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introduction

During my evidence to the Inquiry on 29" August 2007, | agreed to provide examples
of warning literature held by SNBTS. A number of examples are attached. These are

listed below. Original documents are available for inspection if necessary. Two copies
are provided for the inquiry, one (version 1a) in which the warnings are highlighted

and another (version 1b) in which the copies are unmarked.
1. SNBTS Documents

(a) Product Licence Applications (extracts)

Extracts from the initial product licence applications submitted by SNBTS for
coagulation factor concentrates are attached. These extracts demonstrate that
warnings concerning hepatitis were included in licence applications that were
submitted to the Medicines Control Agency. The following documentation is
attached:

SNBTS Factor VIl concentrate, unheated: PLA of 30" March 1978.

SNBTS Factor IX concentrate, unheated: PLA of 30" October 1978.

(b) SNBTS Product leaflets

Copies are attached of leaflets supplied with the following SNBTS products:
Factor VIl concentrate, unheated

Factor VIl concentrate, dry-heated at 68°C

Factor IX concentrate, unheated

Factor IX concentrate, dry-heated at 80°C

(c) SNBTS vial labels

Copies are attached of vial labels for the following SNBTS products
Factor VIill concentrate, unheated

Factor VIl concentrate, dry-heated at 68°C

Factor IX concentrate, unheated

(c) SNBTS Carton

Copies are attached of the carton in which vials were packaged:
Factor VIl concentrate, unheated (side, front & top)

Factor VIIlI concentrate, unheated (side, back & base)
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2. Commercial Company Product Data Sheets (miscellaneous)

Copies of product information leaflets provided with a number of commercial
products are attached. A number of USA leaflets are included as well as those
used in UK for comparative purposes.

Copies of the following leaflets are attached:

{(a) Alpha Therapeutic

Factor VIl concentrate, unheated (Profilate) — USA leaflet (1979)
Factor VIII concentrate, (Profilate heat-treated) — UK data sheet (1986)

(b) Baxter (Hyland/Travenol)

Factor VI concentrate, unheated (Hemofil) — UK data sheet (1977)
Factor VIl concentrate, unheated (Hemofil) — USA leaflet (1975).

(c) Cutter (Miles/Bayer)

Factor VIII concentrate, unheated (Koate) — USA leaflet (1978)
Factor VIl concentrate, dry-heated at 68°C (Koate-HT) — UK data sheet (1985)
Factor IX concentrate, unheated (Konyne) — USA leaflet (1978)

(d) Immuno Ltd

Factor VIII concentrate, unheated (Kryobulin) — UK data sheet (1979)
Factor IX concentrate, unheated (Prothromplex) — UK data sheet (1979)
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1. Examples of Warnings in Documents

Provided by SNBTS
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BEDICTUBS ACt 1968 amd 197Y - APPLIOATION FOR PRODDUT LIOEBCR Page !

Nems of Product Human Antihaemophilic Factor: Factor VIII (Lyophilised)

1.2.

Pull zame and sddrves of
proposed 1ieence holder: Committee of Management

Scottish Health Service
Common Services Agency
Trinity Park House
South Trinity Road
EDINBURGH

EH5 3PY

Scottish National Blood Transfusion Service

1.3,  fTrading etylo to be sbown e
liconoe if 41ffereat frem sdove: Protein Fractionation Centre
21 Ellen's Glen Road l
EDINBURGH i
| EH17 7QT i
- ~
1.4, Role of proposed licesscs bolder: ¢
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information ocotaioed in or furnishsd in c@msotion with the appliostiom.
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Troduet Partiowiare
¥awe of Produwot; Human Antihaemophilic Factor: Factor VIII

(Lyophilised)

Pharmaceusical fere: The product 1s a dry powder or white
friable solid dispensed as a single dose unit for
intravenous injection after resolution using "water for
injection”, and is in a form suitable for administration

to human beings.
Active demstituents; Human blood coagulation factor VIII as

expressed in international units from the extant
British standard for factor VIII activity. The product,
should dissolve at room temperature to produce a clear
or slightly opalescent solution in 15 minutes when
treated as described in the British Pharmacopoeia (1973)
page 65.

sene: The material 1s intended for the repair of
deficiencies of the coagulation factor VIII as
encountered in persons having the condition known as
Haemophilia A. It 1s intended for administration by

the intravenous route,

Reocumandad deeo
ap4 dosage sckeduls: There 18 no recommendation for dosage

beyond that required to achieve adequate haemostasis in
the patient as judged by clinical manifestation or by
laboratory assessment,

Contra-iedivations,
Precautions end Warmirge, Ilhere are no contra-indications.

Warnings include storage below 5§ C, reconstitution by
addition of pyrogen free distilled water, the material
should not be infused 1f a gel forms on golution and
should be discarded if it is not used within three
hours of preparation of solution. Produv.. may carry
the risk of transmitting serum hepatitis.

Nothed of retail sale
or supply: The product 1s distributed free of chargeg

to the Haemophilia Treatment Centres through the agency
of Regional Transfusion Centres.

Ranufaciurer of
dosage form) Scottish National Blood Transfusion Service,

Protein Fractionation Centre
21 Ellen's Glen Road
EDINBURGH

EH17 7QT

i v
GRO-C .

)
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APPENDIX II

PROPOSED PACKAGE LEAFLET INSERT
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HUMAN ANTIHAEMOPHILIC FACTOR -~ FACTOR VIII CONCENTRATE (LYOPHILISED)

Description

This preparation, which is rich in coagulation factor VIII is recovered from
frozen indated human plasma by the Scottish National Blood Transfusion Service
at the Protein Fractionation Centre, Edinburgh. The method of preparation is
based on extraction from''? controlled cryoglobulin precipitate made from plasma
volumes requiring up to 1 200 donations of plasma.

All plasma used for preparation of factor VIII concentrate is derived from

blood collected from volunteer donors and has been screened for the presence

of the HB surface antigen using reverse passive haemagglutination or
radioimmunoassay and the preparation has also been examined by more searching
techniques applied in at least two laboratories external to the laboratory of
manufacture. Nevertheless none of these tests are of sufficient sensitivity to
eliminate the possibility of transmitting hepatitis. Methods for examination of
the product continue to be developed but the risk of transmission cannot be
disregarded.

Factor VIII concentrate contains natural blood group antibodies derived from

the plasma of origin. The amounts present are not significant except in
circumstances where very large volumes are being administered over a long period
(as in major surgery). In such circumstances patients of the blood groups

A, B or AB should be observed for evidence of intravascular haemolysis.

Storage

Factor VIII concentrate should be stored in the dark at temperatures below 5°C.
Maintenance of potency is best achieved at temperatures below -35 C but at
least 90% of the stated potency should be recoverable after 12 months storage
at temperatures between 2 and 5°C. It should not be stored for prolonged
periods in the range of +1 to -1°C and the accompanying vial of water for
reconstitution cannot be stored safely below 0°C,

Resolution from the Dry State

If the material has been stored below freezing point it should be allowed to
remain at room temperature for at least 15 minutes before resolution is commenced.
The volume of water stated on the label, which is calculated to provide a solution
approximately isotonic with human plasma, should be added by aspiration from the
accompanying vial and addition to the dry powder using a syringe and employing
strict aseptic techniques. The addition of water should be a gentle process. The
bottle containing the mixing solution should be rolled gently on a flat surface
using the palm of the hand so that at least three complete revolutions occur, It
should then be allowed to stand without further agitation.

After approximately five minutes the solution should be seen to have become
slightly opalescent but with no solid material visible. If a clot or gel 1is seen
to form the solution should not be used for clinical administration but should be
returned and a report made of the incident to the Transfusion Centre or Haemophilia
Treatment Centre from which the product was obtained or directly to the Protein
Fractionation Centre.

|. e
.
e

Where/
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Where more than one container is required to provide a clinical administration
there may be advantage in pooling the contents of several containers but this

should be done using care to avoid microbiological contamination. The volume

of the concentrate collected into one pool should not be greater than will be

administered within a period of two hours following resolution.

Reconstituted factor VIII concentrate solution should not be stored.

Administration

Factor VIII concentrate should be administered as soon as practicable after
solution is complete and should continue slowly at a rate not exceeding
3ml/minute. A slower rate is to be recommended for the first administration

of a series. The administration should be by intravenous injection or infusion
using plastics or siliconised glass equipment. A catheter or butterfly needle
may be used for injection. Continuous infusion over long periods is to be
avoided and the product should not have addition made to it nor should it be
added to other infusion fluids.

The actual volume of solution required for any administration depends on the
haemophiliac status of the individual patient and the purpose of treatment.

As a general guide it can be stated that, in a patient without active haemorrhage,
an infusion of 1 international unit per kilogramme body weight will produce an
average increase of about 2 IU/100 ml of plasma. Presence of abnormally low
response in absence of blood loss from the circulation may indicate the presence
in the patient of an antibody specific to factor VIII. Treatment will require

to be repeated at varying intervals to maintain the required concentration

of factor VIII activity in the plasma. Intervals between administrations are
usually 4, 8, 12 or 24 hours as appropriate.

Side Effects,

Complications in the use of factor VIII concentrate are rare. Apart from the
general complications of hepatitis and intravascular haemolysis (see above)
some patients may occasionally experience slight irritation at the site of
injection. A transitory headache or nausea following the administration of
factor VIII concentrate has also been reported and for individual patients

this appears to be related to a particular batch of the product.

References

1. Newman, J., Johnson, A.J., Karpatkin, M.H. and Puszkin (1971) British Journal
of Haematology 21: 1-~20.

2. James, H.L. and Wickerhauser, M. (1972) Vox Sanguinis 23: 402-412

Scottish National Blood Transfusion Service
Protein Fractionation Centre

21 Ellen's Glen Road

EDINBURGH

EH17 7QT

PRSEO0003793_0009



LIT.001.4497

W4
MEOICTRED A07 1966 end 19Tt - AFPLIGATION FOX PAOIT LICBNRA Page ¢

v.1. Wese of Predoct Human Factor IX Concentrate (DE.F.IX)

' ond sdfrees of
' w;;w beléw; Coumittee of Management

Scottish Health Service
Common Services Agency
Trinity Park House
South Trinity Road
EDINBURGH

EHS 3PY

1.3, 2704158 etyle $o b0 shown ea S8cottish National Blood Transfusion Service
1iconse if diffvreat femm ddove: DProtein Fractionation Centre
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2

2.2

2.3

2.4

.4

2.6

29

2.8

Rreimat Parkdenare

Heme of Prodwet: Human Factor IX Concentrate (DE.F.IX)

phareassetisal fesmy The product is a dry powder or white
friable solid dispensed as a single dose unit for
intravenous injection after resolution using "water for
injection”, and is in a form suitable for administration

to human beings.
Aotive Sanatitecate: Human blood coagulation factors II, IX

and X expressed in international units from the extant
British standard for factor IX activity. The product,
should dissolve at room temperature to produce a clear
or slightly opalescent solution in 5 minutes when
treated as described in the British Pharmacopoeia (1973)
page 65. _

s+¢: The material is intended for the repair of
deficiencies of the coagulation factor IX as
encountered in persons having the condition known as
Haemophilia B, It is intended for administration by
the intravenous route. It is also used on physician
Judgement for repair of other acquired deficiencies of
factor IX.

Rotemmeadod Seso
end 4seage oebodnle; There 18 no recommendation for dosage

beyond that required to achieve adequate haemostasis in
the patient as judged by clinical manifestation or by
laboratory assessment.

Contro-indiseliiced , o
Precontieas end varaings; Warnings include storage below 5 C,

reconstitution by addition of pyrogen free distilled
water, the material should not be infused if a gel forms
on solution and should be discarded if it is not used
within three hours of preparation of solution. Product
may carry the risk of transmitting serum hepatitis.

There is slight generic risk of diffuse intravascular
o‘gmlt.hl.lowing use of products of this type.

o supply: The product is distributed free of charge to
Haemophilia Treatment Centres through the agency of
Regional Transfusion Centres,

tasf asturer of
dssege forTO: Scottish National Blood Transfusion Service

Protein Fractionation Centre
21 Ellen's Glen Road
EDINBURGH

EH17 7QT

Applicanto vefersaco b {20 o waw_ 1)__ QOR/T8

GRO-C

Appliesnto SgRAtAPS L oo e . ‘g
o &t

[

Wd 201 page 2
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APPENDIX III

PROPOSED PACKAGE LEAFLET INSERT
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HUMAN FACTOR IX CONCENTRATE - DE.F.IX

Description

This preparation, which 18 rich in coagulation factors II, IX and X is recovered
from frozen indated human plasma by the Scottish National Blood Transfusion Service
at the Protein Fractionation Centre, Edinburgh. The method of preparation is based
on extraction by absorption from plasma volumes requiring up to 720 donations of
plasma”.

All plasma used for preparation of factor IX concentrate is derived from blood
collected from volunteer donors and has been screened for the presence of the HB
surface antigen using reverse passive haemagglutination or radioimmunoassay and the
preparation has also been examined by more searching techniques applied in at least
two laboratories external to the laboratory of manufacture. Nevertheless none of
these tests are of sufficient sensitivity to eliminate the possibility of
transmitting hepatitis. Methods for examination of the product continue to be
developed but the risk of transmission cannot be disregarded.

Storage

Factor IX concentrate should be stored in the dark at temperatures below 5o C.
Maintenance of potency is best achieved at temperatures below ~35 C but at least
90% of the stated potency should be recoverable after 24 months storage at
temperatures between 2 and 5 C. It should not be stored for prolonged periods in
the range of +1° to -1 C and the accompanying vial of water for reconstitution
cannot be stored safely below O C.

Resolution from the Dry State

If the material has been stored below freezing point it should be allowed to remain
at room temperature for at least 15 minutes before resolution is commenced. The
volume of water stated on the label, which is calculated to provide a solution
approximately isotonic with human plasma, should be added by aspiration from the
accompanying vial and addition to the dry powder using a syringe and employing
strict aseptic techniques. The addition of water should be a gentle process. The
bottle containing the mixing solution should be rolled gently on a flat surface
using the palm of the hand so that at least three complete revolutions occur. It
should then be allowed to stand without further agitation.

After approximately two minutes the solution should be seen to have become slightly
opalescent but with no solid material visible. If a clol or gel is seen to form the
solution should not be used for clinical administration but should be returned and

a report made of the incident to the Transfusion Centre or Haemophilia Treatment
Centre from which the product was obtained or directly to the Protein Fractionation
Centre.

Where more than one container is required to provide a clinical administration

there may be advantage in pooling the contents of several containers but this should
be done using care to avoid microbiolical contamination. The volume of the
concentrate collected into one pool should not be greater than will be administered
within a period of one hour following resolution.

Reconstituted/
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Reconstituted factor IX concentrate solution should not be stored.
Administration

Factor IX concentrate should be administered as soon as practicable after solution
is complete and should continue slowly at a rate not exceeding 3 ml/minute. A
slower rate is to be recommended for the first administration of a series. The
administration should be by intravenous injection or infusion using plastics or
siliconised glass equipment. A catheter or butterfly needle may be used for
injection. Continuous infusion over long periods is to be avoided and the product
should not have addition made to it nor should it be added to other infusion fluids.
It may be diluted using saline injection BP but should be administered quickly
following dilution.

The actual volume of solution required for any administration depends on the status
of the individual patient and the purpose of treatment. Treatment may require to

be repeated at varying intervals to maintain the required concentration of factor IX
activity in the plasma. Intervals between administration are usually 4, 8, 12 or

24 hours as appropriate.

Side Effects

Complications in the use of factor IX concentrate DE.F.IX are rare, Apart from the
general complications of hepatitis products containing concentrations of coagulation
factor IX have a well documented reputation for causing diffuse intravascular
coagulation or thrombosis at the injection site. Although factor IX concentrate
(DE.F.IX) has not been implicated in episodes of this nature the reason of freedom
from such side-effect is not known and caution in use is advised; especially in
circumstances where the recipient may have liver disease or any acquired deficiency
of factor IX,.

Heparin

This product does not contain heparin,
Reference
1. Middleton, S.M., Bennet, I.H. and Smith, J.K. (1973) Vox Sang. 24 : 441-456.

Scottish National Blood Transfusion Service
Protein Fractionation

21 Ellen's Glen Road

EDINBURGH

EH17 7QT

|
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HUMAN ANTIHAEMOPHILIC FACTOR — FACTOR VIiI CONCENT RATE

(LYOPHILISED!

Description

This concentrate which is rich in coagulation factor VIII is prepared from frozen indated
human plasma by the Scottish National Blood Transfusion Service at the Protein Fractionation
Centre, Edinburgh. The method of preparation is based on extraction from controlled cryoglo-
bulin precipitate {1, 2) recovered from plasma volumes reguiring up to 4000 donations of
plasma.

All plasma used for preparation of factor VII! concentrate is derived from blood collected
from volunteer donors and has been screened for the presence of the HB surface antigen using
a radicimmunoassay and the preparation has also been examined by more sensitive techniques
applied in at least two laboratories external to the place of manufacture, Nevertheless none of
these tests are of sufficient sensitivity to eliminate the possibility of transmitting hepatitis,
Methods for examination of the product continue to be developed but the risk of transmission
cannot be disregarded.

Factor VIIl concentrate contains naturai biood group antibodiesderived from the piasma
of origin. The amounts present are not significant except in circumstances where very large
volumes are being administered over a long period {(as in major surgery). In such circumstances
patients of the blood groups A, B or AB should be observed for evidence of intravascular
haemolysis.

The reconstituted product contains not more than 60gl i total protein less than 200 m,
mol/| sodium ions and not more than 50 m, moi/i citrate ions.

Storage

Factor VIl concentrate should be stored in the dark at temperatures below 5°C, Main-
tenance of potency is best achieved at temperatures below —359C but at least 90 per cent of
the stated potency should be recoverable after 12 months storage at temperatures between O

and 59C. The accompanying vial of water for reconstitution cannot be stored safely below
QocC.

Resolution from the Dry State

If the material has been stored below freezing point it should be allowed to remain at
room temperature for at [east 15 minutes before resolution is commenced. The volume of water
stated on the label, which is calculated to provide a solution approXximately isotonic with
human plasma, should be added by aspiration from the accompanying vial and added to thedry
powder using a3 syringe, employing strict aseptic techniques. The addition of water should be a
gentle process. The bottie containing the mixing solution should be rolled gently on a fiat
surface using the palm of the hand so that at least three complete revolutions occur. [t should
then be allowed to stand without further agitation.

Within twenty minutes the solution should be seen to have become slightly opalescent
but with no solid material visible. if a clot or gel is seen to form the solution should not be
used for clinical administration but should be returned and a report made of the incident to
the Transfusion Centre or Haemophilia Treatment Centre from which the product was
obtained.

Where more than one container is required to provide a clinical administration there may
te zdvantage in pooiing the contents of several containers but this should be done using care to
avoid microbiological contamination, The voiume of the concentrate collected into one pool
shouid not be greater then wiil be administered within a period ¢f two hours following resolution.

Reconstituted factor Viil concentrate solution should not be stored.

Administration

Factor Vill concentrate should be administered as soon as practicable after solution is
compiete and shouic continue slowly at a rate not exceed ng 3mifminute, A slower rate is to be
recommended for the first administration of a series, The administration should oe by intra-
venous injection or infusion using piastics or siticonised glass equipment. A catheter or butterfly
needle may be used for iniection. Continuous infusion over iong periods is to be avoided and the
product should not have additicn made to it nor should it be added to other infusion fluids.

The actual volume of solutior reGuired for any administration depends on the haemophiiiac
status of the individual patient and the purpose of treatment. As a general guide it can be stated
that, in a patient without active haemorrhage, an infusion o7 1international unit per kilogramme
body weight will produce an average increase of about 2 |U/100 ml of plasma. Presence of
abnormaily low resporse in absence of blood loss from the circuiation may indicate the presence
in the patieat of an antibody specific to factor Viti. Treatment will require to be repeated at
varying intervals to maintain tae required concentration of factor VIII activity in the plasma,
intervals between administration are usually 4, 8, 12 or 24 hours as appropriate.

Side Effecs

Complications in the use of factor Viil concentrate are rare. Apart from the general
complications of hepatitis and intravascular haemotysis {see above) some patients may occasion-
atiy experience slignt irritation at the site of injection. A transitory headache or nausea foliow-
ing the administration ot factor VIil concentrate has also been reported and for individual
patients this appears to be related to a particular batch of the product.

References

1. Newman, J. Johnson, A. J,, Karpatkin, M, H, and Puszkin (1971} British Journal of
Haematology 21:1-20,

2. James, H. L. and Wickerhauser, M, {1972) Vox Sanguinis 23:402-412,

Scottish National Blood Transfusion Service,
Protein Fractionation Centre,

21 Ellen’s Glen Road,

Edinburgh EH17 7QT.

P.F.C.358 Waddie & Co. Prod.Lic.3473/0007

PRSE0003793_0015
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HUMAN ANTIHAEMOPHILIC FACTOR ~ FACTOR VIII CONCENTRATE — HT
{LYOPHILISED)

Description

This concentrate which is rich in coagulation factor Viii is prepared from frozen
indated human plasma by the Scottish National Blood Transfusion Service at the Pro-
tein Fractionation Centre, Edinburgh. The method of preparationis based on extraction
from controlled cryoglobulin precipitate {1, 2) recovered from plasma volumes requiring
up to 4000 donations of plasma.

Aill plasma used for preparation of factor VIII concentrate is derived from blood
collected from volunteer donors and has been screened for the presence of the HB
surface antigen using a radicimmunoassay and the preparation has also been
examined by more sensitive techniques applied in at least two laboratories.

The product has been heat treated at 68°C for twenty-four hours in the dried state
{3) but it cannot be assumed that the product is non-infective.

Factor VIIt concentrate contains natural blood group antibodies derived from the
plasma of origin. The amounts present are not significant except in circumstances
where very large volumes are being administered over a long period {as in major
surgery). In such circumstances patients of the blood groups A. B or AB should be
observed for evidence of intravascular haemolysis.

The reconstituted product contains not more than 60g/l total protein, not more than
40g/t sucrose, less than 200 m.mol/l sodium ions and fess than 50 m.mol/t citrate ions.

Storage

Factor VIl concentrate should be stored in the dark at temperatures below 5°C,
Maintenance of potency is best achieved at temperatures below -35°C but at least 90
per cent of the stated potency shouid be recoverable after 12 months storage at
temperatures between 0 and -5°C. The accompanying vial of water for reconstitution
cannot be stored safely below 0°C.

Resolution from the Dry State

If the material has been stored below {reezing point it should be allowed to remain
atroom temperature for at least 15minutes before resolution is commenced. The volume
of water stated on the label, which is calculated to provide a solution approximately
isotonic withhuman plasma, should be added by aspiration from the accompanying viai
and added to thc dry powder using a syringe, employing strict aseptic techniques. The
addition of water should be a gentle process. The bottle containing the mixing sotution
should be rolled gently on a flat surfaceusing the palm of the hand-so that at least three
complete revolutions occur. It should then be allowed to stand without further
agitation.

Within twenty minutes the solution should be seen to have become slightly
opalescent but with no solid material visible. If a clot or gel is seen to forr the solution
should not be used for clinical administration but should be returned and a report made
of the incident to the Transfusion Centre or Haemophilia Treatment Centre from which
the product was obtained.

Where more than one container is required to provide a clinical administration
there may be advantage in pooling the contents of several containers but this should be
done using care to avoid microbiological contamination. The volume of the concentrate
collected into one pool should not be greater than will be administered within a period
of two hours following resolution.

Reconstituted factor Vil concentrate solution should not be stored.

Administration

Factor VIII concentrate should be administerec¢ as soon as practicable after sotu-
tion is complete and should continue slowly at a rate not exceeding 3ml/minute. A
slower rate is to be recommended for the first administration of a series. The
administration should be by intravenous injection or infusion using plastic or
stliconised glass equipment. A catheter or butterfly needle may be used for injection.
Continuous infusion over long periods is to be avoided and the product should not have
addition made to it nor should it be added to other infusion fluids.

The actual volume of solution required for any administration depends on the
haemophiliac status of the individual patient and the purpose of treatment. As a
general guide it can be stated that, in a patient without active haemoirhage, an infusion
of 1international unit per kilogramme body weight will produce an average increase of
about 21U/700 ml of plasma. Presence of abnormally low response in absence of blood
loss from the circulation may indicate the preserce in the patient of an antibody
specific to factor V. Treatment will require to be repeated at varying intervals to
maintain the required concentration of factor VIil activity in the plasma. Intervals bet-
ween administration are usually 4, 8, 12 or 24 hours as appropriate.

Side Effects

Complications in the use of factor VIl concentrate are rare. Apart from the genera!
complications of hepatitis and intravascular haemolysis {see above) some patients may
occasionally experience slight irritation at the site of injection. A transitory headache or
nausea following the administration of factor Vill concentrate has also been reported
and for individual patients this appears to be related to a particular batch of the
product.
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HUMAN FACTOR IX CONCENTRATE—DE.F.IX

Description

This preparation, which is rich in coagulation factors 11, IX and X is recovered from frozen
indated human plasma by the Scottish Blood Transfusion Service at the Protein Fractionation
Centre, Edinburgh. The method of preparation is based on extraction by adsorption from plasma
volumes requiring up to 6000 donations of plesma’.

All plasma used for preparation of factor iX concentrate is derived from blood collected from
volunteer donors and has been screened for the presence of the HB surface antigen using
radiocimmunoassay and the preparation has also been examined by more searching techniques
applied in at least two lzboratories external to the place of manufacture. Nevertheless none of
these tests are of sufficient sensitivity to eliminate the possibility of transmitting hepatitis,
Methods for examination of the product continue to be developed but the risk of transmission
cannot be disregarded.

The reconstituted product contains 300 iu Factor X, notless than 200 iu Factor Il and not less than
200 iu Factor X, it contains not more than 20g/I total protein, less than 80 m.mol/| citrate ions and
less than 50 m.mol/| phosphate ions.

Storage

Factor IX Concentrate should be stored in the dark at temperatures below 5°C. Maintenance
of potency is best achieved at temperatures below—35°C but at least S0 per cent of the stated
potency should be recoverable after 12 months storage at temperatures between 2 and 8°C. it
should not be stored for prolonged periods in the range of + 1% to—1°C and the accompanying
vial of water for reconstitution cannot be stored safely below 0°C.

Indications
Human Factor X Concentrate—DEFIX is issued for treatment of congenital factor IX
deficiency (Haemophilia 8}.

Resolution from the Dry State

if the material has been stored below ireezing point it should be allowed to remain at room
temperature for at least 15 minutes before resolution is commenced. The volume of water stated
on the label, which is calculated to provide a solution approximately isotonic with human plasma,
should be added by asgiration from the accompanying vial and addition to the dry powder using a
syringe and employing strict aseptic techniques. The addition of water should be a gentle
process. The bottle containing the mixing solution should be roiled gently on a flat surface using
the palm of the hand so that at least three complete revolutions occur. it should then be ailowed to
stand withoutfurther agitation.

Within ten minutes the solution should be seen to have become slightly opalescent but with
no solid material visible. If a clot or gel is seen to form the solution should not be used for clinical
administration but should be returned and a report made of the incident to the Transfusion Centre
or Haemophilia Treatment Centre from which the product was obtairied or directly to the Protein
Fractionation Centre.

Where more than one container is required to provide a clinicai administration there may be
advantage in pooling the coritents of several containers but this should be done using care to
avoid microbiological contamination. The voluma of the concentrate collected into one pool
should not be greaterthan will be administered withina period of three hours following resolution.

Reconstituted Factor IX Concentrate solution should not be stored.

Administration

Factor 1X Concentrate should be administered as soon as practicable after solution is
complete and should continue slowly at a rate not exceeding 3ml/minute. A slower rate is to be
recommended for the first administration of a series. The administration should be by intravenous
injection or infusion using plastics or siliconised glass equipment. A catheter or butterfly needle
may be used for injection. Continuous infusion over long periods is to be avoided and the product
should not have addition made to it nor should it be added to other infusion fluids. it may be
diluted using sodium chloride injection BP but should be administered quickly following dilution.

The actual volume of solution required for any adminis:ration depends on the status of the
individual patient and the purpose of treatment, Treatment may require to be repeated at varying
intervals to maintain the required concentration of factor IX activity in the plasma. Intervals
between administration are usually 4, 8, 12 or 24 hours as appropriate,

Side Effects

Complications in the use of Factor {X Concentrate DEFIX aie rare. Apart from the general
complications cf hepatitis, products containing concentrations of coagulation factor IX have a
well documented reputation for causing diffuse intravascular coagulation or thrombosis at the
injection site. Although factor IX concentrate (DEFIX) has not been implicated in episodes of this
nature the reason of freedom from such side-effects is not known and caution in use is advised;
especiailly in circumstances where the recipient may have liver disease.

Heparin
This product does riot contain heparin,

Reference
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HEAT TREATED
HUMAN FACTOR IX CONCENTRATE (H.T. DE.F.IX)

Description This preparation, which is rich in coaguiation factors §, IX and X is recovered
from frozen indated human piasma by the Scottish National Blood Transfusion Service atthe
Protein Fractionation Centre, Edinburgh. The method of preparationis based on extraction by
adsorption from plasma volumes requiring up to 25,000 donations per batch.

Allplasma used for preparation of factor IX concentrate is derived from blood collected from
volunteer donors and has been screened for the presence of the Hepatitis B surface antigen
using a radicimmunoassay and the preparation has aiso been examined for this antigen by
more searching techniques appliedin at least two laboratories. In addition, product, plasma
pools and individual plasma donations are tested for the presence of antibody to HTLVIIl. The
producthas been heat-treated at 80°C for 72 hours in the freeze dried state. This treatmentis
expected to inactivate viruses associated with the Acquired immune Deficiency Syndrome
{HTLVII, LAV, ARV) {2, 3, 4). The effect of this heat-treatment on Hepatitis 8, and Hepatitis, non
A-non B has still to be elucidated and therefore, this product cannot be assumed to be non-
infective with regard to the hepatitis viruses.

The reconstituted product contains 300 iu Factor IX, notless than 200 iu Factor lland notiess
than 200tu Factor X. Anti-Thrombin iilisaddedataconcentrationnogreaterthan S iu per vial. It
contains not more than 25g/| total protein, iess than 80 m.mol/l citrate ions and less than 50
m.moi/l phosphate ions.

Storage Factor IX Concentrate should be stored in the dark at temperatures below 5°C.
Maintenance of potency isbest achieved attemperaturesbelow - 35°C but atleast 90 per cent
ofthe stated potency should be recoverabie after 12 months storage attemperaturesbetween
2°Cand5°C. it should not be stored for prolonged periodsin the range of + 1°Cto-1°Candthe
accompanying vial of water for reconstitution cannot be stored safely below 0°C.

Indications Human Factor IX Concentrate~H.T. DEFIX is issued for treatment of congenitai
factor iX deficiency {Haemophilia 8j.

Resolution Fromthe Dry State Ifthe material has been stored below freezing point it should
be allowed to remain at room temperature for at least 15 minutes before resolution is com-
menced. The volume of water stated on the label, which is calculated to provide a solution
approximately isotonic with human plasma, should be added by aspiration from the accom-
panying vial and addition to the dry powder using a syringe and employing strict aseptic
techniques. The addition of water should be a gentle process. The bottle containingthe mixing
solution should be rolled gently ona flatsurface using the palm of the hand sothatatleastthree
complete revolutions occur. it should then be allowed to stand without further agitation.

Within ten minutes the solution shouid be seen tohavebecome slightly opalescent but with no
solid material visible. If a clot or gelis seen to form the solution shouid not be used for clinicat
administration but should be returned and a report made of the incident to the Transfusion
Centre or Haemophilia Treatment Centre from which the product was obtained.

Where more than one container is required to provide a clinical administration there may be
advantage in pooling the contents of several containers put this should be done using care to
avoid microbiological contamination. The volume ofthe concentrate collected into one pool
should not be greater than will be administered within a period of three hours following
resolution.

Reconstituted Factor IX Concentrate solution should not be stored.

Administration Factor X Concentrate should bz administeredas soon as practicabile after
solutionis complete and should continue slowly atarate notexceeding 3 mi/min. A slower rate
is to berecommended for the first administration of a series. The administration shouldbe by
intravenous injection or infusion using plastics or siliconised glass equipment. A catheter or
butterfly needle may be used for injection. Continuous infusion over long periods is to be
avoided and the product should not have addition made to itnor shouldit be added to other
infusion fluids. it may be diluted using sodium chloride injection BPbutshouid be administered
quickly following dilution.

The actual volume of solution for any administration depends on the status of the individual
patientandthe purpose oftreatment. Treatmentmayrequiretoberepeated atvaryingintervals
to maintain the required concentration of factor [X activity in the plasma. Intervais between
administration are usually 4, 8, 12 or 24 hours as appropriate.

Side Effects Apart from the general compiications of virus transmission {discussed above)
products containing concentrations of coagulation Factor IX have a well documented
reputation for causing disseminated intravascular coagulation or thrombosis at the injection
site. Unheated FiX {DEFIX) manufactured by the Scottish National Blood Transfusion Service,
had a goodsafety record for products of this type. Laboratory data and evaluation in an animal
mouct both suggestthat HT DEFIXis superior inthisrespecttothe unheated product. However,
as HT DEFIX is a new product, caution inuse is advised, especially in circumstances where the
recipient meav have liver disease, until complete freedom from such side-effects has been
confirmed.

Heparin  This product does not contain heparin.
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PRESCERIBING INFORMATION

Antihemophiiie

Faetor (Human)
Lyophilized

Profiiate

DESCRIPTION

Antihemophilic Faclor {Human) Pecliate * is a siaoie ireers
dned concentrate of -acior VI (AR, AHG) Dreparatt kom
pooled prasma Dy Cryonreciiiaion ot ine or
4s subsequent purthicain and concenrahcn Ly cheny
means.

This producltis prepared kom units of human Oiasma wixch
have been tested and found nonreaciive for hepahints B sur-
face anligen (HBsAg) by FDArequited test. However. pre-
sentty avaiiable rmethods are not sensilive enough (o vetec:
ait units of potentialiy nfecticus plasma, and the sk o
transmitting hepantis s sttt present

ACTIONS
Antihemophisic Facior (Factar Vi) :s @ constituers of norre
plasma reGured 1O dotting, Trne a

hazaros of hemoirhage. Foliowing agmunsiracon. the
disappearance ene of Factor Vili from the piasma s of:dis
iy abont eght haurs.

INDICATIONS

Antnemophitic Factor{Human) Prokiate® 1s mcficated sct
lor the prevention and conlrol of bleeding = patierts
moderate or severe Factor Vit deficiency due fo ¢
A, or acquired Facior VI deficiency. Antihernoniv:
{Hizmany s not indicated 1 the manageriient of ©
patients with venvvitebrand's disease.

CONTRAINDICATIONS
There afe NG known conraindications io dxe 1:s¢ of Anti-
hemopnitic Factor (Human)

WARNINGS

Viral hepaitis may De r2nsnutted ) thas oot Pt
wath mild deficiencies. who consequently have not recersec:
muitpte  transius:ons of blood or biood products, are at
gieatest risk-¥ In Inhis situation, the benefits of Ant-
herophitic Factor {Human) adrenistrat:on ust Be care-
fuily weighed against the sk of virat hepatt
donor products shouid be wreferentially uisiaad v.
teasioie.

PRECAUTIONS

at grate exceeding 10 mil aunute. Rigguds
1ESU): in vasoniolor feactiens.
Approxmaltely tveto eght percent of hamaor
deveiop niLtOrS (6 Factor Yt Radely o
acquire siavlar inhidizors. The management ¢f §
DTS requires cargut tononng. espacally § suigcat
procedures are indicated. In patents witty ICLS the re-
sponse 10 Aatihemophiiic Factor (Human) may de o
iess than would otherwise be expected and arger coses are
ofter: required. Palients wih xgh inhiddor levels misy not
respond 0 Anthemophiie Factor (Human) at R
Nursing personnet and olhers who administer this malerai
shoutd exercise appropriale caution in panding becarise of
ihe risk Of exposure to weai hepalitis.

ADVERSE REACTIONS

Adverse reactions can mctude urticana . igver ¢
fauses, woImiing. headacne. somnnience or lehargy Some
pakents develop (eacuons of @ maa nawre foliowng
+pg adosnistcaion ol Anthermopnitic Facior {Hhiman) ™
faiverse reactions may be on anatierQ:cbasis. 1 & reacion
s noted and the patient requires add:tionat Astiy
h actor{Human). product irom a dilerentiot so
admuistered.

Massive cdosas et rarely (esulles N souse Ho
anemia. creased ovleeding tendency of hiypert
mogenar
Poftate > does ol contan blosy group scagyiuinns and
wdrer:iarge and.or frequent doses are requved t patienis of
oicodi Grows A B a AB, he palient i3 e 2onmiored for
signs of inavasculat hemoiysis and fatogy ner
3 ¢ s congwon occur. thus leading o progress

WG G2

DOSAGE AND ADMINISTRATION

Ansihessopitiic Factor (Human) Profitate™ must be admnss-
tered ini@venousty At icee hours folivesng (@Constie-
ion with the dituent supptied. Prolifate? may be achmus-
reres erier by inzeclior: (R3S syenge only; or miusen.

Zacn okile of Frofitale” s labele d with tre iolal «
tihare:n. One wis s defings as te ac
rage normal plasma. The foliovang fonmuia oo
she for dosage caleuiations:

Nomber of Body Uesired increase
AHF units = weigit X20x in Factor Vit
requites inibs percentage

Example: 110 thHsx20x0.30 = 660 AHF unils
[+i4

Numuer of Bedy Desired inarease
AHF units = we{ghl x44x in Factor Vill
required inig pescenlage

£xample; 50 k9144 x0.30 = 669 AHF units

at JES NNY S JRVREIHY

S0 80 percent with e fe
Y D
y AHF love!
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RECONSTITUTION

USE ASEPTIC TECHNIQUE
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ADMINISTRATION

By Syringe:

USE ASEPTIC TECHNIQUE

1. Removecover iom Pret

ier Needie package.
slerk disposable plasic
Hemove Proiaie” O Bach
age. inseri tp of 5
Needie:. Hoid the

seLwe.

(]

aeh {]9 e opz,mng Of
27 s duslralee and press firmiy to

4. Rermove cover of Pofiate ™ Filer Naedie by puiling cover
straignt off Do not twist or turn needle cover.

TES NCEOLE
oL COVER

SYRINGE

lec concen-
trate bottie et i and 4e the reconstiluied conr
centrale fom M2 Dokie 0l e syange.

- Remorse and discesr(s the Profiate™ Fiter Needie from the
synageand atiach syuge 10 & B Iy 21 x3% Inlusion
Set. ex 1 sydnge. make venpuncivre and ad-
ovnister slowhy

fzie

o

¢ recare Mo than one botile of Goncen:

4
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ySet wall aifow Husio e

use.

B Drgeard Qi aUEIRRRIIN cqirpme:

By Infusion Set:
USE ASEPTIC TECHNIQUE

FOUGIN

wvert botie (6
favel oy gep cham

1y estadiish

3 immedia
oroper fl

4 All terity F< tnlusion Sext. open clamp and
aitow solstonio expel ar from wing teechle, then close
clamp.

3. Make venpunciure and adjustilow

8 Discard al admaistenon equp e, afier yse

HOW SUPPLIED

groophdc Faclor (Humanj Proklaiet s suppked in
sngie ¢ suable vokungs of dikient. The
unus Of A e swied on thelabel of each concen-

trare Dottle.

STORAGE

e
(LI 70t EXCE

CAUTION: Fedewal {USA) 1S Ciispensing vt
G @ prescasoton Singliz (dose containgr 1or intraven
ad:mEnstranen oy

Discard any wnused contents.

Driscard agministration 2Guidment alter single use
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Presentation

Uses

Dosage and
Administration

DATA SHEET

PROFILATEHEAT-TREATED
WetMethod v

Antihaemophilic Factor (Human), Profilate, Heat-Treated 1s a
stable freeze dried concentrate of Factor VIt (AHF, AHG) pre-
pared from pooled human plasma. The potency (AHF activity!
is given on the label of each vial in Internationat units (i.u.), one
i.u. being defined as the activity present in 1 ml of fresh pooled
normal plasma.

For the prevention and control of bieeding in patients with
moderate or severe Factor Vill deficiency (Classical haemo-
philia A} or acquired Facter VIIt ceficiency. :

Dosage:.

Antihaemophilic Factor (Human), Profiate, Heat-Treated is
intended for intravenous administration within 3 nours of
reconstitution with the diluent supplied. The formuiae below
provide a guide to dosage calculations—

Number of Body weight Desired increase
iu. ofAHF  =inlbs x20x in FactorVIli
required percentage

Number of Body weight Desiredincrease
i.u. ofAHF  =inkgs x44x in Factor VIti
required percentage

Mild to moderate haemorrhages may usually be treated with a
single administration sufficient to raise the plasma AHF ievel to
20to 30 percent. in the eventof more serious haemorrhage the
patient’s plasma AHF level shouid be raised o 30 10 50 percent.
Infusions are generally required at twice daily intervals over
several days. Surgery in patients with Factor Vil deficiency
requires that the AHF level be raised to 50 to 80 percent with
the level maintained at or above 30 percent for approximately
two weeks post-operatively. For dentai extractions, the AHF
level should be raised to 50 percent immediately prior to the
procedure:, further Factor VIl may be given if bieeding recurs.

In patients with severe Factor Vil deficiency who experience
frequent haemorrhages, Antihaemophilic Factor (Humanj,
Profilate, Heat-Treated is acdministered prophyiactically on a
daity or every other day schedule so as toraise the AHF level to
approximately 15 percent.

Reconstitution:

Use Aseptic technique:~

1. Warm diiuent and concentrate bottie to at ieast room tem-
perature (but notabove 37°C).

2. Remove plastic flip-off cap from the dfiuent dottle.

3. Swab the exposed rubber surface with alcohol. Donotleave

Contra-Indications,
warnings, etc

excess cleaning agenrt in indentation on stopper.

4. Remove al covering from ong end of a doubie-ended needle.
Insert this exposed end of the needie through the depressionin
centre of the stopper in the bottle of diiuent.

5. Remove plastic flip-off cap from the concentrate bottle. Tap
bottle gently o dislodge concentrate from sides of bottle.

6. Swab the exposed rubber s.rface with alcohol. Do not leave
excess cleaning agent in indentation on stopper.

7. Remove plastic cap from the upper end of the double-ended
needle now seated in the stopper of the diluent bottle. Hold
concentrate bottle in one hard, invert the bottieof diluent in the
other hand anc push the exposed end of the neede througth:
the depression in the centre of the stopper, making certain that
the diiuent is always above thz bottle of concentrate. Tnere
should be enough vacuum in the bottle to draw in all the difuent.
8. Disconnect the two botties by removing needles from the
concentrate bottie stopper. Shake vigorously for ten seconds,
then agitate or rotate concentrate bottle until allconcentrateis
dissoived. Reconstitution requires approximately fve to ten
minutes. When the reconstitution procedure is strictly followed
a few small particles may occasionaly remain. The filter spike
wiit retain particles and the iabelied potency will not be reduced.

Administration:

By syringe:- Use Aseptic technique

1. Peel cover from fiiter spike package.

2. Remove protective cover from sterie disposable plastic
syringe (not Included).

3. Securely install the syringe into exposed iuer inlet of fiter
spixe using a slignt twisting motion.

4. Remove filter spike from blistar-pak cup.

5. Insert tapered spike into reconsttuted concentrate botte
perpendicuiar to stopper. If spi<e is not held perpendicular it
may push stopper into bottle rendering contents unu sab'e.

6. Remove and discard the fiter spike from the syringe and
attach syringe to an infusion se-., expel air from syringe, make
venipuncture and administer sicwly,

7. if the patient is toreceive more than one bottle of concentrate
the infusion set wili ailow this to be done with a singie veni-
puncture.

8. Discard ait administration equipment after use.

By Infusiuon seti— Use Aseptic tachnique

1. Close clamp on administration set.

2. With bottle upright, thrust piercing pin straight through
stopper centre. Do not twist or angle.

3. Immediately invert boitie to actomatically estabiish proper
fluid ievel in drip chamber {half full).

4. Attach infusion set, open clamp and allow soiution to expel
air from tubing needle, then close clamp.

5. Make venipuncture and adjust flow.

6. Discard all administration equipment after use.

Contra-Indications:
There are no known contraindications to the use of Antihaemo-
phiic Factor (Human), Profilate, Heat-Treated.
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Warnings:

This product is prepared from pocled units of human plasma
which have been individually tested and found nonreactive for
hepatitis B surfaceantgen and antizodyto human T-ymphoiropic
virus type lit (HTLV-ill) by an FDA approved test. Other screen-
ing procedures are used to eliminate high risk plasma donors
and a heat-treatment step in the manufacturing process is
designed to reduce the risk of transmitting wirai infection.
However, testing methods presently available are not sensitive
enough 10 detect ali units of potentially nfectious plasma and
treatment methods have not been shovvn to be totally effective
in eliminating viral infectivity from this product.

The causal factors of Acquired Immunodeficiency Syndrome
(AIDS) have not been futy defined. However HTLV-Ii/LAVvirus
has beenimplicated as the agent of the Cisease. Itis notknown
if other transmissible agents are involved. Despite the carefu
selection of donors and a heat-treatment step in the manufac-
turing process, it may be possible thet the AIDS causative
agent may still be present in and transmitted through this
procuct.

Precautions:

Antihaemopidic Factor(Human), Profilate, Heat-Treated should
not be administered at a rate exceeding 10ml/minute. More
rapid administration may result in vasorrotor reactions.

Some patients develop inhibitors to Factor Viil. Rarely, other
patients acquire simiiar inhibitors., The management of patients
with inhibitors requires careful monitoring, especially if surgical
procedures are indicated. in patients with inhibitors, the res-
ponse to Antihaemophilic Factor (Human), Profilate, Heat-
Treated may be much iess than would ctherwise be expected
and larger doses are often reguired. Patients with hign inhibitor
leveis may not respond to Antihaemophilic Factor {Human),
Profilate, Heat-Treated at all.

Nurses and otherswho administer this material should exercise
appropriate caution in handling because of the risk to exposure
to viral hepatitis.

Discard any unused contents. Discard administration equip-~
meni after single use. Do not resteriize components.

Adverse Reactions:
Mayinclude urticaria, fever, chills, nausea, vomiting, headache,
somnotence or lethargy. Some patients develop reactions of a
miid nature following the administraticn of Antihaemophilic
Factor (Human), Profilate, Heat-Treated. Adverse reactions
may be on an allergic basis. If a reaction is noted and e
patient requires additional Anthaemorhilic Factor (Human),
Profiiate, Heat-Treated, product from a different lot should be
administered. Massive doses have rarely resulted in acute
haemolytic anaemia, increased bleeding tendancy or hyper-
fibrinogenaemia. Antihaemophiiic Factor {(Human), Profiate,
Heat-Treated does contain blood group iscaggiutinins and
when large and/or frequent doses are reguired in patients of
iood group A, B or AB, the patient should be monitored jor
signs of intravascular haemolysis and faling haematocrit.
Should this condition occur, thus leading to progressive

Pharmaceuticat
Precautions

Legaf Category

Package Quantities

Further (nformation

Product Licence Number

Address

Cx

haemolyi:c anaemia, the administration of seroiogically com-
patible type O red biood celis shouid be considered.

Antihaemophilic Factor (Human;, Profiate, Heat-Treated may
be stored at temperatures between 2° - 8°C for two years. Do
not store components above 31°C. Do ot freeze.

POM.

Antihaemophiic Factor (Human), Profiate, Heat-Treated is
supplied in single c'ose bottles with suitable voiumes of diluent.
The unriis Of AHF activity expressed as internationai Units (i.u.).
are stated on the iabei of each concentrate bottle.

The process used in the manufacture of Profiate Heat-Treated
includes a step designed to reduce the risk of transmission of
Hepatitis, Acquired Immune Deficiency Syndrome (AIDS) and
infection by other viruses which involves heating a liquid sus-
pension of the product for 20 hours at 80°C.

The effectiveness of the heat-treatment step was assessed by
in-vitro inactivation studies using live viruses added to Anti-
haemophilic Factor {Human), Profilate, Heat-Treated. A newiy
recognised retrovirus has been implicated as a possible causa-
tive agent of ADS. This virus has been given several names,
including human T-iymphotropic virus type Il (HTLV-i),
Lymphadenopathy-associated virus LAV}, and AIDS — asso-
ciated retrovirus {(ARV) and has been commoniy referred to in
the literature as HTLV-il/LAV. The heat-treatment process
used in the manufacture of Profilate Heat-Treated has been
shown 10 inactivate a minimum of 3.25 logs of HTLV-I/LAV
virus when the virus was intentionally added to the product.
The foliowing table shows thetotalnumber of logs of each virus
inactivazed.

VIRUS LOGS NACTIVATED
HTLV-I/LAV Atleast3.25
Cytomegalovirus (CMV) >2.0
Sindbis 4.61
Vesicularstomatitis Virus 5.83

vsv)

Chimpanzee studies demonstrate thatthe heat treatment step
is effective in inactivating at least 500 chimpanzee infectious
doses {CID) of Hepatitis B virus. Neither of two chimpanzees
receiving 500 CID of Hepatitis B virus contracted Hepatitis B.

The chimpanzee siudy aiso showed that the process inacti-
vated an undetermined quantity of at least one type of non-A,
non-B hepatitis presentin the Antthaemaophilic Factor (Human).

P.L. 4447/0005

ALPHATHERAPEUTIC UKLTD.
Unit 10, Lodge Way,
Thetford, Norfoik iP24 1HE

February 19856
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Presentation

Uses

Dosage and
Administration

X

DATA SHEET

ANTIHAEMOPHILIC FACTOR (HUMAN)
HEMOFIL
METHOD FOUR

Antihaemophilic Factor (Human), HEMOFIL,
Method Four is a sterile, lyophilised
preparaticn of human antihaemophilic factor
(Factor VIII, AHF, AHG) in concentrated
form. It contains minimal quantities of other
proteins and approximately 3 % w/v dextrose
in the reconstituted material as a solubilising
agent. The product also contains a trace
amount of heparin, 1.0 unit {0.010 mg) or
less per ml of reconstituted material, as a
stabiliser.

The product is intended for use in the therapy
of classical haemophilia (haemophilia A).

It can also be of significant value in patients
(not true haemophiliacs) with acquired
Factor Vill inhibitors,

1. Dosage

Each bottle of HEMOFIL 1s labelled with

the number of international Factor Vili Units
which it contains, 1 unit being defined as the
activity present in 1 ml of average normal
pooled human plasma less than 1 hour old
(100 % AHF level).

The amount of AHF which a haemophiliac
requires for normal haemostasis varies with
circumstances and the patient. The following
formulae can be used to calculate
approximately the expected response from a
given dose or the dose required for a given
effect:

a) Units required =
body weight (in kg) x 0.4 x desired
AHF increase (in % of “normal™)

or

b) Expected AHF increase (in % of
“normal’) =
units administered
body weight (in kg) x 0.4
The data of Biggs et a/ would call for a
factor of 0.5 instead of 0.4 in the above
formulae.

Pharmaceutical
Precautions

However, each unit of the plasma has been
found to be nonreactive for nepatitis B
surface antigen by radioimmunocassay. The
concentrate has not ceen subjected to any
treatment known to diminish the risk of
transmission of hepatitis since such
treatments greatly increase the loss of AHF
activity during preparation. The concentrate
should, therefore, be used when its expected
effectis needed in spite of the hepatitis risk
associated with its use. Special consideration
should be given 1o thz use of this concentrate
in newborns and infants where higher
morb:dity and mortaiity may be associated
wvith hepatitis.

Each lot. after reconstitution as for use. has
been found nonreactive for hepatitis B surface
antigen using a solid phase radioimmunoassay
technique. The sign:ficance of a nonreactive
test resuit with concentrated antihaemophilic
factor has not been established. Therefore,
the product should continue to be considered
to carry a risk with respect to hepatitis.

The preparation contains blood group
isoagglutinins in amounts which are not
clinically significant in the dosage needed to
control haemarthroses and other reiatively
slight bleeding episodes in the absence of
inhibitors. However, when larger or
frequently repeated doses are needed, as
when inhibitors are present or when pre-

and post-surgicai care is involved. patients
ofblood groups A, B and AB should be
monitored for signs of intravascular
haemolysis and falling haematocrit values.
Haemolytic anaemia may be corrected by the
administration of compatible group O cells.
Since all solutions containing fibrinogen, as
does HEMOFIL, tend to cause the ground
surfaces of glass syringes to stick, plastic
(disposable) syringes are recommended
whenever administration by syringe is desired.
The administration set and any reconstituted
concentrate not immediately injected should
be discarded.

HEMOFIL should be stored under ordinary
refrigeration (2° to 8°C, 35° to 46°F).
Freezing should be avoided as breakage of
the diluent bottle may occur. HEMOFIL may
be stored at room terrperature for time
periods up to 4 weeks.

LIT.001.4514
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Contraindications and
Cautions

There (s some evidence that i haemophitiac
with severe bleeding, particule. , if he has

not been recentiy treated. up to double the
calculazed initial dose may be needed 10
produce the desired AHF level, after which
the formulae apply.

Although dosage can be estimated by these
formulee, it is strongly recommended that,
whenever possidle, appropriate laboratory
tests be performed on the patient’s plasma at
suitable intervals to assure that adeguate
AHF levels have been reached and are
maintained.

2. Administration

It is recommended that the solution be
administered within three hours after
reconstitution, although when reconstituted
as directed. the AHF activity is not
diminished by holding the material at

20° to 25°C for as iong as 1 hour. The
reconstituted material shouid not be
refrigerated as irreversible precipitation of
active material may occur.

HEMOFIL can be administered by intravenous
drip infusion or intravenous syringe injection
and details of these methods and the rate of
administration are included in the direciion
sheet. High potency HEMOFIL {code
KD-060-207) is a special preparalion
containing at least 34 [.U. per m! of
reconstituted material and must be
administered at a controlled rate, not exceeding
2 mi per minute.

To avoid precipitation of cold-insoluble
globulin containing AHF activity, the solution
should not be below room temperature during
infusion.

1. Contraindications

There are no known contraindications to the
use of this concentrate.

2. Cautions

Identification of the deficiency as one of
Factor VIl is imperative before administration
of this highly purified Antihaemophilic Factor.
No benefit may be expected from this
product in treating other deficiencies.

This concentrate is prepared from large pools
of fresh human plasma. Such plasma may
contain the causative agents of viral hepatitis.

l.egal Category

Package Quantities

Further Information

Product Licence Number

X

The statutory provisions of the Medicines
Act, 1968 shall apply.

HEMOFiL is supplied as a complete package.
Each package ccntains all the necessary
equipment for acministration of the
concentrate plus a suitable volume of Sterile
Water for injection for reconstitution and a
comprehensive direction sheet.

HEMOFIL is available in the following sizes
and activities:

Vial Average Code

Size Activity (1.U.)  Number
10ml 250 -KD-060-209
30ml 750 KD-060-205
30ml 1050 KD-060-207

The minimum activity of the concentrate
after reconstitution is 10 International Units
per ml. The actual potency, as determined for
each lot, is stated in International Units on
the label of each viai.

HEMOFIL s notknown to contain clotting
factors other than AHF in sufficient quantity
to be useful therapeutically.

Other advantages of HEMOFIL are:

Itis of homologous origin and carries no risk
of foreign substance reaction,

It supplies higher potency AHF than glycine
or cryoprecipitate preparations with relatively
smaller amounts of fibrinogen and other
protein, furnishing adequate AHF without
excessively overloading the circulatory system.
Sufficient amounts may be administered to
overcome inhibitors, thus eliminating the need
for bovine or porcine preparations.

Because of predictable effect, therapy may be
managed without repeated determination of
AHF level when the patient is very young.
when veins are poor or when laboratory
service is not immediately available.

For more detailed information on
Antihaemophilic Factor (Human). HEMOFIL,
Method Four refer to product direction sheet.

0116/0011

Great Britain Patent Nos. 1,178,858,
1.372.515 and patent pending
HYLAND OIViS!ION

TRAVENOL LABORATORIES LTD.,
Thetford, Nortolk, England

April 1877

00-XD~00-040

PRSE0003793_0028
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For Use in Treatment of Acquired Factor VIl Inhibitors.

The concentrate is not known to contain clotting factors
other than AHF in sufiicient quantity to be useful thera-
peutically. The concentrate can be of significant vaiue in
patients {not true hemophiliacs) with acquired Factor
Viil inhibitors. For example, prompt clinical response
was obtained with a simiiar preparation in a 54 year old
femate with renal hemorrhage.’ Prior to infusion, 1 mi of
her plasma neutralized 15 units of AHF. After intravenous
drip infusion of 35,000 units of AHF in 90 minutes, circu-~
lating inhibitors were overcome and hemostasis was ob-
tained. A month later, her inhibitor level dropped from
15 units to 4 units, and her partial thrombopiastin time
shortened from 140 seconds to 88 seconds. In such
other uses, the dosage of the concentrate shouid be
controlied by frequent laboratory determinations of
circulating AHF.

Cautions

{dentification of the deficiency as one of Factor Vill is
imperative before administration of this highly puritied
Antihemophilic Factor. No benefit may be expected from
this product in treating other deficiencies.

This concentrate is prepared from large pools of fresh
human plasma. Such plasma may contain the causative
agents of viral hepatitis. However, each unit of the
plasma has been found to be nonreactive for hepatitis
8 surface antigen {HbsAg) by counterelectrophoresis or
radioimmunoassay. The concentrate has not been sub-
jected to any treatment known to diminish the risk of
transmission of hepatitis since such treatments greatly
increase the loss of AHF activity during preparation. The
concentrate should, therefore, be usedwhen its expected
effect is needed in spite of the unknown hepatitis risk
associated with its use. Special consideration should be
given to the use of this concentrate in newborns and
infants where a higher morbidity and mortality may be
associated with hepatitis,

No reactions have been reported similar to those de-
scribed in individuals receiving muitiple transfusions of
plasma.”® However, the physician should be prepared
to treat such a reaction if it shouid occur.

This preparation contains blood group isoaggiutinins in
amounts which are not clinically significant in the dos-
age needed to control hemarthroses and other relatively
slight bleeding episodes in the absence of inhibitors.
However, when larger or frequently repeated doses are
needed, as when inhibitors are present or when pre and
post surgical care is involved, patients of blood groups
A, B, and AB should be monitored for signs of intravas-
cutar hemolysis and fafling hematocrit values. The only
reported case ¢ showing this phenomenon is that of a
young 140 pound aduit surgical patient of blood group
A who received 43,000 AHF units over 40 days without
ill effects, then in the following 9 days received 57,000
AHF units. During the latter 9 days, he exhibited progres-
sive hemolysis, falling hematocrit, positive Coombs test,

and circulating anti-A agglutinin. His anemia was cor-
rected by the administration of compatible group O cells.
The reported anti-A content of one lot of Antihemophilic
Factor (Human) which he received is not typical of cur-~
rent production.

Since all solutions containing fibrinogen, as does HEMO-
FIL® AHF Factor, tend to cause the ground surfaces of
glass syringes to stick, plastic {disposable) syringes are
recommended whenever administration by syringe is
desired.

The administration set and any reconstituted concentrate
not immediately injected should be discarded.

Contraindications

There are no known contraindications to the use of this
concentrate.

The free amino acid {glycine) content of the concentrate
has been reduced to less than 0.038 g per ml of recon-
stituted product. It is theoretically possible that very in-
tensive therapy with this concentrate in a patient with
severe liver or kidney damage could overload the “de-
toxification” mechanism, but no clinical or laboratory
evidence of this has been seen.

Reconstitution

It is recommended that the solution be administered
within three hours after reconstitution. The reconstituted
material shouid not be refrigerated as irreversible precip-
itation of active material may occur.

Storage

HEMOFL Antihemophilic Factor (Human), Method Four,
Dried, should be stored under ordinary refrigeration (2°
to 8°C, 35° to 46°F). Freezing should be avoided as
breakage of the diluent bottle might occur.

NOTE: Directions for use are provided with each product.
These directions should be read and understood before
testing. Particular attention should be paid to all warnings
and precautions. Should you have any questions, please
contact your Hyland representative.

1. Brinkhous KM, Shanbrom E, Webster WP, et al: A high potency
glycine-precipitated antihemophilic factor concentrate: Use in hemo-
philia and hemophilia wilh inhibitors. JAMA 205:613, 1968

2, Dameshek W, Neber J: Transfusion reactions to a plasma con-
stituent of whole blood, Blood 5:129, 1950
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after transtfusions of blood and serum. Vox Sang 5:30, 1955

4. Hutchison JL, Freedman SO, Richards BA, et al: Plasma volume
expansion and reactions atter infusion of autologous and non-auto-
logous plasma in man. J Lab Clin Med 56:734, 1960

5. Mollison Pi, Biood Transiusion in Clinicai Medicine, 3rd ed.
Philadelphia, F. A. Davis Company, 1963, p. 541

8. Rosati LA, Barnes B, Oberman HA, et al: Hemoiytic anemia due
to anti-A in concentrated antihemophilic factor preparations. Trans-
{usion 10:139, 1970
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ANTHEMOPHILIC FACTOR (HUMAN)

SEESECTIONS ENTITLED “INDICATIONS” AND
“WARNING™ FOR DESCRIPTION OF HEPATITIS RISK
DESCRIPTION Antihemophilic Factor {Humaan). Koate?, is a
st2ble, purified, dried concentrate of human Aatihemophilic
Facror (Factor VDI, AHE AHG) intended for use in therapy of
clessical hemophilia (hemophiliz A). Koate is purified from’ the

id insoluble fraction ofgpcolcd fresh frozen plasma by modifi

and refinemencs of the methods first described by Hei-

Pool and Pappenhagen.’ Koate contaims Factor V1) in

wentrated and in hi%hi\' purified form being some 40 0 170
times purified over w hole plasma, Consequently Koate is a
highly potent source of Factor VIII activity. containing approx-
i 23.30 times as much Factor V1) as an equal volume of
plasma. Retatively small volumes of Koidte are aeeded to
significantly the circulating level of Factor VIIE acuvity.
2 ample. 500 clinical units of Factor Vil (equivalent o 500
N of fresh frozen plasma) can be administered in a volume ol
w20 ml containing a total prowin of abous 0.5 gram. The
! product whea reconsiituted as directed will comain 1%e
vose tanhydrous) ISP and is hypertonic.

Hemophilia A is an hereditary bleeding disease characterized
by celiciiat activity of a specific plasma Ermcin clotting factor,
Foctor VI The disease is sex linked oeing transmiued by
fe but occurring almost exclusively in males. In individuals
1ed. the reduced level of Factor VHI activity may be suffi-
fene s that hemorrhage <im oceur spontancoushy’ or after only
hor trauma. Surgery on such persons is ot feasible without
¢ correciing the clotiing factoc abnormality.

3 management of hemophitiacs & based on re-

mcaicni
cat to the circulation of the blood clotting factor which is
i Prior to the availability ot cloing factor
s accomplished by tratslosions ol blecod
plasma or fresh frozen plasma. The effectiveness of these in-
timited by the targe volumes vequired w achicve and
am hemosta blood ol me becomes expanded be-
s of protein overload: cercbral edema. pulmonary cdema,
cordiac embarrassment may resul.t?

use of these limitations, much effort has been expended
winber ol investigators in_separating and concentrating
VI from plasma w a form suitable for substitution

Facior

therapy in hemophilia A patients. A number of concentrate prep-
arations of varying degrees of purification have evolved and have
been used with clinical success. Koate isa highly purified potent
concentrate which can beeffecuvely used 1o increase: the Factor

VHE levels of patients to normal o near normal values without
cn-culatory overload. Antihemophilic Factor (Human). Koate
off A antages over whole blood, plasma, single unit
avoptecipitate or less potent concentraies, :\mon% the most sig-
alticant of these are: 1. Higher poteney Facter VIWthan cevopre-
cipitate or_othet avatlable concentrate preparations. Therefore,
adeguate Factor VIU can e supplied with relatively smaller
rrouis of fibrinogen and other non Factor VI proceins. This
is paricularly importaat whea high circulating levels of Factor
VHI qust be mainained for orolonged periods, or whercinhibi-
st beovercome. 2. Each lot ot Koite is assaved and ksbeled
x its Factor VI¥l content. This pormits more precise osiimation
of dose and predicion of offuits. 3. Asa 1)‘o{hx zed product, Fac-
v VI is stable in contrast to its marked decay in sored
3. f e reeonsikutes rapidly and tasily and does so
¢ shaking and foam formation which can inacii-
3. Biing of humaa origin there is no danger of
ity as occurs with ¢oncentrates from bovine or
& The high Factor Wi potency in the reconsui-
produce allows intravenous infusion by dircct syringe in-
¢ drip infusion wihouat sigaificant Feactions. This per-
s office and home treament. 7. Koate is free of thromoin,
nboplastin-like activity, deptessor activity: and contains
A-aai-B blood grou% tsoagglutinins {see discussion under
stions). It is free of heparin and no heparin need be added
< its use. THIS PRODUCT IS PREPARED FRON HUMAN
ENOUS PLASMA. EACH INDIVIDUAL UNIT OF PLASMA
AND EACH LOT OF FINAL PRODUCT HAS BEEN TESTED BY
THE RADIOIMMUNOASSAY METHOD AND FOUND NON-
" ACTIVE FOR HEPATITIS B SURFACE ANTIGEN.

KFORTUNATELY. Tf-LIS TEST DOES T PRECLUDE THE
CE OF HEPATITIS VIR{S. SEE WARNING.

TON Aatihemophilic Factor (Humanj is a plasma protein
: corrects the coagulation defect of patieats with classical
philia (hemophilia A). Itis needed for the ransformation of
arombin w thrombin by the intvinsic pathway.

INDICATIONS Antihemophilic Factor (Hurnans, Koate, is indi-
cated {or the tremtment of classical hemophilia (hemophilia A).
i ch there is a demonssrated deficienes of activity of the
clotting factor, Factor VHI. Koate provides a means
mporarily replacing the missing clotting factor in order o
ct or prevent bleeding episodes o in order w parform
emergeacy and elective surgery on hemophiliacs.

Antihetnophilic Factor {Human) is not effective in the: treat-
men of von Willebrand's discase.

WARNING Koate? concentrate isa purified dried fraction of

pooled plasma obtained from many paid donors. The pres-

ence of Kepati(is virus should be assumed and the hazard of

administering Koate concentrase should be weighed against

the medical consequence of withholding it, particulacly in
sons with few previous wransfusions of blood and plasma
products.

Kasper and Kipnis* have concluded that those who had
little exposure to blood products had a high risk of develop-
ing hepatitis after introduction of clouwing factor concen
srates, such as this product. For those patients, especially
those with mild hemophilia, they recommend single donor
products. However, for pitients with moderate or severe
zneum?hilia who have received numerous infusions of blood
and ?asma products, they feel that the risk of hepatids is
small. They believe that the clotting factor concenwates
hase so greatly improved the management of severe
hemophilia that these products should not be denied 0 ap-
opriate patents.

PRECAUTIONS ¢ Antihemophilic Factor (Human), Kodte?, is
intended for reatment of bleeding disorders arising lrom a defi
ciwney in Factor VIIL This deficiency should be proven prior w
administering Kofte since no benefit may be expected from its
use in treating other causes of hemorrhage. 2. A ter reconstitu-

“minimal or ao swweiling

tion, administer promptly (within 3 hours). Do not refrigerate
afier reconstitution. NOT E: The recommendation to administer
promptly after reconstitution isintended o avoid the ill effect of
any possible baeterial contamination sccurring during recon-
stitution. Kote is fully stable. without potency loss forat least
24 hours az room temperzture after recoanstitution. 3. Administer
only by the intravenous route. 4. A filter should be uscd prior w
administering the reconstituted Kodte solution. This may be wc-
complished using the enzlosed sterile filter needie, See Recon-
stitution and Administration directions. 5. Koote comains levels
of blood group isvagglutinins which are not clinically sigaificant
when coun'ol{ing velatively minar bleeding episodes. When large
or frequendy repeated doses are requirid in patients of blood
gl'uu?s A, B, or AB. the possibility of intravascular hemolysis
shouid be considered. 6. Adm inistration equipment and any re-
constituted Koate not used should be discarded.

ADVERSE REACTIONS No s¢vere advirse reactions were se-
ported during the clinical trials of Koate. One patient experi-
eaced waasient chest discomfort and cough beginning 20 min-
utes after infusion and lasting for ong hour. Duri subsequent
infu sions ihiis pacicnt had no turther reactions, A ond patient
dev eloped iransient dizziness folfowing cacl of cight infusions,
Mild allergic reactions may result from the administration of
AHF preparations.

When large or frequemly repeated doses are vequire
tieats other thaa those of blood 1vpe O. there is a possi \
ineravascular hemolysis. Should this condition occur leading to
progressive anemia. administration of serologicaily compatible
iype O packid red blood cells should be considered.® Also the
administration of type specific eryoprecipitate hits been vecorn
mended for mainiaining adequate Factor VI levels ®
DOSAGE Each bottle of Aatihemophilic Factor (Humaan).
Koate®, has the AHF activity in clinical units stated on the label
of the boitle. One AHF unit is defined as the activity prescatin 1.0
m} of human plasma pooled from at least 10 donors and ested
withia three hours of collection of the first unit represented in
the pool.

Dosage of Koidte requirzd for normalizing hemostasis must be
individualized according to the needs of the patient. The dose is
dependent upon the weight of the patieat. the severity of the de-
ficiency, the severity of temorrhage:, the preseace of inhibitors.
and on the Facior VI Jevel desired. Abildgaard e ef” have re-
ponted fromy studies in henwphilic ckhildren a linwr doses
response relation with an approximate yvield of 2 percent rise in
Factor VLT activity for each unit of Factor VIII per Kg of body
weight transfused. Clinical experience with Kodie has demon-
strated an essentially identical dose response relationship.? The
llowing generalized dose schedule is suggested for various
clinical situations: ). Joint hemorrhages. 1l aspiration 1s not car-
ried out, 10 units/Kg bady weight should be administered at
eight 1o twelve hour ntervals for a period of one or more days
depending on severity and patient response. The latter may be
measured by relie! of pain. swelling and restriction of joiat
movemetit. Early jomt eds (associated with mild pain and
“eated promptly. may respond ¢ &
single dose of 10 uais/ 1f aspivavon’ is carried out. t0
units/Kg shoujd be administered just prior to aspitation with a
simifar dose given six 10 eight hours {aier and repeated us acces-
sary, Fully devel oped hemarthrosis al b cared with
single dose of 23 units/Kg aimed at achieving a Factor VI level
of 3097 2. Muscle hemotrhages. A. Minor hemorrhages in the
muscles of the exuremities or wruak (non-vital arcas). Adose 0f10
units/Kg should be aduinistered every eight to twelve hours
until pain and swelling are relizved. B. Massive hemorshages in
non.vital aress. A dose of 10 units/Kg should be infused ac eight
16 twehe hour intervals for two days or more, depending en ve-
ficf” of pam. improvement in hematocrit it this has (allen, and
velief of other symptoms depending on the area of hemorvhage.
C. Hemorrhages near vital organs (neck, throat, subperitoneal
etc.). A 20 unit/Kg dose should be administered inuially, fol-
iowed by 10 units/Kg every eight hours for 43 hours. Then half
the dose should be administered at those zime intervals lor
another 48 hours or more, 3. Overt bleeding. The initial dosic
should be 20 units/Kg followed by 10 units/Kg every cight hours
for the first 24 hours, then every twelve hours for theee to four
davs as aecessary. 4. Massive wounds. Koste? should be infused
until the bleeding stops. Then a matatenance dose of 20 units/Kg
should be administeted every cight hours. Levels of Factor VIIT
should be obtained and cnough Koate infused o maintain a
minimum Factor ¥Vl level of 40 in the patieat. 5. Sucgery. 0™
Factor VIII levels of at least $0% are required for surgery. For
surgery in the cenwral nervous system even higher levels are rev
ommended. Thirty o forty unizs/Kg body weight should be ad-
ministered prior tosurgery follo\\'egb_\‘ 20 units/Kg every eight
hoursafter surgery. This should be done with laboratory control,
and the dosage should be increased if the Faetor V111 fevel falls
below 309 just prior 10 the next infusion. The postinfusion lerel
should be approxinmiately 609, and it has been suggested that the
Factor VIIE level be raised to 30 1o 405 ofnorma%%cr at legst ten
days postoperatively.® Fer each unit of anti-hemophilic factor’
administered per Kg of body weight. a 2% risein Factor VIlla e
tivity has been observed ” The following formulac can therefore
be used to calculate approximately the expaected response (rom a
given dose or the dose required for a given effecu

Expected Factor VI increase (in Sz of aormalf =

2.0 X units administered
503}‘ weight (in Kg)
Caits required = body weight {Kg) X desived Factor ViiIincrease
(¢2 aormal) X 03

It should be emphasized however. that all efforts shoudd be
made 1o follow the course of therapy with Factor VI level as-
says. It may be dangerous o assume any certain level has been
reached unless direct evideace is obtained. 6. Prophylaxis. Ex-
perience with Factor VI in the prophylactic management of
severe hemophilia A has been published.” ™ Kasper, ¢ al*
have recommended a dosage of 250 units of Factor VI per day
in the morning for patieats weighing less than 50 Kg, and 500
units of Factor VIII for heavier patients. If bleeding eptsodes still
oceur teo {requently, the daily dose is progressiveiy increased
uatil a satisfactory degree of protection is obtained.

The clinical effect of Factor VI on the patieat is the most
important element in evajuating the effectiveness of weatment. It
may be necessary o administer more Koate? than would be: es.
tm ated in order to attain satisfacsory clinical results. If the Fac-
sor VI level fails o attain that expected, or if bleeding is not
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controlled after adequate calculated dosage. the presence of
tor VI inhibitor should be suspected. gj.' approprawe lab
tory procedures the presence of an inhibitor can be subsit:
ated and quaatifivd thus allowing calculation of the amoun
Factor V1 needed for its aeutralization. When inhibitor is ¥
eat. the dosage requiremenys for Factor VI are extremely
abl. and the dosage can be determined only by the clin
response.
RECONSTITUTION AMD ADMINISTRATION [ Warm
opened dilueat (Steril: Water for Injection. USP) and
xiﬁxcmo,'ahilic Factor (Human), Koate. to room temperature,
not higher than 37°C (99°F). 2. Remove the plastic Hip-top ¢
from both bostles to expose the central portions of the rul
swoppers and cleanse each stopper with :u suitable antise’
immediately before cach picreing. We recommend the follow
rocedure: First swab the stopper with fodine Tincture. USF
wwed by a sterile antiseptic swab. 3. With a sterile needle
svringe withdraw the appropriate volume of diluent wnd wran
to the bottle of lvophilized Kodte®. The Koate botle is not sex
under vacuum. AW the Steriic Water for lnjection, USY dile
gentdy 50 as to avoid excessive foaming. Do not bleed out
cither before o1 after reconstitution. 4. Withdraw' teed
the concentrate bottie stop per and geady agitate the bozde ©
time o time uatil the Koate powder is completely dissolved.
constitution usually requires iess than 3 minutes. 3 After
concentra te powder is completely dissolved withdraw the K
solution mto the syringe tiwough filter needle whicl
supplied in the package. Replace the filter needle with iin ap
priate sterile imection needle, e.g. 21 gauge X {inch, and m
inwavenously. 6. If the same patient is 1o receive more than
hotte of Koate the contents of vao boitles may be drawa into
same syringe through filier needles before atiaching the
needle. Additional botiles may be drawn o the swme syri
through filter ncedies suppliedd.
STORAGE Aatihemophilic Factor (Fhunan), Koaw. should
stored under refrigeration (29 to 3°C: 33° 10 46°F). Storag:
ophilized poswderat room temperature {up to 25°C or 77"?
moanths, such as in home teeatment situations, may be d
hout loss of Factor V111 activity. Freezing should be avoidei
breakage of the diluent bottie might occur. Reconstituted K¢
should not berefrigerated and should be used within chree he
of recoastitution.

HOW SUPPLIED Antthemophilic Factor (Human), Kolte
supplied in single dose bottles with the total units of Factor!
activity and total grams of protein stated on the labe) of ¢
botcde. A suitable volume of Sterile Water for lajection. USP,

a sterile filtet needle is provided.

LIMITED WARRANTY A number of factors bevond ourcon
could reduce the efficacy of this product or even vesult in ar
effect following its use. These include storage and haadling
the product after it letaves our hands, dicignosis. dasage, met
of administration, aad biological differcaces in individual
tieats. Because ofthesc factors, ¢ 18 suporaw (hat this prog
be stored properts wud theae Yie directions be followed caref
Juringuse, ardihaihe o eransm il g hepaalis be caref
ed hefore the pro.
O warrangy ¢

5opre

) or implied. inch:ding any warranp
merchantability or fitness & made. Reprosentatives of the €
paay are not authorized to vary the wworms or the conteats of
printed labeling iecfuding the package msert. tor this proc
by printi:d notice: from the Cornpany’s Berkeley. Cal
ice. Prescriber and user of chis product must accept
as hereof.
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NAME OF
PRODUCT

 PRESENTATION

USES

DOSAGE &
ADMINISTRATION

DATA SHEET v

KOATE*~HT
Dried Factor VIl Fraction Heat-treated

Koate—~HT is a stable purified dried concentrate of human Factor
VIl {Antihaemophilic Factor) prepared from the cold insoluble
fraction of pooled fresh-frozen plasma. When reconstituted with
Water for injection, it contains 25-40 times as much Factor Viit
as an equal volume of fresh plasma. Koate—HT has been heat-
treated at 68°C for 72-77 hours.

Koate—HT is a white, sterile, lyophilised powder presented in vials
containing approximately 250, 500, 1,000 or 1,500 international
Units of Factor Vill. One international Unit (iU) is defined by the
use of the World Health Organisation Standard for Blood
coagulation Factor Vill, human.

A vial containing a suitable volume of Sterile Water for injection,
a sterile filter needle and a sterile double-ended transfer needle
are also provided.

For the treatment of classical haemophilia {haemophilia A) in
which there is a demonstrated deficiency of activity of the plasma
clotting factor, Factor Vill. Koate—HT provides a means of temp-
orarily replacing missing clotting factor in order to correct or
prevent bleeding episodes or in order to facilitate emergency and
elective surgery on haemophiliacs. Dried Factor Vill Fraction is
not effective in the treatment of Von Willebrand's disease.

Dosage

Each visi of Koate—HT has the Factor Vill activity in [U's stated
on the label.

The following formulae provide a guide for dosage calculations:-
Expected Facter Vil increase (in % of normal =

U administered x 2.0
body weight {in kg}

it should be emphasised, however, that all efforts should be made
to follow the course of therapy with Factor Vil level assay. It

may be dangerous to assume any certain level has been reached
unless direct evidence is obtained.

Mild to moderate haemorrhages may be treated with sufficient
Koate—~HT to raise the plasma Factor Vill level to 20-30% of
normal. If the haemorrhage is moderate or if minor surgery is
contemplated, a level of 30-50% of normal should be achieved.
Severe haemorrhage may require levels of 80-100% of normal in
order to achieve haemostasis. Single doses may suffice for
treatment of mild haemorrhage, but more severe iliness may
require multiple daily doses to achieve desired levels.

it should be emphasised that the above dosage recommendations
are presented for guidance. The dosage required for normalising
haemostasis must be determined according to the needs of the
individual patient.

CONTRA
INDICATIONS,
WARNINGS, ETC.
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Thus, factors to be considered include the weight of the patient,
the severity of the deficiency, the severity of haemorrhage. the
presence of inhibitors and the *actor Vill level desired. All efforts
should be made to follow the course of therapy with Factor Vit
level assays.

The clinical effect of Factor VIi on the patient is the most
important element in evaluating the effectiveness of treatment.

It may be necessary to administer more Koate—~HT than would be
estimated in order to attain satisfactory clinical results. If the
Factor VI tevel fails to attain that expected, or if bleeding is not
controlled after adequate caiculated dosage, the presence of
Factor Vit inhibitor should be suspected. [ts presence should be
confirmed and the inhibitor level quantitated by appropriate
laboratory procedure. When an inhibitor is present, the dosage
requirement for Factor Vill is extremely variable and the dosage
can be determined only the the clinical response.

Reconstitution and Administration

1. Warm the unopened diluent (Sterile Water for Injection USP)
and Factor VIt concentrate to room temperature but not higher
than 37°C, 99°F.

2. Remove the plastic flip-top caps from both botties and cleanse
the rubber stoppers with a suitable antiseptic immediately
before each piercing.

3. Remove the protective cover from one end of the double-
ended transfer needle. Insert exposed needle into stopper of
diluent bottle.

4. Remove the protective plastic from the other end of the needle.
fnvert the diluent bottie and insert exposed needle into stopper
of the concentrate bottle.

5. The vacuum will transfer the diluent into the concentrate
bottle. Hold the concentrats bottie at an angle to the diluent
bottle in order to direct the jet of diluent against the wall of
the concentrate bottle. Avoid excessive foaming. Do not shake
the concentrate bottle at any time. if the vacuum is not present,
the diluent will not flow and that bottle should not be used.

6. After removing the diluent bottle and needle, very gently rotate
the Koate—HT bottle in order to dissolve the concentrate.

7. After the concentrate is completely dissolved, withdraw the
Koate—HT solution into the syringe through the filter needle
which is supplied in the package. Replace the filter needle
with an appropriate 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 of
Koate—HT the contents of two botties may be drawn into the

syringe through filter needles before attaching the injection
needle.

Contraindications

There are no specific contraindications to the use of Dried Factor
VIt Fraction. (Please read Uses section carefully before use).

PRSE0003793_0032



PHARMACEUTICAL
PRECAUTIONS

Precautions

1.

Koate—HT is intended for the treatment of bleeding disorders
arising from a deficiency of Factor VIil. This deficiency shouid
be proven prior to administering Koate—HT, since no benefit
may be expected from its use in treating other causes of
haemorrhage.

. After reconstitution, administer as promptly as possible and

within 3 hours. Do not refrigerate after reconstitution.

NOTE : Koate—HT is fully stable without potency loss for at
least 24 hours at room temperature after reconstitution. The
recommendation to administer promptly after reconstitution is
intended to avoid the il! effect of any possible bacterial con-
tamination occurring during reconstitution. Koate—HT, in the
unopened vial, is sterile.

. Administer only by the intravenous route.
. A filter needle shouid always be used for transfer to syringe

prior to adminis:ering.

. Koate—HT contains levels of blood group isoagg!utinins which

are not clinically significant when controlling relatively minor
bleeding episodes. When large or frequently repeated doses
are required in patients of blood groups A, B or AB, the
possibility of the onset of intravascular haemolysis should be
considered.

. Administration equipment and any reconstituted Koate—HT not

used should be discarded.

Warnings

1.

Allergic reactions including chills, fever and hypersensitivity
reactions, may result from the administration of Factor Vil
preparations.

. When large or frequently repeated doses are required in

patiants of blood groups A, B or AB, there is a possibility of
intravascular haemolysis. Should this condition occur leading
to progressive anaemia, administration of serologically com-
patible type O packed red blood cells should be considered.
Also, the administration of type specific cryoprecipitate has
been recommended for maintaining adequate Factor VIl levels.

. Massive doses of Factor Vil preparations may resuit in hyper-

fibrogenaemia.

. Koate—HT concentrate is a purified dried fraction of pooled

plasma obtained from many donors. The presence of hepatitis
viruses should be assumied and the hazard of administering
Koate—HT should be weighed against the medical consequence
of withholding it, particularly in persons who have had few
previous transfusions of blood or blood products,

Koate—HT should he stored under refrigeration {2 to 8°C). Storage
of [yophilised powder at room temperature {up to 25°C} for three

months, such as in home treatment situations, may be carried out
without loss of Factor Vil activity. Freezing should be avoided

as breakage of the diluent bottle might occur.

LEGAL
CATEGORY

PACKAGE
QUANTITIES

FURTHER
INFORMATION

PRODUCE
LICENCE No.

NAME AND
ADDRESS
OF LICENCEE

P.O.M.

Each pack contains:—

One single-dose vial of Factor VIt Fraction containing approxi-
mately 250, 500. 1.000 or 1,500 {U’s, one vial of the appro-
priate quantity of Water for injection, a sterile filter needle and
a sterile double-ended tranisfer needle.

After infusion of Factor Vill, there is an instantaneous rise in the
coagulant level, followed by an initial rapid decrease in activity,
and then a subsequent much slower rate of decrease in activity.
The early rapid phase may represent the time of equilibrium with
the extravascular compartment, and the second or slow phase of
the survival curve presumably is the resuit of degradation and
reflects the true biologic half-life of the infused Factor VIl
Studies with Koate—HT in naemophiliacs have demonstrated an
initial 50% disappearance time of five hours, and a biologic half-
iife of approximately 13 hours. There were not significant
differences between bleeding and non-bleeding patients.
Koate—HT has been heated at 68°C for 72-77 hours and there

is no evidence of any adverse effect upon the properties of the
product. The heat treatment step has been introduced to reduce
the risk of transmission of infectious agents.

Studies have demonstrated that the heat-treatment process used
in the production of Koate—HT inactivates potential infectious
viruses, including a retrovirus, but it has not yet been established
that agents of any major transmittable disease would be inacti-
vated.

PL 0055/0107

Cutter Division,

Miles Laboratories Limited,
Stoke Court,

Stoke Poges,

Stough,

Berkshire,

SL2 4LY

*Trade mark of Miles Laboratories Inc., U.S.A.

February 1985
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FACTOR IX COMPLEX (HUMAN)
{FACTORS 1Y, VI, IX AND X)
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SEE SECTIONS ENTITLED “INDICATIONS ™ AND
“WARNING” FOR DESCRIPTION OF HEPATITIS
AND THROAMBOSIS RISK.
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WARNING Hepaulds I\nn\ne’ concenttate is a puritied
dried fraction of pooted plasma obwined from many paid
donors. The presence of hepailils virus should be isssumed
and the hazard of adminlstering Konine® concentrate
should be weighed agalnst the medical consequence of
withholding it, parzicularly in persons with few previous
transfusions of Eioud and p|u>mB products,
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Since thore is this definite risk o0 kep atitis, we suggest that the
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padiend's family) the weladive risks of giving or withholding this
oroduct. Then! should the paticot develop hgp‘lll(la as a result of
the injfection. it will no: came as a surarise, snd there is not
ncarls the likelihood of rescutment. which will almost surdy fol-
low an unexplained and unexpected infection.

PRECAUTIONS 1. Patlents who recelve Kongne® concemrate
post-operatlvely or with known Hsver disease should be kept
under close observallon for signs and symptoms of intra-
vasculsr coagulation. Aoy suspicious findings of this nanlre
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imediately used. shoutd be discarded.

Noi:: The tecommendation: 1o administer prompthy afier wcon
stitstion is intended 10 avoid the il effect of wny bacterial con-
ramination weewrring during reconstitutiva. FACTOR IX COM-
HUMAN) (FACTORS 11 VIL IN andd X5 Rontne? is siable
¢ feast 12 hours at room temperature alier ceconstitution.

;oncentrate not

tior
ADVERSE REACTIONS Iz some paticus. che o

wation of Kon¥ne® concentrate «an cause, on r
transient fever,

s. headache. tlushing. or tingling,

DOSAGE Each buule of Kongne® concentrate has the Factor IX
activity in clinical units stated on the bowde label. One unit being
defined resent in | mi of average normal fresh

fasma, The potency is adjusted in terms of fetor IX singe it has
gun demonstrated that the othor faciors (1 VI Xdare pressent
in approximately th ym anount

if;g armount of Konfne® conventrate requited for normaslizing
hemostasis will dej L“d on lhq patient and oo the circumsiances.
and it is preferable o have the appropriate coag
assass pertormed px(or w0 xmxmun and ai suitable in
dm.m), reaunent

iG admi
oucasions.

as the activit

sic guidelines can be suggested as the result ol clinical expe-
rience to date with Kunfue® concent rate.
I factor IX det t o.mcm; \\hvl!ur biceding or non-

bleeding. adminiswcation of 2 units per Kg of body \\m}.ht wi
CEUSE an average invive increase of 36 {range = 1767-3.06)
when measured 5 minutes after administration. 2. 1o L\uol Y
defictent patieats. whether bleeding or non- blec dnw adiainis-
wation of 2 units per K¢ of body weight will cause an av
n-vivo increase of ¥9% {ranee - 24-3.4¢7) when measured
minutes after adminisrarion. 3. In f'mm Vit and factor IX defi
clent patients uadergning extensive surg roce -
duxu the levels of Factor \ll ur factor IX should he masoaimed
E 205 i roral. Aning arge dux.'.uauhnv& wadevel o
imately 609 . wakes it sasior o maimain henosatic
later using smaller and fever doses. A veiticad period s
zbout 3 davs pobl surg: d st protection should be provided
for abow § davs. Each atfent prosentsisspecial problem. and oo
specilic divecions can be givea.

PROPHYLAXIS The ideal weamment tor proven LOI\LLI)II’ll delic
siency of the procoagutants would be pro hylactic administras
Ina swdy of three aduits winh clinically severe factor IX de-
, 2 orophy factic duig of 300 units LV, every week hn&
m preventing sponianeous bleeding \piwd\s ¢

J) le of 300-1,000 units evers tno woeks was m»
omancous bleeding ¢pisudes bt did
g A and kept the patients free ol hos-
pitadizzation, ne* concentrate should be given
when & patient on prophviads is exposed 1o trauma, One must
3sstime that cach patient should be adjusted to his proper
oruphvlaciic dose

o all
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Attanpts at prophylactic maintenance of twe adulu with su
vere factor VI d«.}muu\ wre ROt 50 successivl sdiie ©
L300 units LV, cvery woeek was insulficicat © provent sli SpoMa
oeous bleeding q)\wdc> although the patients ware free of hos
pitalization during the S-month sudy pulud However. Mat
and Shulman? achicved successiol prophyfistic maintenance
one patient. using a differeal Facwr VIT concentrate” adaviois
tered in a smaller dose but given twice a week.

Lrophylactic ataintenance of patients with severe factor It ;m
factor X deliciency would appe-ar ideal because of the lung post
iufusion hudf-lifc of factors 11 and X. However the incidence is s¢
uacommon that stadies of prophy laxis iave not becn made.,

OVERDOSAGE CAUTION: Do not overdose. Factor X hats s long
ife. Repeated adnmimisrations geoerally re ssult

{ increases in bloud levels, particolarly o
tactors IX and X, Wichout wareful monitoring of the paticat’s
tevels of 1IN, aed X. unnceessarily high kevels can decur. the
wsuh of which may increase the risk of intravascutar coagulation

RECONSTITLUTION AND ADMINMISTRATION 1 Rocon
stitation will be wore rapid if the ditucnt boude is warmed w
room temperature, Do oot warm ahove 40% C. {104° £3. 2, Remove
the plastic Mlip-p caps rom the concentrate and he- dilaen:
bottles 10 expose the central portions of the rubber stoppers. 3
Cleanse stoppers with germicidal solution. The Kunvne® coneen
trate bottle is not sealed under vacuunm. Reconstitution with 2
ml of the accompunying diluent is recommended. although re
constitution with no Jess thaa 10 ml can be oftected if desired. 4
With a sterile needle and syringe, withdriow 20 mi of diluent 2u¢
wansfer o the bodle of ophilized Kongae? concenirate, Ad¢
die water gently s0 us 1o avoid exc ¢ Toaming. Do not bleet
out air 3. Gendy agitase the

cither before or after Feconstitution. 3
Bottle from G 10 time undil the powder is dissolved. Reconst
sdon osualls requises two minnes o less. 6, Aler the com
centrate powder is completely dissolved withdraw the Kansud
solut o the syeinge throwgh the jilter peedic which b
supplied in the packige.

STORAGE FACTOR {X COMPLEX (HUMAN) {(¥:ACTORS 1. VU
l‘( and ’()~~ Kongoe” stouald be stored under vefvigeration €2° «
v C.; 35 o 46° E). Freezing should be avoided as breakage o
the dihyent bowle might oecur.
Kontne® concenmriite may be stored for a period of up 10 one
monthy at temperaiures noi 1w excevd 37 C (99° Fi during wravel

HOW SUPPLIED Kon¥oc? conceniride is suppiicd in single dosc
bottles with the wnal units of tactor IX activity siated on the
tabel of cach boule. A suitable volume of Sterile Water for Injec
don, USH and a sterile filter ncedle are provided.

LIMITED WARRANTY A number of {2 ctors beyund our contr o
could rediee the ¢ fcacy of this produc tor cven resalt in an it
ctfect ©llowing its use. These inclide storage .u\d h\mdhng;‘
the produce alter i ica\u our hands. d sage. me
of administration, and i s in u\(hud\ml pa
tiernats. Becuuse of these factors. it is important thad this produc:
be stoved properhy and thac the directions be followed caretully
wing use. and That the risk ol lmmmuung hopautitis be caes
fuliy weighed befwre the produe :d.
Mo warcaaty express or mplied, factuding any warrany o!
mecchanability of fitness is made. Representatives of the Com
pamy: ace not witharized 16 vany e terinsor the contents i the
iwed dabeling, including the package imsert for this podudi
ot by printed oo om the Companys Bur Calitor
fice. Peoseriber and aser of this product must aceept the
tegtas hereol.
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KRYOBULINT™

Dried Human Antihaemophilic Fraction B.P.

name of product:

presentation:

uses:

dosage and
administration:

DATA SHEET

KRYOBULINT
Dried Human Antihaemophilic Fraction B.P.

Dried Human Antihaemophilic Fraction is a white
to yellowish amorphous powder or friabie solid
without any characteristic odour.

It is prepared from the plasma of donors whose
transaminase levels are constantly checked and
whose donations are shown by R.ILA. to be free from
HBSAg. Pooled plasma and the final product are also
tested for freedomfrom HBSAg,

It is packed in vials each containing approximately
250,500 or 1000 International Units of Factor VIII.
Separate vials o f solvent are also provided, these
being Water for Injections B.P.

1 International Unit is the amount of Factor VIII
activity contained in 12.745 mg of the 2nd
International Standard for Blood Coagulation

Factor VIII Human. It is approximately equivalent
to the Factor VIII activity in 1 ml. of average normal
plasma.

Kryobulin corrects Factor VI deficiency, and is
used in the treatment of bleeding due to'such
deficiency in:
Haemophilia A
von Willebrand's disease
Haemophilia complicated by Factor VIII
inhibitors

Frequent tests of the patient's plasma level of
Factor VIl must be made to allow correction of
the deficiency by Kryobulin administration, but
for guidance an estimation of the required dosage
can be made by the following calculation:

To achieve an increase of Factor VIil concentration
of 1% it is necessary to administer 1 i.u. of
Kryobulin per kg. bodyweight, both for adults and
children,

Initial treatment requires doses to be given at
shorter intervals than in maintenance therapy, to
provide an initial high levei of activity and to
replenish the extravascular compartment.

LIT.001.4523

Bleeding from skin, nose and oral mucous membrane:
I nitial dose should be 10 i.u./kg. at intervals of 6 to
12 hours.

Haemarthrosis:

The initial dose should be approximately 10 i.u./kg.
and the maintenance dose 5 to 10 i.u. per kg. at
intervals of 6 to 12 hours. Combined with
immobilisation of the affected joint for several days,
the treatment should be sufficient to restore function.

Bruising:

In most cases a single dose of 10 L.u./kg is
sufficient. For widespread bruising, repeated
administration of 5to 10 i.u./kg. at intervals of
6 to 12 hours may be required.

Heavy bleeding into muscles:

I mmediate treatment is required to prevent
permanent deformity and loss of function, and
initial immobilisation of the affected area is
important. An initial dose of 15 to 20 i.u./kg.
should be given, the maintenance dose to be 10
i.u./kg. atintervals of 8 hours from the first to the
second day, and at intervals of 12 hours from the
third to the fifth day.

Haematuria:
The initial dose should be 15 to 20 i.u./kg., and

the maintenance dose 10 i.u./kg. at intervals of

12 hours.

Major surgery on haemophilic patients:

The initial dose should be at least 25 to 50 i.u./kg.,
and the maintenance dose 20 to 40 i.u./kg. at
intervals of 4 hours from the first to the fourth day,
of 8 hours from the fifth to the eightday, and of
12 hours until all wounds are healed.

The effect of treatment must be checked daily.
Factor VIl activity should not be allowed to fall
below 50% of the normal 100% average value. it is
important that treatment be continued until all
wounds have healed completely, as the risk of
haemorrhage persists till then.

In addition to monitoring Factor VIl activity, tests
for the development of Factor VIII inhibitors should
also be made.

Dental extractions:

The required dosage depends on the number and type
of teeth to be extracted, and on the severity of the
haemophilia. If one or two teeth are to be extracted
from a patient with severe haemophilia, an initial
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contra indications
warnings, etc.:
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dose of 10 to 20 i.u./kg. should be given.
Maintenance treatment with this dosage at intervals
of 6 hours from the first to the third day, and 8
hours from the fourth to the eighth day after
extraction, shou!d be given. | f more than two teeth
are to be extracted from patients with severe
haemophilia a minimum initial dose of 20 to 30
i.u./kg. should be given, and a maintenance dose of
10 to 20 i.u./kg. at intervals of 6 hours from the
first to the third day, and of 8 hours for twelve
more days. The plasma concentration of Factor Viii
should not be allowed to fall below 10% of the
normal 100% average value.

Factor VI assays should be used to monitor the
effectiveness of treatment, as partial thromboplastin
time gives a less accurate value when large

quantities of Kryobulin are being used.

Solutions of Kryobulin must be administered
intravenously,at a rate not exceeding 10 m!. in
3 minutes.

Although the danger of volume overload is small
with Kryobulin, during major surgery monitoring
of the patient’s central venous pressure and blood
pressure, and serial chest X-rays, may be advisable.
In disseminated intravascular coagulation associated
with low Factor Vil levels Heparin should be

given to interrupt intravascular coagulation before
therapy with Kryobulin is started.

A low incidence of adverse reactions is experienced
with Kryobulin, but the following may occur:

1. Allergic reactions
All forms of allergic reaction from mild and
transient urticaria to severe anaphylactic shock
are possible when human plasma derivatives are
ad_mmistered. If such reactions occur, treatment
with Kryobulin must be interrupted at once.
A]le_zrgic reactions should be controlled with
antihistamines and corticosteroids and routine
treat.ment given for anaphylactic shock.
Monitoring of pulse rate and blood pressure is
essential. If the pulse rate increases and/or blood
pressure falls transfusion of 5% Dextrose should
be started.

2. Hepatitis

Despite _the precautions taken in the selection
and Ies'thg of donors and donations, the risk of
transmitting hepatitis cannot be entirely exciuded.

pharmaceutical
precautions:

legal category:

package quantity:

further
information:

product licence
number, name
and address:

date of
preparation:
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3. Factor VI inhibitors
The appearance of a circulating Factor Vili
inhibitor is possible. Its appearance cannot be
predicted as it does not relate to the amount of
Kryobulin administered, nor to the frequency of
administration. As far as is known neither
corticosteroids nor immunosuppressive agents
significantly influence the formation of inhibitors,

Kryobulin must be stored between 2% ang GOC, and
protected from light. it then has ashelf-life of two
vears. When stored between +20°C and + 30°C it has
a life of six months.

P.O.M.

Kryobuiin Home Treatment Pack

Each pack cortains:

1 rubber capped vial containing 250 or 500 i.u.

Dried Human Antihaemophitic Fraction BP

1 rubber capped vial containing Water for injections BP
This pack also contains a syringe {/V needles,

winged adaptor needle and filter need!e.

Kryobulin Hospital Pack

Each pack contains:

1 rubber capped via! containing 1,000 i.u. Dried Human
Antihaemophilic Fraction BP

1 rubber capped vial containing Water for injections BP
The pack alsc contains a filter needle.

All three presentations of Kryobulin are available in
red packs where the productis obtained from
European plasma and blue packs where the product

is obtained from American plasma.

Kryobulin is especially suitable for Home Treatment.
Packs contain all requirements and can be stored

in a domestic refrigerator for two years and for up :
to six months at room temperatures not exceeding 30°C.

Product Licence Number:
0215/0003

Product Licence Holder:
Immuno Limited,
Arctic House, Rye Lane, Dunton Green,
Nr. Sevenoaks, Kent TN14 548
Te!. No: Sevenoaks {0732} 50342 & 58101
Telex No: 85413

February 1979

Kryobulin is a registered trade-mark.
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PROTHROMPLEX ™M
Partial Prothrombin Complex (Human)

name of product :

presentation ;

uses

dosage and
administration

’wumo
LIMITED

DATA SHEET

PROTHROMPLEX ™™ Partial Prothrombin Complex
{Human). Prothromplex contains coagulation
Factors 11, I X& X and is indicated for the treatment
of Factor IX deficiency {Haemophilia B)

Prothromplex is a white, amorphous freeze-dried
powder or friable solid without any characteristic
odour. It is packed in rubber-capped vials containing
200 units or 500 units each of Factors I1, IX & X,

it is prepared from the plasma of suitable human
donors* whose transaminase levels are constantly
checked and whose donations are shown by RIA to be
free from HB_Ag. Pooled plasma and the final product
are also testeé by RIA for freedom from HB_Ag.
Prothromplex is also tested to discount the ltkelihood
of causing disseminated intravascular coagulation,

Treatment of cases of Factor | X deficiency
{Haemophilia B)

By administering an appropriate dose of Prothromplex,
it is possible to achieve a prompt and sufficient rise of
Factor I X in the patient’s plasma.

The effectiveness of treatment can be checked by
simple laboratory tests. The activity of Factor I X s
assayed through determination of the Partial
Thromboplastin Time (PTT), however the most
reliable results are obtained by guantitative

activity assays of Factor IX,

Immediately before use Prothromplex must be
dissolved in 10 mi of the solvent provided.

After sterilising the cap of the solvent bottle remove
10 ml using the disposable syringe and one of the
needles provided. Next sterilise the cap of the
Prothromplex bottle and introduce the solvent
using the second disposable needle. Reconstitute by
gently shaking to and fro, thus avoiding frothing.
Withdraw the reconstituted Prothromplex, then
remove the syringe from the needle and attach the
third disposable needle.

*Suitable human donors as described in the British
Pharmacopoeia Addendum 1978 under Dried
Antihaemophilic Fraction.

CLINICAL
Manifestation

surface bleedings of

A T N B RN

Prothromplex is now ready for slow intravenous
injection taking about ten minutes.

Only general directions can be given for the dosage
of Prothromplex. 1t is dependent upon the severity
of the coagulation defectand the degree of the
traumatic and haemorrhagic tissue damage. The
suggested dosage for the treatment of Factor I X
deficiency is given in the guide below,

Dosage guide for the treatment of severe and
semi-severe cases of Factor | X deficiency:

Formula for the calculation of the necessary quantity
of Factor I1X:

One unit o f Factor IX/kg bodyweight = 1% increase
of Factor {X in the patient’s plasma.

Maintenance dose

at intervals of 6 10

12 (24) hours in

per kg bodyweight units Factor 1 X per
kg bodyweight

Therapeutically initial dose in
wanted minimum  units Factor 1X
Factor 1X level

the skin and mucosae

superficial or deep
haematoma

haemarthoses

slight bleedings
following injuries

extractions

severe muscle
haematoma
moderate bleedings
following injuries

gastric and intestinal
haemorrhages

bone fractures
cerebral bleedings
haematuria

complicated dental
extractions

minor surgery

5-10% 15U 7-15U

- uncomplicated dental

15 - 30% 20-30U 15-30U

major surgery

more than 50% 75U 50-75U
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contra-indications,
warnings, etc.

It is suggested that a high initial dosage be chosen to
ensure a rapid and sufficient increase of Factor IX
thus achieving a reliable cessation of bleeding. Here,
as well as with the subsequent maintenance therapy
the initial short half-life of the coagulation factors
has to be considered. Depending on the in-vivo
half-{ife of Factor X, which is approx. 12-30 hours,
asuccessful result will be achieved by repeated
administration of Prothromplex at intervals of 6-12
hours. To assure absolute control of treatment,
determination of the PT T should be made and, where
possible, quantitative assays of Factor | X activity.
Treatment should be maintained up to the resorption
of the tissue haemorrhage or until the wounds have
healed completely, thus ensuring a complication-
free post-operative course. The special advantage of
Prothromplex lies in the fact that by application of
small volumes of fluid and a slight amount of

protein a high concentration of circulating coagulation
Factor X is achieved. The danger of volume or
protein overloading of the patient is avoided even
with the administration of high dosage.

With patients suffering from disseminated intravascular
coagulation, (DIC}, Prothromplex should not be given
unless consumption of the coagulation factors has
been previously interrupted by Heparin.

Side-effects are rarely observed during treatment with
Prothromplex though the following reactions may
occur:

1) Allergic reactions:
All forms of allergic reactions from mild and
temporary urticarial rashes to severe anaphylactic
shock are possible when human plasma derivatives
are adminstered. |f these occur, treatment with
Prothromplex must be interrupted at once.
Allergic reactions should be controlled with
antihistamines angd glucocorticoids and routine
shock-treatmentgiven for anaphylactic shock.
Careful and frequent recording of pulse rate and
blood pressure is essential. If the pulse rate
increases and/or the blood pressure falls a
transfusion of 5% Dextrose should be started.

2) Despite the precautions taken in the checking of
donors, donations and the final product, the

transmission of hepatitis cannot be entirely

pharmaceutical
precautions

legal category

package quantity :

further
information

product licence
number, name
and address

date of
preparation
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excluded following the administration of
coagulation factors,

3} During every type of therapy involving blood or
coagulation factor concentrates, the occurrence of
a circulating coagulation factor inhibitor is a
possibility. The time at which such an inhibitor is
produced cannot be predicted and depends neither
on the amount of the plasma preparation
administered nor on the frequency of the
administration. As far as is known neither
corticosteroids nor immunosuppressive agents
significantly influence the formation of inhibitors.

Prothromplex has a shelf life of onegnd a half years
when stored between +2 C and +6
protected from light.

P.O.M.

’

200 units or 500 units of Factors |1, X and X in each
container,

1 rubber-capped vial containing lyophilised
Prothromplex.

1 rubber-capped vial containing 10 ml Water
for Injections B.P.

1 10 ml disposable syringe.

3 disposable needles.

Prothromplex can be stored in a domestic refrigerator,
and can therefore be kept available for home treatment.

Prothromplex can be given in small volume injections,
and is therefore suitable for home treatment.

Prothromplex can be moved in insulated containers to
arefrigerator at some other location, giving a patient
a greater degree of mobility.

Product Licence Number:
0215/006
007

Product Licence Holder:
Immuno Limited,
Arctic House, Rye Lane, Dunton Green,
Nr. Sevenoaks, Kent TN14 6HB
Tel. No: Sevenoaks {0732) 58101 & 50342
Telex No. 95413

May 1879

Prothromplex is a trade mark
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