DHSS

Armour Pharmaceutical Company Limited

St. Leonards House, St. Leonards Road, Eastbourne, Sussex BN21 3YG
Telephone: Eastbourne (0323) 21422 Telex: 87141

ASC/SLS/1813/86 R86/4
June g, 1986

Department of Health and Social Security,
Market Towers,

1 Nine Elms Lane,

Vauxhall,

London SW8 5NG.

Dear Sirs,

FACTORATE HEAT TREATED - PL0231/0038
HIGH POTENCY FACTORATE HEAT TREATED - PL0231/0044

Please find attached two copies of applications for variations
to the above product licences.

Thank you for your attention to this matter.

Yours sincerely,

GRO-C

A. S. Clark (Miss)
Registration Officer

enc:

. Registered Office: St. Leonards House, St. Leonards Road, Eastbourne, Sussex BN213YG Registered in England No. 1622483
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MEDICINES ACTS 1968 AND 1971 CVUMLT Vima & |

(Revised 1984)
APPLICATION TO CEANGE TO SRCDUCT LICENCE
Page 1
Licence Number: 0231700k Product Name: H|GH POTENCY FACTORATE HEAT TREATED
Mame and Adaress
¢of Licence Hclder: Armour Pharmaceutical Co. Ltd.,
St Leonards House,
St. Leonards Road,
Eastbourne,
East Sussex BN21-3YG
Telephcne Number: 0323 21422 Ext 299

four reference: v R8B6 /L

Please indicate if yoﬁ‘ nave changed or propose to change any of the folliowing:

Name of Product Activities covered by Licence

Pharmaceutical Form Assembler

Manufacturer - Arrangements for Storage

Date of Expiry of Licence Container

(0 I Oy

Shelf Life or Storase Precautions

4

AOoo0oooononnon

Active Ingredients Method of manufacture

Indications Quality Contrel Procsdures
Dosage Finished Product Specificztion

Contraindications and warnings Copstituent Specification

L

Methed of Retail Sale and Supply Excipients

Supplier of Active Ingredients
Other (Specify)

Additional information on data sheet

Ve On the attached sheet, give the present particulars, the caange or proposed
change and the re=ascn. Any supporting evidence should be attached tz the
application. Please indicate the number of volumes and mumper of copies sent.
Where= the licensee has already completed MLA 201K .or the latast versicns .of
MLA 201 or MLA 231 (ie Revised 1984) it would be helpful if 3 carrected copies
of the appropriate page could alsc be attached.

\

e For Licesmsing Authority Only:

Route:
ipplication datad..cievasvisssssad suses seeas
IOCBIVOR . soas o suninie sinione diaiesed Do e Gsiesee e e Pharm:
ERROWledEZ®de ceseccscsccsccsasssccsvocensanas
5:3.‘:-3 mf..........-..........-....-‘........ Med:

‘Qdeoooocq0.-0-..‘...0.00..-t‘n-olo‘c.‘.‘.cl

Application Approved

fharmacist:
Date: )
Doctar:

ARMOURO001694
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» Name of Product: yiGH POTENCY FACTORATE Licence Number: . 5534 /9044
HEAT TREATED

" Address for reply:

Miss A. S. Clark

Armour Pharmaceutical Co. Ltd.,
St. Leonards House,

St. Leonards Road,

Eastbourne, East Sussex BN21 3YG

: Give the present product particulars and proposed change. If the change refers
ta particulars on the Schedule of the product licemce you should give them |
exactly as they currently appear on the licence and how you prepose they should
be stated (continue on a3 separate sheet if necessary). Please attach supperting
avidence to the application and indicate the number of volumes and copies.

Present Provosed .
Under section on presentation : As at present but additionally the following

information to be included :

""In addition all units are tested for ALT
(serum alanine ‘aminotransferase) and found

to be less than twice the established upper
normal value for the test kit'.

Reason

All units of source plasma are now ALT tested.

P. _.entation

Dried Human Antihaemphilic Fraction
Factorate Heat Treated is a stable
lyophilised concentrate of Factor VII|
AHF, AHG) prepared from pooled human
plasma.

Each vial contains the labelled amount

of antihaemophilic activity in Inter-
national Units (one International Unit

is the activity equivalent to the average

Factor VIl content of 1ml aliquots of
167 samples of fresh normal plasma, as
cont'd/ ... '

. I hereby make application for the above licence to be changed in accordance with
the propesals given above and certify tnat the changes will not adversely affect
the qua.uw of the preduct.

L_<ned GRO-C Date e/ club

-

Status Registration Officer

3. The Licen::‘..ng authority *consents to/aciknowledges your request to change &
product licencs as cutlined at 8 above.

Please retain this form with the formal documents relating tc the preduct
licance as evidence of *approval/notification of the change.

Signed: Date:
A person authorised to sign
on behalf of the Secretary of
State for Social Services

#¥Welete as approprizte

" ARMOUR001695
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HIGH POTENCY -FACTORATE
HEAT TREATED

Name of Product:

Licence Number:

0231/0044

" Address for reply:

—bastbourne. £asi Sussex BN2 1L 3YG

Miss A. S. Clark
Armour Pharmaceutical Co. Ltd.
St Leonards House
St Leonards Road

Give the present product particulars and proposed change.

If the change refers

ta particulars on the Schedule of the preduct licsacs ycu should give them
exactly as they currently appear on the licence and how you propose they should
Please attach supperting
svidence to the applicaticn and indicate the number of volumes and copies.

be stated (continue on a separate sheet if necessary).

Sresent

de*armined in an international

c. .aborative study). Each vial also
contains sufficient sodium chloride to
make the reconstituted solution approx.
isotonic when Water for Injections BP
is added as directed.

This product has been heated at 60°C for.
30 hours. This step has been introduced
in order to reduce the risk of trans-
missions of infectious agents. All units
of source plasma are tested for antibodies
to human T cell lymphotropic virus type

’ cont'd/

Propcsed
e e e

‘Status

I hereby make application for the above licence tgo be changed in accordance with
tae proposals given above and c=rtify that the changes will not adversely affect

the quality of the product.

. ned GRO-C

Date

‘ Registration Officer

J'

The L‘chnz:!.ﬁg authority *consentx= to/acimowledges your request to change the

- product licence as cutlined at 8 above.

Please retain this form with the formal documents relating to the product
licence as evidencs of *approval/netification of the change.

Signed:

A pers=cn authorised to sign

on behalf of the Secretary of

State for Socizal Servicess

"Meleta as appropriate

Date:

ARMOUR001696
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Name of Product: H|GH POTENCY FACTORATE Licence Number: 0231/00k4
HEAT TREATED 3

" Address for reply:

Miss A. S. Clark

Armour Pharmaceutical Co. Ltd.,
St. Leonards House,

St. Leonards Road,

Eastbourne, East Sussex BN21 3YG

Give the present product particulars and proposed change. If the change refers
ta particulars on the Schedule of the product licesnce you should give: them
exactly as they currently appear cn the licence and how you propose they should
be stated (continue on a separate sheet if necessary). Please attach supporting
svidence to the application and indicate the number of velumes and copies.

resent Provosed

111 (HTLV 111) and found to be negative.

I hereby make application for the above licsnce to be changed in accordance with
the propeosals given above and certify that the changes will not adversely affect
the quality of the product.

8’ med GRO-C Date

“Status - Registration 0fficer

The licensing authority *consents ta/ac&ncwledges your request to change ¢

© product licenca as cutlined at 8 above.

Please retain this form with the formal documgnfs relating to the product
licsnce as evidence of *approval/notificaticn of the change.

Signed: Date:
A perscn authorised to sign
on benalfl of the Secretary of
Stata for Social Servicas

*eleta as appropriate

ARMOURO001697
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MEDICINES ACTS 1968 AND 1977 FORM MLA <21
(Revised 1984)
APPLICATION TO CEANGE TC FRODUCT LICENCE

Page 1

Licence Numper: Preduct Name:
0231/0038 FACTORATE HEAT TREATED

Mame and Adgress
of Licence Holder: Armour Pharmaceutical Co Ltd.,
St. Leonards House,
St. Leonards Road,
Eastbourne,
East Sussex BN21 3YG.

Telephone Number: 0323 21422 Ext 299
four reference: R86 /4

’

Flease indicate if you have changed Or Propose to change any of the fOLLoWing:

~] Name of Product Activities covered by Licence
~] Prarzacesutical Form Assembler

7] Manufacturer Arrangements for Storage

] Date of Expiry of Licencs .Centainer

Shelf Life or Storage Precautions

s

HAOoOooopooooon

Active Ingre=dients Method of manufacture

Indicztions Quality Control Procedures
Desage

Finished Product Specifiication

Contraindications and warnings Comstituent Specifiication

L1 L)L

Methed of Retail Sale and Supply Excipients

Suppllier of Active Ingrediants

3

Other (Specify)
Additional information on data _sheet

. Cn the acttached sneet, give the present particulars, the czange or propcsed
change and the reason. Any supporting evidence should be attached to the
applicaticn. Please indicate the number of volumes and aumber of copies sent.
Where the licensee has already completed MLA 201R or the latest versicns of
MLA 201 or MLA 237 (ie Revised 1984) it would be helpful if 3 corrected copies
of the appropriate page could alsc be attached.

. For Licensing Authority Only:

Route:
Bplication dated.ceasvonsaens
eeeived., idisseisivesusisne Pharm:
Coowledgede cacacaas e 616 e R e e e, AR

IBRALS PO s s s aicmaanemmaa e we e @ e e G eTEe e Med:

'Odeoo...-..-.....-..... ----------- v ev e e

Applicaction Approved

fharzacist:
~ Date:
Moo o

- ARMOURO001698
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Name orf Product: . Licence Number:
FACTORATE HEAT TREATED 0231/0038

" Address for reply:

Miss A. S. Clark,

Armour Pharmaceutical Co. Ltd.,
St. Leonards House,

St. Leonards Road,

Eastbourne, 'East Sussex BN21 3YG

Give the present product particulars and proposed change. If the change refers
ta particulars on the Schedule of the product licemcs you should give them |
exactly as they currently appear on the licesnce and how you propose they should
be stated (esntinue on a separate sheet if necessary). Please attach supperting
svidence to the application and indicate the number of velumes and copies.

Present Prooosed

determined in an international collabor-
a“*ve study). Each vial also contains

¢ ficient sodium .chloride to make the
reconstituted solution approximately
isotonic when Water for Injections BP

is added as directed.

This product has been heated at 60°C for
30 hours. This step has been introduced
in order to reduce the risk of trans-
mission of infectious agents. All units
of source plasma are tested for anti-

bodies to human T cell lymphotropic virus
type 111 (HTLV 111) and found to. be
negative.

. .I hereby make applicatiocn for the above licence to be changed in accordance with
the proposals given above and certify that the changes will not adversely affect
the quality of tke product.

il GRO-C Date lelge
‘Status . Registration Officer

). The licsnsing authority *consentz to/acknowledges your request to change the
product licenca as cutlined at 8 above.

Please retain this form with the formzal documents relating to the product
Licence as evidencs of *zpproval/notificaticn of the change.

Signed: Date:
A pers=on authorised to sign
on behalfl of the Secretary of
State for Socizl Servicas

*eleta as appropriate

ARMOURO001699
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CQu

N of P et icence Number:
el HIGH POTENCY FACTORATE HEAT TRE&+E5Q 0231/0044
7+ ~Aedress for reply:
Miss A S Clark 1
Registration Officer { % & ok
Armour Pharmaceutical Company Limifed ) IR
St Leonards House St Leonards Road i
EASTBOURNE _Edst Sussex BN21 3YG
8, Give the present product particulars and proposed change. If the change refers
ta narticulars on the Schedule of the prouuct licsmce you should give: them
exactly as they currently appear on the licence and how you propose they should
be stated (continue on a separate sheet if necessary). Please attach supperting
evidence to the applicaticn and indicate the number of volumes and copies.
Present Proposed
—————rea . ————
“resentation Presentation
~ied Human AnTihaemophilic Fraction " skt "
Hiyh Potency Factorate Heat Treated is AS‘aT prgsenf put gddeuonélly the “fol lawing
i information to be included:
a stable lyophilised concentrate of
FBCT?S Xll‘ (ATF’ AHG)l$repi;ed frﬁm "Al| units of source plasma are tested for
pooled human pasma. RS, 16 antibodies to human T cel! lymphotropic virus
the moenograph for drisd Human type |11 (HTLV I11) and found to be negative."
Antihaemoohilic Factor BP. . i
Each vial contains the labelled amount Proposed data sheet text attached.
of antihaemophilic activity in Kadn
Internaticnal Units (one International —=
Unit is the activity equivalent to the This test is now being carried out routinely on
average Factor V11| content of 1ml all plasma collected
/conl
9. I hereby make application for the above licence to be changed in accordance with
the proposals given above and certify that the changes will not adversely affect
the quality of the product.
-gned GRO-C Date 9 January 1986
‘Status Registration Officer
10. The licensing authority *consents to/a edges ycur request to change the

product licsnce as cutlined at 8 above.

Flease retain this form with the £ documents relating to the product
licence as evidence of *approval/nctifteaticn of the change.

Signed:% GROC | Pate:g O MAR 1986

State for Sodd

*elete as appreopriate

6’0«?/4/ PY >
> A OGN
L u-.y

——

ARMOURO001700
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MEDICINES ACTS 1968 AND 1971 FORM MLA 221
(Revised 1984)
APPLICATION TO CHANGE TO PRODUCT LICENCE

Page 1
HIGH POTENCY FACTORATE HEAT TREATED

1 Licence Number: Product Name:
0231/0044 :

2. Mame and Address . .
of Licence Holder: Armour Pharmaceutical Company Limited

St Leonards House
St Leconards Road

EASTBOURNE
East Sussex
BN21 3YG
Telephone Number: (0323) 21422, Ext 299
Tour reference: R86/4 ,

wr
.

Please indicate if you have changed or propose to change any of the following:

Name of Product

]

Activities covered by Licence

.garmaceutical Form D Assembler
Manufacturer Arrangements for Storage
Date of Expiry of Licence Container

Shelf Life or Storage Precautions

4

HOOooDooooonon

Active Ingredients Methed of manufacture

Indications Quality Control Procedures

Desage Finished Product Specification

Conitraindications and warnings Constituent Specification

nooono ooou

Method of Retaill Sale and Supply Excipients

Supplier of Active Ingredients

Other (Specify)
Additional information on data sheet.

On the attached sheet, give the present particulars, the change or propcsed
change and the reascon. Any supporting evidence should be attached to the
application. Please indicate the number of volumes and number of copies sent.
Where the licensee has already completed MLA 201R or the latest versions .of
MLA 201 or MLA 231 (ie Revised 1984) it would be helpful if 3 corrected copies
of the appropriate page could alsc be attached.

TS
-

S For Licensing Autnority oniy:

Route:
Application dated...qsseas e iesa baiassleinss
BECBIVEd . vavia 4vres o eia w5 EE RS 8§ SO R & Pharm:
SEATE 0BT, e v mirsh susmhin o8& Roenil 5 50000 4 drddrs dod Med:

Code-.‘.la.nncnattoonlon--'-Q-u---‘loa-oo-cc

Application Approved

Pharmacist:
Date:
Nacenre.

ARMOURO001701
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6.

N . : ence N :
Name of Product " Eﬁqc Number

IGH POTENCY FACTORATE HEAT TREk+ 0231/0044

T: "Address for reply:
Miss A S Clark
Registration Officer
Armour Pharmaceutical Company Limited
St Leonards House St Leonards Road
EASTBOURNE _Fast Sussex BN21 3YG
3, Give the present product particulars and proposed change. If the change refers
ta particulars on the Schedule of the preduct licence you should give: them
exactly as they currently appear on the licence and how you propose they should
be stated (continue on a separate sheet if necessary). Please attach supporting
evidence to the application and indicate the number of volumes and copies.
Present Prooosed
Presentation Presentation
Jried Human AnTihaemophilic Fraction T .
High Potency Factorate Heat Treated is ?i}gimgifziniobg; ?:i;ﬁégg?]ly Wit Tekiaming
a stable Iyophilised concentrate of '
FacTog x||| (ATF; AHG)Iiripi;ii :r$2 "All units of source plasma are tested for
poote uman p asma.. © n antibodies to human T cell lymphotropic virus
tha monograph for erled twman type 111 (HTLV I111) and found fo be negative."
Antihaemophilic Factor BP. . ’
Each vial contains the labelled amount Proposed data sheet text attached.
of antihaemophilic activity in Reason
International Units (one International ——
Unit is the activity equivalent to the | This fest is now being carried out routinely on
average Factor VII| content of 1ml all plasma collected
/cont
9. I hereby make application for the above licence to be changed in accordance with
the propeosals given above and certify that the changes will not adversely affect
the quality of the product.
<igned Date 9 January 1986
‘Status Registration Officer
10. The licensing authority *consents to/acknowledges your request to change the

product liceancs as cutlined at 8 above.

Please retain this form with the formal documents relating to the product
Licence as evidence of *approval/notificaticn of the change.

Signed: Date:
A person authorised to sign
en behalf of the Secretary of

State for Socizl Services

*Deleta as appropriate

ARMOURO001702
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Present

Presentation (continued)
aliquots of 167 samples of fresh normal plasma, as determined in an international
col laborative study). Each vial also contains sufficient sodium chloride to make

the reconstituted solution approximately isotonic when Water for Injections BP
is added as directed.

This product has been heated at 60°C for 30 hours. This step has been introduced
in order to reduce the risk of transmission of infectious agents.

ARMOURO001703
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HIGH POTENCY FACTORATE HEAT TREATED W

PRESENTATION

Dried Human Antihaemophilic Fraction High Potency Factorate Heat Treated is
a stable lyophilised concentrate of Factor VIII (AHF, AHG) prepared from
pooled human plasma. It conforms to the monograph for dried Human
Antihaemophilic Factor BP.

Each vial contains the labelled amount of antihaemophilic activity in
International Units (one International Unit is the activity equivalent to the
average Factor VIII content of 1 ml aliquots of 167 samples of fresh normal
plasma, as determined in an international collaborative study). Each vial also
contains sufficient sodium chloride to make the reconstituted solution
approximately isotonic when Water for Injections BP is added as directed.

This product has been heated at 60°C for 30 hours. This step has been
introduced in order to reduce the risk of transmission of infectious agents.

All units of source plasma are tested for antibodies to human T cell
lymphotropic virus type III (HTLV III) and found to be negative.

USES

For use in therapy of classic haemophilia (Haemaophilia A).

DOSAGE AND ADMINISTRATION

High Potency Factorate Heat Treated is for intravenous administration only.
As a general rule one unit of Factor VIII activity per kg will increase by 2% the
circulating Factor VIII level, and although dosage must be adjusted according to
the needs of the patient (weight and severity of haemorrhage, presence of
inhibitors) the following general dosages are suggested.

1 Overt bleeding: Initially 20 units per kg of body weight 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 of 40%.

2y Muscle haemorrhages:

(a) Minar haemorrhages in extremities or non-vital areas: 10 units
per kg once a day for 2 or 3 days.

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

(c) Haemorrhages near vital organs (neck, throat, subperitoneal): 20

units per kg, initially; then 10 units per kg every B hours. After 2
days the dose may be reduced by one half.

3. Joint haemorrhages: 10 units per kg every 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.
ARMOURO001704
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4. Surgery: Dosages of 30 to 40 units per kg body weight prior to surgery
are recom mended. 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.

Be Dental extractions: For simple extractions a pre-operative dose of 20-25
units per kg sufficient to raise the Factor VII 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
36 hours after the operation.

Recom mended reconstitution:
Reconstitute High Potency Factorate Heat Treated using the appropriate

quantity of Water for Injections BP as shown below using standard aseptic
precautions.

Nominal amount of antihaemophilic Quantity of Water
activity (International Units) for Injections BP
- (m1)
250 10
500 A 20
1000 30
2000 60

Warm both diluent and High Potency Factorate Heat Treated vials to between
200C and 250C. Direct diluent down the side of the vial and gently rotate the
vial until contents are dissolved. DO NOT SHAKE VIAL. Vigorous shaking will
cause frothing and prolong the reconstitution time. Complete solution usually
takes approximately 10 minutes. The solution is now ready for administration.
If a gel forms on reconstitution, the preparation should not be used. The
solution should be used within 3 hours of reconstitution.

Administration: Standard aseptic techniques should be used at all times.
Intravenous injections: Plastic disposable syringes are recommended with .
Factor VII solution. The ground glass surfaces of all-glass syringes tend to
stick with solutions of this type.

1. Attach a filter needle to a sterile disposable syringe. Insert filter needle
into stopper of Factor VIO vial; inject air and withdraw the reconstituted
solution from the vial.

2 Discard the filter needle and attach a suitable intravenous needle.

3. Administer solution by slow intravenous injection, at a rate comfortable
to the patient and not exceeding 2 m1 per minute.

ARMOURO001705
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Intravenous infusion: The infusion equipment used should comply with that
described in sections 3 or 4 of British Standard 2463: 1962, Transfusion
Equipment for Medical Use.

15 Prepare solution of High Potency Factorate Heat Treated as
recom mended under 'Reconstitution'.

2 Attach suitable infusion set.

3 If more than one vial is to be administered to the same patient the

infusion set may be transferred to a second vial.

4, When infusion of High Potency Factorate Heat Treated is complete, the
infusion set may be flushed with sterile isotonic saline to avoid Tloss of
any of the reconstituted solution.

5. After use, discard infusion set, needles and vials together with any
unused solution.

CONTRA-INDICATIONS, WARNINGS, ETC.

Warning: Factor VII is prepared from human plasma, each donation of which
has been found negative for hepatitis B surface antigen (HBsAg) by the
radioim munoassay (RIA) method. In addition, each batch, after reconstitution
‘as recommended, 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 or
stinging at the infusion site.

Contra-indications: There are no known contra-indications to antihaemophilic
fraction.

Precautions: Factor VII contains low Tevels of group A and B
isohaem agglutinins. When large volumes are given to patients of blood groups
A, B or AB, the possibility of intravascular haemolysis should be considered.
Such patients should be monitored by means of a haematocrit and direct
Coombs test for signs of progressive anaemia.

PHARMACEUTICAL PRECAUTIONS

High Potency Factorate Heat Treated is to be stored at refrigerator
temperature (20C - 69C). When stored as directed, it will maintain its labelled
potency for the dating period indicated on the label but within this period it
may be stored at room temperature (not exceeding 300C or 869F) for up to six
months.

ARMOURO001706
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LEGAL CATEGORY

POM
PACKAGE QUANTITIES

High Potency Factorate Heat Treated is supplied in single dose vials (potency is
stated on each vial label).

FURTHER INFORMATION

Haemophilia A, a hereditary disorder of blood coagulation occurring almost
exclusively in males results in profuse bleeding in joints, muscles or internal
organs as a result of minor trauma. The disease appears to be due to a
deficiency of a specific plasma protein, antihaemophilic factor, Factor VIII:
High Potency Factorate Heat Treated provides temporary replacement of the
missing clotting factor.

Affected individuals frequently require therapy following minor trauma.
Surgery, when required in such individuals must be preceded by temporary
correction of the clotting abnormality with fresh plasma transfusion,
cryoprecipitate or by injections of Factor VIII concentrates. Advantages of the
use of concentrates of Factor VIO are the avoidance of hyper-proteinaemia,
overloading the circulatory system and possible kidney dysfunction resulting
from Targe volume transfusions.

Several different concentrations of Factor VIII have been used successfully.
These range from Fraction 1 of Cohn to highly purified potent preparations.
Dried Human Antihaemophilic Fraction - High Potency Factorate Heat Treated
is a purified preparation with Tower levels of fibrinogen and other non-AHF
protein per international unit than 'Intermediate Purity' AHF preparations.

PRODUCT LICENCE NUMBER 0231/0044
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