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APPLICATION FOR A PRODUCT AUTHORISATION FOR

FACTORATE

(DOUBLE FILL PRESENTATION)

PART I SUMMARY

1. NAME AND ADDRESS 0OF APPLICANT

Armour Pharmaceutical Company,
Hampden Park,

Eastbourne,

u.K.

2. NAME AND ADDRESS OF PROPOSED HOLDER OF AUTHORISATION

As in 1. above.

3. NAME AND ADDRESS OF PERSON RESIDENT IN IRELAND

Berk Pharmaceuticals Limited,
Dublin Industrial Estate,
Glasnevin,

Dublin 2.

4. ROLE OF PROPOSED HOLDER OF AUTHORISATION

(a) As person responsible for composition of the product in Ireland.
(b) As person who imports or procures its importation.

5. NAME AND ADDRESS OF ACTUAL IMPORTER

Berk Pharmaceuticals Limited,
Dublin Industrial Estate,
Glasnevin,

Dublin 2.

6. ACTIVITIES FOR WHICH THE AUTHORISATION IS REQUIRED

(a) Selling or supplying the product in Ireland.
(b} Importing or procuring the importation of the product.

7 PROPRIETARY NAME OF THE PRODUCT

FACTORATE (Double Fill)
AP0O00076
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8. PRODUCT FORM

Vials of lyophilised powder for intravenous injection after
reconstitution with Water for Injections B.P.

9. ACTIVE CONSTITUENT

Antihaemophilic Factor {(Human].
10. CLINICAL USE

Treatment of Haemophilia A resulting from deficiency of
Antihaemophilic Factor (Factor VIII).

1. RECOMMENDED DOSAGE

Dosage should be adjusted according to the patient’'s individual
needs. Generally one unit of Factor VIII activity per kg will
increase circulating Factor VIII level by 2%.

The following general doses are suggested:

(1) Overt bleeding Initially 20 units per kg of bodyweight
followed by 10 units per kg every eight hours for the first
24 hours and the same dose every 12 hours for the next 3
or 4 days. For massive wounds give until bleeding stops
and maintain with 20 units per kg 8-hourly to achieve a minimum

Factor VIII level af 40%.

»

(2) Muscle Haemorrhages

(a) Minor haemorrhages in extremities or naon-vital areas:
10 units per kg one & day for 2 - 3 days.

(b) Massive haemorrhage in non-vital areas:
10 units per kg by infusion at 12 hour intervals for
2 days and then once daily for a further 2 days.

(c) Haemorrhage near vital organs (Neck, throat,
subperitoneal:
20 units per kg initially; then 10 units per kg
i every 8 hours. After 2 days the dose may be reduced
— by one half.

(3) Joint Haemorrhages

10 units per kg svery 8 hours for a day; then twice daily
for 1 or 2 days. If aspiration is carried out, 10 units
per kg just prior to aspiration with additional infusions
of 10 units per kg 8 hours later and again on the following
day.

(4) Surgery

Dosages of 30 - 40 units per kg bodyweight prior to surgery
are recommended. After surgery 20 units per kg every 8
hours should be administered. Close laboratory control to
maintain the blood level of Factor VIII above 40% of normal
for at least 10 days post operatively is suggested.
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12.

13.

14.

15.

(5) Dental Extractions

For simple extractions a pre-operative dose of 20 - 25 units
per kg, sufficient to raise the Factor VIII level to 50%
should be given, followed by intravenous administration of
tranexamic acid. For multiple extractions further doses

of Factor VIII may be advisable 24 or 38 hours after the
operation.

SIDE EFFECTS, CONTRA-INDICATIONS, PRECAUTIONS AND WARNINGS

Warnings

Factor VIII is prepared from human plasma, each donation of
which has been found negative for hepatitis B surface antigen
(HBsAg) by the radicimmunoassay (RIA) method. In addition

each batch, after reconstitution as recommended in this leaflet,
has been tested and found negative by the RIA method. However
since no completely reliable laboratory test is yet available
to detect all potentially infectious plasma donations, the risk
of transmitting viral hepatitis is still present.

Side-Effects

Products of this type are known to cause mild chills, nausea ar
stinging at the infusion point.

Precautions

Factor VIII contains low levels of group A and B ischaemagglutinins.
When large volumes are given to patients of blocd groups A, B or

AB, the possibility of intravascular haemolysis should be
considered. Such patients should be monitored by means of
haematocrit and direct Coombs test for signs of progressive

anaemia.

Contra-Indications

There are no known contra-indications to antihaemophilic fraction.

METHOD OF RETAIL SALE OR SUPPLY

To hospitals only.

METHOD OF SALES PROMOTION

Via the professions as a prescription item.

MANUFACTURE OF DOSAGE FORM

Manufacture of the dosage form will be carried out by Armour
Pharmaceutical Company, P.0. Box 511, Kankakee, Illinois 50801,
U.S.A. Assembly of the product into final containers will be
carried out at Armour Pharmaceutical Company Limited, Hempden
Park, Eastbourne. Vials of Water for Injections BP supplied
in Home Treatment Packs for reconstitution of the product will
be supplied by Phoenix Pharmaceuticals, Phoenix Estate,
Caerphilly Road, Cardiff, Wales, CF4 4XG.
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16.

17.

18.

18.

20.

21.

QUALTITY CONTROL

Quality control in-process and on the finished product will be
exercised by Armour Pharmaceutical Company, Kankakee, USA.

The responsibility for release of the product, based on batch
analysis data supplied with each batch, will rest on the

Quality Control Manager at Armour Pharmaceutical Company Limited,
Eastbourne.

CONTAINERS

Factorate (Double Fill) is supplied in 100 ml Type I glass vials
with 20 mm neck finish. The closure is & grey butyl rubber

stopper with an aluminium seal and blue non-traumatic flip-top

cap. Home treatment packs are made available in certain instances
and these contain vials of Water for Injections BP for reconstitu-
tion of the product.

LABELLING

Texts for prodhct label and package insert are .attached.

SAMPLE OF PACKAGED PRODUCT

Factorate is supplied in packs of ten vials. A sample vial is
provided with this documentation.

MANUFACTURING AUTHORISATION

Factorate is manufactured by Armour Pharmaceutical Company
Kankakee, in accordance with Establishment Licence 1439, issued
by the United States Department of Health, Education and Welfare.
A copy of this document is attached.

OTHER MARKETING AUTHORISATIONS

Factorate, single and double fill, are licensed for sale in the
United Kingdom under Product Licence No. 0231/0038 granted in March
1876. The single-fill presentation of Factorate is registered
in Eire under Product Authorisaticn No. 10/6/1, granted in May 1977.
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DRIED
FACTOR ViIll FRACTION B.P.
FACTORATE
For intravenous administration

INTERNATIONAL UNITS PER VIAL
}

This vial on recanstitution with 40mi of Water for Injections B.P. centains:
dllitre
Fibrinogen

gllitre
Total Protein,
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1800004V

edmlnisiration of tranexamic acid. For muiiiple extrac-
fions furthor doses of Factor VIll may bo advisablo 24
or 36 hours after tho oporation (Dormandy 1977).

WARRING
Factor VIl Is proparad from human plasma, oach donatian of
which has been found nogative for hepatitis 8 surface anligan
{HBsAg) by the rodioimmunoassay (RIA) mothod, In addition,
oach batch, after soconstitution as recommondsd on pago 3,
has beon tosted and found nagative by the RIA method.
Howevor, since na comlotoly reliobe laboratory fes Is ot
avaliablo sctiol
1ok of transmiting viat hopathis s o

SIDE EFFECTS )
Products of this typo oro known 10 Gauso mild e, nausaa or
stinging at the infuslon site.

! prosent.

PRECAUTIONS

Factor VIl contalns law lovels of group A ond B iso-
Bomaglutinins, When largo valumos ofa ivon o pationts of
blood graups A, B or AB. y of intravascutar
hoemolysis should be ennsldﬁwd Such polbllls should be
mm\llnud by moans of haematocrit and direct Coombs lost
fot signs of progressive anaomia.

CONTRAINDICATIONS
Thore are no known contraindications to antihaemophilic
fenction.

STORA
FACTORATE Is 1o bo stored below
‘Whon storod as directed, it will malmaln its laboilod potency for
tho period indiceted on tho labol.

HOW SUPPLIED
FACTORATE Is supplied In singfs doso vials (potoncy is statad
on oach vial iabel).

DRIED HUMAN ANTIHAEMOPHILIC
FRACTION STERILE FACTORATE
FOR INTRAVENOUS USE

Dried Human Antihaomophilic Fraction FACTORATE is a
stable lyophifised concentrate of Fﬂclof VIH (AHF, AHG)

d from paoled buman plasma intanded for use in tharapy
of classical hncmunhlea {Haemophli
A hereditary disorder af bioad coagulation occurring almost
exclusively in moles, Haumaphvlh A resuits in profuso bleading
in joints, muscles or internal orpans as a rosult of minor trauma,
Tho disoaso appoars to be dua lo o deficioncy of a specliic
plasma protein, antihoomophilic factor. Factor VIl provides
1emporary replacomont of the missing clotting factor.
Affected individuals fraquently requiro therapy following minor
waume. Surgery, whaon required in such Individuals must bo
procedod by temporary corcection of the clotting sbnormality
with frash plosma tiznsfusions, cryoprocipitalo or by injections
ol Factor VIl concentrales. Obvious advantaans of the isa of
concontrates of Factor VIIi are the avoidance of hyper-
prateinaomia, overloading tho circulatoty systom snd possible
kidnoy dysfunction resulting from larga volume uansfusions,
Saveral diftarant concantrations of Factor VIt hiave boon usad
succossfully. Theto tange from Fraction | of Cohn 1o highly
purified, potent preparations. Dried Human Antihasmophitic
Fractlon-FACTORATE s in an intermediato catogory, being a
purified cryoglobulin complying with the standaids of tha B.P.

COMPOSITION AND STANDARDISATION

Evch vial contalns tho labalied amount of anthaemophilio

activity I International Units (Qne intornational Unit s the

activity aquivalont 15 the average Factor Vitl contont af 1 mi

oliquots of 167 sarmplas of st normal plasmo. s datormined

in an Intornational colfaborativo study).

Esch vl nso Contains suificlont sodlum chlorlde to maka tho
tuted solution approximatoly Isotonic when Storlla

Watar for Injections B.P. Is addod as dltactod.

2

»
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RECOMMENDED RECONSTITUTION
Hoconstiung, FACTORATE using 40 ml Storlla Water for
Injoctions B.P. uslng standard asoptic precautions,

Warm both dituent and FACTORATE 10 botwoen 20°C and 25°C,
it difuent down e sids of the ual and genty otate the vial
uniit contonts arg dissolved. DO NOT SHAKE VIAL. Vigorous
shaking will oause lrothing and pralong the Teconaiiuton Jme.
Complote solution wsually takes joss than 5 minutos, Tho
solution Is now ready for sdministration. If a gel forms on
teconstitution, the proparalion should not be used.
ADMINISTRATION
Stavdard aseptic tochniques should be ussd at pil times,
Intravenous Injaction
Plastic disposabla eyringos are recommondod with Factor VIl
solution. The ground gfass surfaces of ail-glass syringes tend to

filter noedls into stoppor of Factor VIl vml‘ Jmucl air and
withdraw the raconstitutod solution from
2. Dscavd the fillor naedle and sitach suil ablo

PR RVRY
1693-10
To the Medical and Pharmaceutical Profassions only.

Dried Human

Antihaemophilic
- Fraction Sterlle
B.P.

" FACTORATE

{Double Fill)-

DOSAGE

€ Is for i istration on
ganeral o ano unitof Factor Vill actvty por kg wil
2% tha choulating Factor Vil lavol, and lthough dosago must
bo adjusted according to the nosds of the pationt (weight,
severity of haemorrhago, prosenco of inhibitors) the following
umuu( dosams are suggested.
+ Bleeding—initially 20 units per kg of body we
followed by 10 nits por kg overy sight houts fof the {1t 24
hours and the some dose every 12 hours for 3 or 4 days.
For massive wounds, giva uatil bioeding stops and maintoin
with 20 units per kg B-hourly o achisve a minimum Factor
Vill lovel of 40%
Muscla Heemorrhogo:
{2) Minor haomonhagos in extiemitios of non-vital aress:
10 units per kg once a day for 2 or 3
(6) Massive poomenthages in non-witol arons 10 unita per
kg by infusion at 12 hour intorvals for 2 days and then
once a day for 2 more days.

3 Admml er solution by sfow Intravenous Injection (40 ml in
inutes).

-10

Intravonous Infusion

“Tho infusion oquipmont used should comply with that doscribad

in sections 3 or 4 of British Standard 2463 : 1962, Transfusion

Equipmont for Modical Uso

12" Fropora solution of FACTORATE as tecarmmandod under

Raconstitution.

. Atlach suitsble infusion set,

i more than ane vial s to be administered to the sama patiant

the infuslon sot may be transfarred (0 a socand vial.

. Whon infusion of FACTORATE is complate, the infusion
set may be flushed with sterile isotonic satine 10 avoid loss of

any of the reconstitutod solution.

After use, discard infusion set, neadlas and vials together

with any uaused solution,

PP

@

) vital organs (nock, thoat, sub-

peritoneal), 20 units per ka initizlly ; thon 10 units per kg

every 8 hours. Altor 2 days tha dose may be roduced by
ono-hatf.

Joint Haomorrhages--10 units por kg avory 8 hours
2 day; thon twice daily for 1 or 2 days. If asmtalhm is
carried out, 10 units per kg just prior to aspiration with
additional infusions of 10 unis per kg 8 houss iater end
again on the following doy.

Surgory—Dosagss of 30 to 40 units por kg body wolght
priof to smqmv ara rocommaonded. Aftr surgery 20 units
por kg every 8 hours should bo pdministered.  Closa
|oburzwry mnlml to maintain the blood leval of Factor
VIll above 40% of nosmal for at least 10 days post-
operativly is su

Pental Extract ons—For simple extractions a preoperative

of 20-25 units por kg suflicient to raiso tho Fastor
Villiove 050% 3

a

B

bt
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DEPARTMENT OF HEALTII, EDUCATION, AND WELFARE
VASHINGTON, D.C.

ESTABLISHMENT-NCENSE

FOR THE MANUFACTURE OF
BIOLOGICAL PRODUCTS

49

'I;xis is to certify that Establishment License No, 149 : is hereby issued
to Azzmour Pharmaceugieql Con_xpaxy - the manufacturer,
located at . Kankakee, 11lin S%\) ‘ through the establishment
identificd as Axmour Pharmaceut& ompany- ) R
Jocated at ‘ Kankakee|, @Aipols

pursuant to Section 351 of the Public\h‘@}crvicc Act, approved July 1, 1944 (58 Stat. 702, 42 11.5.C. 262),

as amended, and the regulations thereunder. The license authorizes the manufacturer to mzintain an establishment
for the propagation or manufacture and preparation for sale, barter, or exchange in the District of Columbia, or
for sending, carrying, or bringing for sale, barter, or exchange from any State or possession into any other State
or possession or into any foreign country, or from any foreign country into any State or possession, any virus, thera-
peutic scrum, toxin, antitoxin, vaccine, blood, blood component or derivative, allgrgenic product, or analogous
product, or arsphenamine or its derivatives, for which the manufacturer holds an unsuspended and unreveoked
product license issued by the Secretary of Health, Education, and Welfare pursuant to said Act and regulations,

GRO-C
Dat

. JAN 05 1879 _

»~ Director, Burean of Biologics
Food and Drug Administsation
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