates for clinicat
use. The plastic bag closed sysler, developed by
Kiein and Djerass:, was utilized to extract
antihemophilic globulin from piasma simply and
efficiently by controlled freezing and thawing The
cryoprecipitate derived from piasma by Pool's
technique has-higher Factor VI activity per im! of
protein than Cohn’s Fraction 1. Its use requires the
infusion of less prolein and fluid than does the
"administration of fresh or frozen plasma for the
treatment of Classical Hemophilia.

ANTIHEMOPHILIC FACTOR (HUMAN) AHF from

- ABBOTT Scientific Products Division i1s a highly
potent source of antihemophilic factor activity.
Since it is a purified cryoglobulin, only relatively
small amounts of protein need be given to a patient
in order to increase his level of antihemophilic
factor. Since this product is of human origin, no
danger of species antigenicity is associated with its
use. Blood group isoagglutinins are not present in
significant amounts. This product is easily
reconstituted in the sodium chloride diluent and
can be administered rapidty without the side éftects
occasionally assomalbd with the administration
of plasma.
The dry product is stable when stored accordmg to
label and can be administered wilh assurance
concerning the dose requirement. The malerial is
highly effective in arresting bleeding due to
deficiency of Factor VIII. Wheneve! needed
ANTIHEMOPHILIC FACTOR (HUMAN) AKF can be
used to increase the Factor Vil levels of patients to
normai or near normal values without overicading
thelr circulatory system

as a resutl

Dosage o

Each botlie of ANTIHEMOPHILIC FACTOR
(HUMAN) AHF is labeled with the total units of AHF
contained therein. One AHF unit is defined as the
activity present in one ml of fresh pooled

human plasma. ’

The dosage of ANTIHEMOPHILIC FACTOR
(HUMAN) AHF mus! be individualized according to
the weight of the pahent, the seventy of the bleeding,
the severily of his blood condition, the source of
bleeding, inhuy.turs present (if any). and other
factors as delerinined by the managing physician
ar =yrgeGn Laboralory ads, whenever available,
should bie Ad 1 sipprement clinical observations
lar ginding therar-. ’

Djerassi sug =4 the fot'owing dosage schedule
fac vanous clin-cai conmtuns based on the
expenence with substiution therapy in a large
pedigtric hemophiha servire

1. Joint Hemorrhages

I no aspirabion is carce Tou!l 10 urits per kilogram
biody = 1o twelve hours for
s carned oul, 10
ihe aspiration with
atn hours later An
Crevis ook fogram body

we:gh( 1S Caver

Gt ne cay LFthe patient
volf hateet 1600 16 1:0: additional
g0 of 1 units per kidogran, once a
Ay s ven b P e DL r days

2. Muscle Hemorrhages

a AN e -5 Of extreminies or

LNk nn-y D0t RHOQIEM Chae a
uAay for 1 ao -
v Mazay ror wdatareas: Two

ius ons att rlor\ als, brst and second cuy.
Cronfusion oGy B b mare davs (10 units p
w-ogran for eack nlaen)

ol hoonerhaaes inacinsty of vital organs
ipal saboonicne opscas muscle, etc.)
iner kiggram followed £ 10 unils por

Iuk gram eves s eight Nours, l.-u_,#?l uoges ! nol
arresled. Ma.nta:n schedule for fort, -aigh! hours
ard contrue wwth hall the dose Tor another

forty eimnl o s
3. Overt Bleeding (cut lips, tongue, cheeks,
various cuts and wounds)

<Gonnits e ktogratn, Continue with 10 units per
5\1|'4(jr 1 - vary Si2 10 @it hours for hwenty-four
sonra ke ey teelve hors tor three 1o four days
4. Massive Wounds

Coven urt' Liecing st and maursaan vath 20
ram every @.4ht hours, Obtain leveis
o menmem of 40% AHG leve!

o M
[N l\

‘N patient

5. Surgery
i evals of 40% AHG or miee (s recded Thirly tor
forty units e wlngram St KGOy vweight are needed
wnot to surgery fodov.ed by 20 units per kilogram
every eght hoias alt2r surgery. This should be Jone
with laburdalory contron, ana the <osage should be
mcreased o the AHG tevel 18 less thar 30°% just
prior to the nextinlusion The post-inlusion level
should e around 50% AHKG. (It has been
suggested by Mrhhilan thal the AHG level b raised
10 30-40% of normal for at leas! ten davs
postoperatively )
For each unit of ANTIHEMOPHILIC FACTOR
(HUMAN) AHF adminmistered, per kilogram ot body
weight a two per cent rise in Factor VIl activily was
observed by Abiidgaard. el al. Djerasst states thal the
dosage of ABBOTT Scient.f.n’'s ANTIHEMOPHILIC
FACTOR (HUMAN) A}F can ve used interchange-
ably with glycine precipitated AHF. This linear dose-
response relationship may be shown by the formula

Expected AHF increase (1n percent of 'normal”) =

2.0 x units administered
- body weight {in kg.)

The chinical effect on'the palient 1s thie most
important factor in the evaluation cf adequacy of
therapy. {t may thus be necessary to administer
more ANTIHEMOPHILIC FACTOR (HUMAN) AHF
than would be estimated in order lo obtain the
desired result The dosage requirements of AHF

‘when-inhibitors are present are extremely variable,

and the dosage can only be determined by the
clinical response. Occasionally, low increments of
Akt 10 patients with AHF inhibitors may suffice to
produce satisfactory clinical responses.

Side Effects

Reactions observed are mild and rare. namely: mild
chill, nausea, or stinging in the vein proximal to

the lransluslon .

Contraindications

There are no known contraindications fo

"ANTIHEMOPHILIC FACTOR {HUMAN) AHF

Reconstitution and Administration

1 Warm sodium chlonde diluent and concentrate

bottles 1o room temperature (bul not
" above 37°C).

2. Remove aluminum band dnd dust cap from the

_diluent bottle.

3. Swab the exposed rubber surface with aicohol.
(Do not leave any excess cleaning agent in
indentation on stopper.) .

4. Remove all covering from one end of a double
ended needle. Insert this exposed end of the .
needie through the depression in center of the
stopper in the bottle of diluent.

5. Remove aluminum band and dust cap from the
concenirate bottle.

6. Swab the exposed rubber surface with alcohol.

7. Remove plastic cap from the upper end of the

double-ended needie now seated in the stopper

of the diluent bottle. Hold concentrate bottle in
one hand. inverl the bottle of diluent in the
other hand. and push the exposed-end of the
needle through the depression in the center of
the stopper. making cerlain thal the diluent is
always above the boltie of concentrate. There
shouid ue enough vacuum in the bottle to draw
in all the diluent.

& Disconnect the two bottles by removing needle

from concenltrale boltle stopper

Then genily agitate or rolate concentrate bottle
untl ali concenirate is dissolved. (Do not shake
vigoreusly.) Heconstitulion requires tifteen to
lwenly minutes.

X Remo-.-e cover from anway needle and insert
v..1y needte into concentrate botlle stopper.

1) (l we clamp on adminisiration set.

t1. Renewve caver from stopper — puncture needle
ol set (near drip chamber) and insert needle
inio concentrate cottle stopper. Suspend bottle
s inverled posilion

12. Saueeze and release drip chamber once to
aliow 1t 1o parlialty iilh with hquid.

13 Remove needle adapter cover and insert
adapter into hub of administration needle.

14. Open control clamp and fill set with liquid from
bottle. Close ctamp and insert administration
needle intu vetn.

15. Discard admimstration equnpmenl after use.

How Supplied: List No. 6-5151
One cach: Vial ANTIHEMOPHILIC FACTOR
{(HUMAN) ARF Lyophilized, 25 m] vial of. Sodium
Chionide Injection USP, administralion set,
21-G x 1%2" |V needle, arrway cannula, and
double ended reconstitution needle.
Fluid pathway, needle, airway cannula and
reconstitution needle are slerile and non-pyrogenic.
Storage
ANTIHEMOPHILIC FACTOR (HUMAN) AHF shouid

- be stored at temperatures between 2°C and 8°C

(36°F 1o 46°F)

"~ Caution: Federat (USA) law prohibits dlspensmg

without a prescription.

Caution: Federal (USA) law restricls this device
to sale by or on the order ol a physictan or other
licensed practitioner.

Single dose container for inlravenous administration.
Discard unused contenls.

Discard administration equipment after single use.
This product is prepared from untis of human
plasma which have been lested and found non-
reactive for Hepatitis Associated Antigen. However,
it is recognized that presently available methods are
not sensitive enough to detect all units of potential
infectious plasma and the risk of transmitting
hepatitis is still present.

Bibliography available on request

a ABBOTT Scientific Products Division
Abbott Laboratories

820 Mission Street, South Pasadena, California 91030
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