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Penrose Inquiry — NHS Central Legal Office — Outstanding Matter No. 8.4

Request for Evidence of Warnings of Risk of Hepatitis Issued with Certain Factor
Concentrates.

I would also like to see evidence of the warnings of risk of hepatitis issued with the
coaguiation factors referred to by the SNBTS at para 1.4 on page 8 of the Events paper

(i) evidence of the warnings of risk of hepatitis issued with coagulation factor concenirates
prepared by the SNBTS

(i) evidence of the hepatitis warnings issued by Hyland, Cutter, Immuno and Alpha
Therapeutics as shown in product literature and information leaflets

! assume that SNBTS will have that evidence in relation fo its own products. | am not clear
to what extent SNBTS will have the information in relation to commercial products but |
assume that it should be held by the Haemophilia Centres that purchased and used such
commercial products. Perhaps you could confirm.”

Response

A risk of hepatitis fransmission by coagulation factor concentrates was well
established by the early 1970s. Warnings of this risk were provided by
manufacturers, including the SNBTS who provided warnings of risk printed on the
packaging and the vial label as well as in an information leaflet supplied with the
product.

As coagulation factor concentrates are prescription-only products, manufacturers are
not allowed fo communicate with patients directly and communication of warnings to
individual patients is the responsibility of the prescribing doctor.

Copies of the documents requested by the Penrose Inquiry were provided by the SNBTS {o
the inquiry held by Lord Archer of Sandwell and are published on the SNBTS website;
www.scotbood.co.uk/publications. A copy of this document is appended and the contents
are summarized below.

1. Warnings Concerning Coagulation Factor Concentrates Prepared by the SNBTS

Warnings concerning coagulation factor concentrates prepared by the SNBTS are given in
pages 6-21 of the document supplied to Lord Archer. Specifically:

1.1. Product Licence Applications: General Information.

Page 7 is taken from the first {(March 1978) SNBTS Product Licence Application for Factor
VI concentrate; in section 2.6, headed “Contra-indications, Precautions and Warnings” the
SNBTS advises that the “Product may carry the risk of transmitting serum hepatitis”. The
same warning was given in the first (October 1978) Product Licence Application for the
SNBTS Factor IX concentrate and is shown on page 11.
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1.2. Product Licence Applications; Package Inseris

The text of package inserts must be included in applications for Product Licences and are
approved by the Committee on Safety of Medicines (CSM) when a Product Licence is
granted. The wording proposed by the SNBTS in its first Product Licence Applications is
shown on pages 8-8 for Factor VIl concentrate and on pages 13-14 for Factor IX
concentrate. The warnings given for both products were the same, namely:

Description (2™ paragraph) - “Nevertheless none of these tests are of sufficient
sensitivity fo eliminate the possibility of fransmitting hepatitis.”

Side Effects (last paragraph) — “Complications in the use of factor Vili concentrate
are rare. Apart from the general complications of hepatitis ......... y

1.3. Package Inserts

The wording of the first package inserts provided by the SNBTS was identical to that given in
the Product Licence Application. These package inserts (leaflets) were enclosed with each
carton of product from the time that the Product Licence was granted.

Actual package inserts are shown for unheated factor Vill concentrate (page 15), heat
treated Factor VIl concentrate, dated 1985 (page 16), factor IX concentrate, dated 1983
{page 17) and heat treated factor IX concentrate, dated 1986 (page 18),

1.4. Vial Labels

The label attached to each vial of SNBTS product contained warnings. Examples of these
labels are shown on page 19, with the following wording;

R

“This preparation is of human origin and cannot be assumed free of hepalitis virus.
(unheated Factor Vil concentrate), label dated 1984

“The freeze dried product has been heat treated but cannot be assumed [o be non-
infective.” (heat treated Factor Vili concentrate), label dated 1985

“This preparation is of human origin and cannot be assumed free of hepatitis virus.”
(unheated Factor IX concentrate), label dated 1984

1.5. Product Packaging

The outer packaging in which vials of coagulation factor concentrates were distribuied also
contained warnings. An example of this is shown on pages 20 and 21 where all four sides of
the carton containing vials of unheated factor VHi concentrate are shown. Two sides of the
carton contain the warning:

“This preparation is of human origin and despite careful screening of donations
cannot be assumed fo be free of hepatitis virus."
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2. Warnings Issued With Commercial Products

The SNBTS holds some literature distributed by commercial companies. The following
examples are contained in the document provided to Lord Archer.

2.1. Alpha Therapeutics

Warnings provided by Alpha Therapeutics can be seen on:
+ page 23, general leaflet, dated 1979(unheated Factor Viil concentra!e)
+ pages 24-25, UK leafiet, dated 1986 (heat treated Factor Vill concentrate).

2.2. Baxter (Hyland/Travenol)

Warnings provided by Baxter can be seen on:
+ pages 27-28, UK leaflet, dated 1977 (unheated Factor VIl concentrate),
+« page 29, general leaflet, dated 1975 (unheated Factor Vi concentrate).

2.3. Cutter (Miles/Bavyer)

Warnings provided by Cutter can be seen on:
« page 31, general leafiet, daied 1978 (unheated Factor Vil concentrate),
« pages 32-33, UK leaflet, dated 1985 (heat treated Factor VIll concentrate),
» page 34, general leaflet, dated 1978 (unheated Factor [X concentrate).

2.4, immuno tid.
Warnings provided by Immuno can be seen on:

» pages 36-37, UK leaflet, dated 1979 (unheated Factor VIl concentrate)
* pages 38-39, UK leaflet, dated 1979(unheated Factor IX concentrate).
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Response to Questions Raised at the Inquiry
into
Contaminated Blood and Blood Plasma Products

1b. Examples of Warnings Issued with Coagulation

Factor Concentrates {warnings not h‘ﬁghﬁiqhted)

Peter R Foster, BSc MSc PhD C8 CSci CEng FiIChemE
Protein Fractionation Centre

Scottish National Blood Transfusion Service

21 Ellen’s Glen Road, Edinburgh, EH17 7QT.

September 2007.
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introduction

During my evidence to the Inquiry on 20" 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 1h)} in which the copies are unmarked.

1. SNBTS Documents

{a) Product Licence Applications (exiracts)

Extracts from the initial product licence applications submitted by SNBTS for
coagulation factor concentrates are attached. These exiracts 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,

(o) SNBTS Product leaflets
Copies are atlached of leaflets supplied with the following SNBTS products.

Factor Vill concentrate, unheated
Factor VIl concenirate, dry-heated at £68°C
Factor IX concenirate, unheated

Factor IX concentrate, diy-heated at 80°C

{c} SNBTS vial labels
Copies are attached of vial labels for the following SNBTS products

Factor Vill concentrate, unheated
Factor VIli concentrate, dry-heated at 68°C
Factor IX concentrate, unheated

(c) SNBTS Catton

Copies are attached of the carton in which vials were packaged:
Factor VIl concentrate, unheated (side, front & top)
Factor Vil concentrate, unheated (side, back & base)
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2. Commercial Company Product Data Sheefs (iniscellaneous)

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 foliowing leaflets are attached:

{a) Alpha Therapeutic

Factor Vil concentrate, unheated (Profilate) — USA leaflet (1879}
Factor Vil concentrate, {Profilate heat-treated) — UK data sheet {1086)

{b) Baxter (Hyland/Travenol}

Factor VIl concentrate, unheated (Hemofil) - UK data sheet (1877)
Factor VUi concentrate, unheated (Hemofil) — USA leaflet (1975).

{c} Cutter (Miles/Bavyer)

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

(d} Immune Lid

Factor Viil concentrate, unheated (Kryobulin) — UK data sheet {1979)
Factor IX concentrate, unheated (Prothromplex) — UK data sheet (1978)
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Erodnel Farsdaulare
Bawe of Profust; Humasn Antihaemophilic Factor: Factor VIII
{Lyophilised)

Pharmsceukioal form; The product 1s a8 dry powder or white
friable solid digpensed as a single dose unit for
intravenous injection after resolution using “"water for
injection', and is in a form suitable for administration

to human heings,
sctive Gemetituentsr Human blood coagulation factor VIII as

expressed in interngtional units {from the extant
British standard for factor VIII activity. The product,
should dilasolve at room temperature to produce s clear
or slightly opalescent solution in 15 minutes when
treated a8 described in the British Pharmacopoeis (1973)
page 65.

vese: The material is intended for the repair of
deficiencies of the coagulation factor VIII as
encountered in persons having the condition known as
Haemophilia A. It ig intended for administration by
the intravenous route.

Reoommended dose
apd dosago sokedule; There is no recommendation for dosage

beyond that required to achleve adequate haemostagis in
the patient as Jjudged by clinical manifestation or by
laboratory assessment,

condro~i ndioations,
Predettions sed ¥omdnge: JheYe are no cgntra-indicationg.

Warnings include storage below 5° C, reconstitution by
addition of pyrogen free distilled water, the material
ghould not be infused if a gel forms on soliution and
ghould be discarded 1f 1t i8 not used within three
hours of preparation of solution. Produ. wey carry
the risk of transmitting serum hepatitis.

Fathed of wetail sals
o eupply The product is distributed free of charg

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

Bamf ectaray of . . . .
dosage forms Scottigh National Blood Transfusion Service,

Protein Fractionation Centre
21 Ellen’'s Glen Road
EDINBURGR

EH1? 7QT

Applicants reforense mumboR o page 1) 004777

Applisants sigrature.,.,. AT e
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HUMAN ANTIHAEMOPHILIC FACTOR - FACTOR VIIT CONCENTRATE (LYOPHILISED)

i &
:

Description

This preparation, which is rich in coagulastion factor VIII is recovered from
frozen indated human plasma by the Scottish National Blood Transfusion Service
&t the Protein Fractionatlon Centre, Edinburgh. The method of preparation is
based on extraction from'»? controlled eryoglobulin precipitate made from plasma
volumeg requiring up to 1 200 donations of plasma,

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

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

of the HB surface antigen using reverse pasgive hsemagglutination or
radioimmuncasgay and the preparation has also been examined by more searching
technigques 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 rigk of transmission cannot be
digregarded.

Factor VIII concentrate contains natural blood group antibodies derived from

the plasma of origin. The amounts present are not significant except in
circumgstances where very large volumes are being adminigtered over a long period
{ag in major surgery). In such circumstances patlents of the blood groups

A, B or AB should be observed for evidence of imtravascular haemolygis.

Storege

Factor VIII concentrate should be stored in the dark at temperatures below 5%,
Maintenance of potency is best achleved at temperstures below -35Y¢ but at
least 90% of the gtated 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 -19C and the accompanying vial of water for
recongt{itution cannot be stored safely below 0°C,

Regolution from the Dry State

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

After approximately five minuteg the solution should Le 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 c¢linical 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/
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Where more than one container 1is required to provide a ¢linical administration
there may be advantage in pooling the contents of geveral containers but thisg
should be done using care to avoid microbiological contaminatlon. The volume
of the concentrate collected inte 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

FPactor VIII concentrate should be administered as soon ag practicable after
solution is complete and should continue slowly at & rate not exceeding
3ml/minute, A slower rate i 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
nay be used for injection. Coptinucus infusion over long periods is to be
avoided and the product should not have addition made to it nor should it he
added to other infusion fiulds.

The actual volume of solution reguired for any administration depends on the
hegemophilige status of the individusl patient and the purpose of treatment.

As a general guide 1t can be stated that, in a patient without active haemorrhage,
an infusgion of 1 international unit per kilogramme body welght will produce an
average increase of about 2 IU/100 ml of plasma. Preasence of abnormally low
response in abaence of hlood loss from the circulation may indicate the presence
in the patient of an antibody gpecific to factor VIII. Treatment will require

to be repeated at varying intervals to maintain the reguired concentration

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

Side Effects

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

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

References
1. Newman, J., Johnson, A.J., Karpatkin, M.¥. 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 Bllen's Glen Road

EDINBURGH

EHLT 7QT
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Qeso of Peodwat:  Humen Factor IX Concemtrate (DE.F,IX)

proseasoutissd fewmy The product is & dry powder or white
frisble 50134 dispensed as a single dose unit for
tutyravenous injection after resolution using "water for
injection”, and is in a form suitable for administration

to human beings.
hotive Danotitesnie: Human blood cosgulstion factors II, IX

and X expressed in internationsl unite from the extant
British gtandard for factor IX sctivity. The product,
should dissolve at room temperature to produce a cleay
or slightly opalescent solution in § minutes when
troated ss described in the British Pharmacopoeia (1073)
page 85.

mes; The material is intended for the repair of
deficlencies of the coagulation factor IX as
encountered in persons baving the condition known as
Hasmophilis B, It is intended for adminigtrstion by
the intravenous route. It ig also used on phyeician
judgoment for repair of other acquired deficiencies of
factor IX.

Wmm. There 1s no recommendsiion for dosage
heyond that regquived to achbleve sdequste haemostasis in
the patient as judged by climical menifeststion or by
iaborsatory sssessment,

Ocatre-dndications, o
Pressudicen eod vVesaings: Wernings include storsge below 8 C,

reconstituiion by addition of pyrogen free distilled
water, the material should not be infused 1f & gel forms
on solution and should be discarded if it 1s not used
within three hours of prepsretion of solution., Product
may carry the risk of transmitting serum hepatitis.

There iz slight generic rigk of diffuse intravascular
%&ﬁﬁg&g&éﬁxga%lowing use of producta of this type.

o eupplys The product is distributed free of charge to
Haemophilis Treatment Centres through the agency of
Rogional Transfusion Centres.
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HUMAN FACTOR IX CONCENTRATE - DE.F.IX

pegcription

This preparation, which is rich in coagulation factors IY, IX and X is recovered
from frozen indated human plasma by the Scottish National Blood Transfuslon Servige
at the Protein Fractionation Centre, Edinburgh. The method of preparation is based
on extfacticn by absorption from plasma volumes reguiring ap to 720 donations of
plasma .,

All plasma used for preparstion 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 radiocimmunoassay and the
preparation has slso been examined by more gearching techniques applied in at least
two laboratories external to the laboratory of manufacture., Nevertheless none of
these tests are of sufficient sengitivity to eliminate the possibility of
transmittinog hepstitis. 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 50 C.
Maintenance of potency is best achieved at temperatures below ~35° C but st least
90% of the stated potency shguld be recoverable after 24 months storage at
temperatures between 20and 5 €. 1t should not be stored for prolonged pericds in
the range of +1° to -1 C and tge accompanying vial of water for reconsititution
c¢annot 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 remsin
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 isctonic 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
uging the pslm of the hand so that at least three complete revolutions occcur. It
should then be allowed to stand without further agltation.

After spproximately two minutes the solution should be seen to have become slightly
opalescent but with no solid material vigible. If a clot or gel is seen to form the
solution should not be used for clindical administration but should be returned and

8 report made of the incident to the Transfusion Centre or Haemophilia Treatment
Centre from which the product was obtained or directly to the Protein Fractiomation
Cantre,

Where more than one container is required to provide a ¢linical administration

there may be advantage in pooling the contents of several containers but this should
be done using care to avoid microbiclicel contamination. The volume of the
concentrate collected into one pool sbould 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.
Adninistration

Factor IX concentrate should be administered as soon as practicable after golution
is complete and should continue slowly at a rate not exceeding 3 ml/minute. A
slower rate 1ls to be recommended for the first administration of a series. The
administration should be by intravenous injection or infusion using plastics or
siliconiged glass equipment., A catheter or butterfly needle may be used for
injection. Continuous infuslon 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 bput should be administered quickly
following dilution.

The actual volume of golution 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

Conplications in the use of factor IX concentrate DE.F.IX are rare, Apart from the
gensral complications of hepatitis products containing concentrations of coagulation
factor IX have a well documented reputation for causing diffuse intravascular
coagulation or throwmbosis at the injection site. Although factor IX concentrate
{PE.¥.IX) has not been implicated in episcdes of this nature the reason of freecdom
from such silde-effect is not known and caution in use is advised; especlally in
clrcumstances where the reciplent may have liver disease or any acguired deficiency
of factor IX.

Heparin

This product does not contain heperin,
Reference
1. Middleton, 8.M., Bennet, I.H. snd Swith, J.K. (1873) Vox Sang. 24 : 441456,
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HUMAN ANTIHAEMOPHILIC FACTOR ~ FACTOR VIH CONCENTRATE

(LYQPHILISED)

Description

This concernrate which is rich In coaguiation facior VIH is prepared from frozen indated
humm pissma by the Scottish National Bloed Transfusion Service at the Prowein Fractionation
anire, Edinburgh. The method of preparation is based on extraction from contralied eryoglo-
hn precipiate {1, 21 recoverst Srom plasma volumes reauiting up o 4000 donstions of
plasma,

A# plasma used for ;}reparasion of factor VI concenirate is derived from blood coliectss
from voiunteer donors and has been spreened for the presence of the MB surface antigen using
3 rad?O‘mmunoassay and the preparation has aiso heen examingd by more sensitive technigues
appiiad in at teast two Ishoratories external 1o the place of manutacturs. Nevertheless none of
these tests are of sufficient sensitivivy 1o eliminate the possm;luy of transmr..tmg hepatitis.
Mezhoés for examination of the product continye to bz develapsed but the risk of wransmission
cannot be disregarded.

Factar VIl concentrate contains natural nioed group antibodies derived from the plasma
of origin, The smoums present are nol significent sxcept in circumstances where very large
wolumes are being administered over 3 tong period {as in major surgeryl, in such circumstances
patients of the bilood groups A, B or AB should be observes for svidence of intravescular
hagrnoiysis.,

The reconstituted Hroduct £OnINS NGT more thge H0g1 1 1otal protein less than 200 m,
olfl sodium ions and not more than 50 . molf! citrate ions,

Srovage

Factor Vit concenirate should be stosed in the dark av temperatures baiow 5°C, Main.
wgnancs of potency i best achieved at temperatures bolow —3500 but at izest 90 per cent of
he sigted potency showd De racoverabis after 12 months storage 2t temperatures between 0

ad 39C. The accompanying vial of water for reconstiwytion cannat be stored safely below
Qog.

Resolution from the Ury State

if the material has been siored below frezzing point it should be sliowed to remain at
room tempergture for at least 18 mingies before resoivtion i3 commenced. The volume of water
siged on the label, which is celcuiared 10 provide a soiution approximatsly isotonic with
human plasmsg, should be added by aspiration from the accompanvying vial and added to the dry
powder using 2 syringe, emztoying strict aseptic technicuss. The sddition of water should be a
genxie progess. The botle containing the mixing soivtion should be rolied gantly on a flat
surface using the paim of the hand so thal a1 Jeast thrag complat £ revolutions occur, 1t snould
then be alfowed 1o stand without further agitation.

Within twenty minutes the solution should be sesn 10 Bove besome slightly gpsiescent
but with no solid romterial visible, 1f s clot or gel s seen 1o form tne soiution should not be
used for clinical administration but should be returned and » report made of the incident to
the Transfusion Centre or Hasmopbiiis Treatment Centre from which 1he product was
abiained,

= rmore than one contginer s requited 10 provide a clinical sdministration there may
be acvantags in pooling the cantents of several containers but this shiouid be dong using care 1O
peoid microbiclogical contamination, The voiume of the concentrate coligcted into one pool
oufd 10T o greater than will be administered within 3 period of two hours fellowing resglotion,

Rasonstizuted (actor VI concentrate salution should aot be stored

Administration

Fantar ViHl concentrete should be adminisiered as soon as practicadie after soiution is
compiste and should continue stowly at 3 rate not exceeding 3mifminute. A siower rate is to be
recoramendsd for the first administration ©f 3 series. The administration should be by inwre-
wanous injzcion or infusion using plastics or siticanised glass equipment. A catheter or tutterfly
neadie may be used for injsction. Contnucus infusion gver tong periads is to be aveided snd the
aroduct should not have addition made to it nor should it Do added to other infusion fluids,

The actual volume of soiution required for any administration depgnds on the haemophitiae
ws of the individual patient and the purpose of treatment, As s general guide 1T can be stated
2 potient without active haemarrhage, an infusion of Tinternational unit per kitogramme
.x;eighx will produce zn averags increase of abogt 2 1U/100 ml of plasma, Presence of

matly low response in absence of bicod loss from the circuiation may indicate the presense

n thg patisnt of an antivody specific to fector Vill, Treatment will reguire 1o be repeated at
varving intivals to maintain the required concentration of factor VHI activity in the plasma,
{nzervals botween administration sre usually 4, 8, 12 or 24 hours g5 gppropriate.

Sigde Effects

Coampiications in the use of factor VIH concentrate a2 rare. Apaert from the general
compiications of hepatitls and intravascular haemolysis {see above) some patients may oceasion-
aliy sxperience slight irritation at the site of injection, A transitory headache or nauses foliow.
ing the administration of factor Vil concentrate has also been reporiad and for individuat
patients this sppears 1o be related 1o & particular batch of the product,

References

1. Newanan, S, Jobnson, A. 4, Karpatkin, M, H, and Puszkin {1671} Grivsh Journal of
Hzematology 24:1-20.

2. Jemes, H. L. and Wickerhauser, M, {1872) Vox Senguinis 22:402412,

Scottish Natonal Blood Transfusion Service,
Protein Fractionation Centre,

21 Cilen’s Gign Road,
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HUMAN ANTIHAEMOPHILIC FACTOR ~ FACTOR Vil CONCEMTRATE ~ HY
{LYOPHILISED)

Description

This concentrate which s rich in coaguistion factor VB is prepared from frozen
indated human plasma by the Scottish National Blood Transfusion Service at the Pro-
tein Fractionation Centre, Edinburgh. The method of preparation is based on exiraction
from controlled eryogiopulin precipitate {1, 2) recoverad from plasma volumes requiting
up to 4000 donations of plasma.

Al plasma used for preparation of factor VIl concentrate is derived from biood
coltected from volunteer donors and has been screened for the presence of the HB
sgrface antigen using a radicimmuncassay and the preparation has aisc bezen
examined by more sensitive techniques applied in at least two laboralcries,

The product has been heat treated at 63°C for twenty-four hours in the dried state
3 but it cannot De asstmed that the product is non-infective.

Factor Vil concenirate contains npatural blood group antibodies derived from the
plasma of origin. The amounts present are not significant except in circumsiances
where very targe volumes are being administered over a long period (as in major
surgeryy In such circumstances patients of the blood groups A, 8 or AR shouid be
observed for evidence of intravascular haemolysis.

The reconstituted product contains not more than 60gA iotal protein, not more than
400 sucrass, tess than 200 m.molfl sodium ans and 1ess than 50 mumolt Gittats ions.

Slorage

. Factor Vill concentrate should be stored in the dark al temperalyres below 5°C,
Maintanance of polency is best achieved at temnperatures below - 35°C but at least 90
apr cent of the stated polency should be recoverable afier 12 months slorage al
temperaltures belween ¢ and 5°C. The accompeanying vial of waler oy rpoonstitution
cannct be storad safely below 0°C,

Besolulion from the Dry State

# the material has been stored below freezing point it should be allowed 10 remain
at room temperature for atieast 15 minvtes before resolution is commenced. The velume
of watey stated on the label, which is calculated to provide a solulion approximately
isotonic with human plasma, should be added by aspiration from the accempanying vial
and added to the dry powder using & syringe. ermploying strict aseplic tecbniques. The
addilion of water should be a gentle process. The bolile containing the mixing solution
shouid be rofled gently on a flat surface using the paim of the hand so that at leas! three
compiete revolutions occur. it should then ve allowed 10 stand withoul further
agitation,

within twenly minutes the solution should be seen to have become slighily
opalescent bul with no solid material visidle. i 2 ¢lot or gel is seen to form the solution
should not be used for clinical administration but should ve returnad and a repori made
ot the incident to the Transfusien 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 advaniage in pooling lhe conlents of sgveral containers but this shouid be
done using care to avoid microbiclogical contamination. The volums of the concentrate
colected mto one pool should not be greater than will be adminisiered within a period
of two hours following resciution.

Reconstituted factor VII concaentrale sohution shoukd not be stored.

PEN.012.0308

Administralion

Factor Vil concentrate should be administered as soon as practicable after sohy-
Hon is compiele and should continue stowly af a rate not exceeding 3rnl/mingte. A
siower rate is to De recommended for the st administeation of a series. The
administration should be by intravenous injection or infusion using plastic or
siiiconised glass equipment. A catheter or butterfly neadie may be used for injection.
Continuous nfusion over 1ong periods is to be avoided and the product should not have
adldition made 10 it nor should it be added to other infusion fluids.

The actual volume of solution required for any administration depends on the
raemophiliac status of the individual patiemt and the gurpose of treatmenl. As a
general guide il can be staled thal, in a patient without active haemorrhage, an infusion
of 1 international unit per kilogramme body weight will produce an average increase of
atout 2 U100 mi of plasma, Presence of abnormally low response In absence of blood
foss from the circulation may indicate the presence in the patient of an antibody
specitic to faclor Vil Treatment will require 1o be repeatsd af varying inlervals fo
maintain the required concentration of factor VIl activity in the plasma. intervals bet-
ween administralion are usually 4, 8, 12 or 24 howrs as appropriate.

Side Effects

Complications in the use 0f factor Vil concentrate are rare. Apart from the general
complications of hepalitis and intravascolar haemolysis (see above) some patients may
ocecasionally experience slight irritation at the site of injection. A Yransitory headache or
sausea {ollowing the adminisiration of factor Vili concentrale has also been reporied
and for individual patients this appears (¢ be related 10 a particular batch of the
oroduct.

References

1. Newman, J. Johnson, AJ., Karpatkin, M.H. and Puszkin {1971) British Journal of
Haematotogy 23:1.20.
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HUMAN FACTOR X CONCENTRATE-DEF.IX

Description

Thie preparation, which is rich in cosguiation factors i, IX and X is recovered from frozen
indated human plasma by the Scottish Bicod Transfusion Service at the Protein Fractionation
Cenwe, Edinburgh. The method of preparation is based on extraction by adsorption from plasma
volumes requiring up 10 6000 donations of piesma’,

All plasma used for preparation of factor iX concentrate is derived from blond cellected from
volumreer donors end has been scresned for the presence of the HB surface antigen using
radicimmunoassay and the oreparation has also been examingd by more searching techniques
soplied in at laast two keberatoriss external to the place of manufacture. Nevertheless none of
these tesis are of sufficient sensidvity 10 sliminate the possility of trensmiting hepatitis.
Methods for examination of the product contimie 10 be deveioped but the risk of transmission
cannotl be disregarded.

The reconstituted product contains 300 iu Factor IX, notiess than 200iu Factor Il and not less than
200 1 Factor X, W comaing not more than 20g/1 1012} protein, ess than 80 m.mol/! titrate ions end
Igss than 50 m.mol/! phosphate jons.

Storage

Facior 1% Concantate should be stored in the dark al temperatires below §°C. Maintenance
of potency is best achieved at temperatures below —35°C but at least 90 par cent of the sweted
petency should be racoverable after 12 months storage at temperatures detween 2 and 5°C, It
should not be siorgd for prolonged periods in the range of + 1% 10— 1°C and the accompanying
vial of water for reconstitition sannot be stored safely below 0°C.

indications
HMuman Fsetor X Concentrate—DEFIX Is lssued for westment of congenital factor X
deficisncy {Hsemophitia B).

Resclution from the Dry State

1 the matarial has been storad below fgezing point it should be allowed to remsin at room
1emperature for at least 15 minutes before resofution is conmmenced. The volume of water stated
on the labsl, which is cafculated to provide a solution aporoximately isolonie with human plasma,
should be 2dded by aspiration from the accompanying viel and addition o the dry powder using a
syringe and employing strct aseptic techniquos. The addition of water should be & gentle
process, The botile containing the mixing solution should be solled gently on a Hlat surface using
the palm of the hand so that at least three complate revoiutions ocour. Kshould then be slowed 10
stand without further agitation,

Within ten minutes the solution should be seen 10 have hecome sbghily opalessent but with
no solid material visible, if a clot or gel is seen to Torm the solvtion should not be used for clinical
aderinistration but shouid be returned and 2 report made of the incident %o the Transfusion Centro
or Haemophiliz Treatnient Centre from which the product was obtained or diregtly to the Protein
Fractionation Cenlre,

Where more than one container is required o provide 2 clinical administeation there may be
advantage in pooling the contents of several conteiners but this should be done using cate to
2void roicrobiologicel contamination. The volume of the concenwrste cellected inta one pool
should not be greater than will be sdministered within a pericd of thres hours following resolution.

Reconstituted Factor iX Concentrate solution should not be stored.

Administration

Factor IX Concentrate should be administered as soon as practicable afler solution s
complete and should continue stowly at a rate not exceeding 3mi/minute. A slower rate is to be
resommendad for the first administration of a series, The administration should be by intravenous
Injection or infusion using plastics or siliconised glass squipment. A catheter or butterfly needle
fmay be used for infection. Continuous infusion over long pariods is 10 be aveided and the product
shouid not have addition made 1o it nor should it be added to other infusion fiulds. {t may be
difuted using sodium chloride injection BP but should be administered quickly following dilution.

The actual volume of solution required for any administration depends on the status of the
fndividual patient and the purpose of treatment. Treatment may reguire to be repeated at varying
intervals to maintain the required concentration of factor IX activity in the plasma. intervals
between administiation are usually 4, 8, 12 or 24 hours 3s appropriate,

Side Effects

Compiications in the use of Factor {X Concentrate DEFIX are rare, Apart from the general
cornplications of hepatitls, products containing concentrations of cozgulstion factor IX have a
weil documented reputation for causing diffuse intravascular coaguistion or thrombosis at the
injeotion site. Although factor [X concentrate {DEFIX} has not been implicsted in episodes of this
nature the reason of freedom from such side-effects is not known and caution in use is advised;
especislly in circumstances where the recipient may have liver disease.

Heparin
This product does not soniain heparin,

Reference
1. Middieton, S. M., Bennst, L. H. and Smith, J. K. {1973} Vox Sang.24:441-456,
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HEAT TREATED
HUMAN FACTOR IX CONCENTRATE (H.T. DEF.IX}

Description  This preparation, which is rich in coagulation factors §, IX and X is recovered
from frozen indated buman plasma by the Scottish Nationad Blood Transiusion Service atthe
Protein Fractionation Centre, Edinburgh. The method of preparation isbased on extraction by
adsorption fram plasma volumes requiring up 1o 25,000 donations per bateh,

Alt 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 Hepatitis B surface 2ntigen
using a radicimmunoassay and the preparation has alse been examined for this antigen by
more searching technigues applied in at least two laboratories. in addition, product, plasma
poois and individual ptasma donations are tested {or the presence of antibody to MTLVIH The
product has been heat-treated at 80°C for 7.2 hours in the ireeze dried state. Thistreatmentis
expecied lo inactivate viruges associated with the Acquired Immune Deliciency Syndrome
{HTLVHL LAV, ARV} {2, 8, 4). The effect of this heat-reatment on Hepaiitis B, and Hepatitis, non
A~-non B has still ¢ be elucidated and therelore, this product cannot be assumed (o be non-
infective with regard 1o the hepatitis viruses.

The reconstituted product contains 300y Facior IX, not less than 2001y Factar and notless
then 200 s Factor X. Anti-Thrombiniiiisadded at aconcenirationnogizaterthanSiupervial i
contzins not more fan 25g/1 total protein, legs than 8¢ mmol/l Citrate ions and less than 56
m.nei/ phosphate ions.

Storage Facior IX Concenirate should be stored in the dark at lemperatures below 5°C.
Maintenance of polencyis bestachieved attemperatures below - 353°Chutat least 90 percent
ofthe steted potency should berecoverable after 12 months storageatlemperatures between
2*Cang 5°C. #t should not e stored for prolonged pericds intherange of + 1Clo~1°Candthe
accompanying vial of water tor reconstitution cannot be stored safely below 6°C,

Indications Human Faclor IX Concentrate~ .Y, OEFIX is issued for resiment ol congenital
factor IX deficiency {(Haemophilia 8.

Resolution Fromthe Dry State  ifthemalerialhas been stored below lreszing point it should
be allowed to remain at room lemperature for at least 18 minuies before resolution is com-
menced. The volume of water stated on the Igbel, which is calculated o provide a solution
approximately isotonic with human plasmia, should be added by aspiration from ihe accom-
parying 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 shoutd be rolied gently onaflat surface using the paimofthe hand sothat atieastthree
compiete revolutions occur. # should then be sliowed 1o stand without further agitation.

Within ten minutes the sohution should be seenlo have become slightly opalescent but withne
solic material visible. # 2 clot or gelis sean 1o form the solttion should not be used for clinical
administration but should be refurned and a report made of the mcigent 1o the Transtusion
Centre or Haemophilia Treatment Centre from which the product was obtainad.
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Where more than one container is required to provide 2 clinical administration there may be
advartage in pooling the conterts of severat containers but this shouid be done using cere to
avoid microbiclogical contamination. The volume of the concentrate collected into one pooi
should not be greater than wili be administered within a period of three hours following
resolution,

Beconstituted Factor IX Concentrate solution sbould not be stored.

Administration  Factor I Concentrate should be administered as soon as practicable after
solvtion is complete and should continue slowly atarate notexceeding 3mi/min. Aslower rate
isto be recommended for the first administration of a series. The administration showid be by
intravenous injection or infusion using plastics or siticonised glass equiproent, A catheter or
butterlly needie may be used for injection. Continuous infusion over long periods is to be
avoided and the product shoujd not have addition made to it nor should it be added to other
infusion fuids. Bmay be diluted using sodiumchiorideinjection BP byt should be adminislered
quickly fcllowing diution,

The actual volume of solution for any administration depends on the steius of the individual
patientandthe purpose of reatment Treatmentmayrequire ioberepeated atvaryingintervals
o maintain the required concentration of factor IX activity in the pizsma. Intervals between
administration are usvally 4, 8, 12 or 24 hours as appropriate.

SideEffacts  Apant fromthe general complications of virug ransmission (discussed above)
woducts comaining concentrations of coagulalion Factor X have 2 well documented
reputation for causing disseminated intravascular coagulation or thrombosis stthe infection
site, Unheated FIX {DEFD manuiactured by the Scollish Netionat Blood Transfusion Service,
hada good safety record for products of this type. Laboratory data and evajuationinananimal
mou2! both suggestthat MT DEFIXissuperiorinthisrespectiotheunheated product, However,
asHT DEFIXisanew product, cautionin usels advised, especiallyincircomstanceswhere the
recipient mey have liver disease, until complete frgedom from such side-effects has been
confirensd,

Heparin  This procduct does not contain heparin,
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SNBTS COAGULATION FACTOR CONCENTRATES
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This package contalns— 10 vials of Factor Vil (Lyophilised}

9 vials of Water {or injections (Ph. Eur.)

When reconstittted according te the instructions on the Factor VI vial, the produci contains: —
not more than 80g/t Total Protein
tess than 200m mol/l Sodiurm ions
less than 50m mol/] Citrale ions
Dioes not contain preservative.

Both the Factor Vil and Water for injections must be allowed to warm o 20° to 30°C hefore
regonstitution.

Only genile mixing should be employed during reconstilution. i a gel forms or insotubl

e
maierial remains, the preparation should net be used, Use the reconstiluted solution as soon as
possilsie antt in any case within three hours,

This preparation is of human origin and despite careiui screening of donalions cannot be
assumed (o be free of hepalilis virus.

The Factor Vi viais must be storest befween 0-5°C. Product Licence 3473/0007
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Human \\ ’v
Antihaemophilic \

Factor

Factor VIII

(Lyophilised)

R
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This package contains:— 10 vials of Factor Vill {(Lyophilised)
10 vials of Water for Injections (Ph. Eur)

Whenreconsiituted according o the instruclions on the Factor VIH vial, the product containg:—
not more than 60g/1 Total Protein
iess than 200m mol/! Sodium ions
tess ihan 50m mol/i Cilrate ions
Does not coniain preservalive.

Both the Factor Vill and Water for injections must be allowed 10 warm {o 20° o 30°C before
reconstitution,

Only gentle mixing should be employed during reconstitufion. If a gel forms or insciuble
material remains, the preparalion should not be used. Use the reconstituted solition as soon as
possibie and in any case within three hours.

This preparation is of human origin and despite careful screening of donations cannot be
assumed 1o be free of hepaliiis virus.

The Factor Vil] vials must be slored between 9-5°C, Product Licence 3473/0007

—
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2a. Examples of Warnings in Documents

Provided by Alpha Therapeutics



PRESCRIBEING INFORMATION

Antihemophilic
Factor (Humamn)
Lyophilized

Profilate’

DESCRIPTION

Antiemopiiic Factor (Human) Pioigat® 1s a siabie kow
greo Conceniraie of baclor Wit {AHY, MU sraparsd ton
noagied plesma LY SIYOp recipitaton of fIo active fnciof ang
s WEn ane o on Gy $hemical
LTINS,

This prodoct is preparedt Yom utilis of human plasma which
have been tested and found aonreactive lor hapaung B sur.
Iave antigen {MBsAQ) by FOA requied W8 Howevor, 14¢-
sonify avaflable metwods 2@ ot sansiive ehugh io dates:
alf units of potentigly nfections plasma, and ihe rigk ¢!
teansiling hopatdis i SER present

ACTIONS

Sngihemophiie Facior (Facior Vit s 2 constityent of narmat
ghasmia @ouired for Cloing. The asmustaien of .
nemophilic Fastor (Human) Froliate® ismaeaciy nnoreaaas
ki ;xlam 0 fevels of hes GloNing A s anming §
hararos of hemoliage. Foﬁ@wmq aomwsiiglion, S Apil
disappeaance e of Factor Vit from tha plagma s orcnas
Hy apow eight hours.

INDICATIONS

Antihermpphific Faclor (Human) Protiate 18 micatad solely
for the praveation andd controt of blaeding o palicals win
moderale or spvere Facior VI Goloioncy due o hemaoh
&. 07 acguired Fanior Vil deticiency. Antifierophdic 2
(Homan} ¢ aotindicaied i ihe maAnagesent of Meeting
palients with von Wilisbiand's disease
CONTRAINDIGATIONS

There are no keowr: Copliaindicatons 1o i use of Ante
Bemaplulic Factot (Human).

WARNINGS
Vgl hiehattis may De ransaiiad by 108
vedis i tinli who o rersly have,.ol

multiple {ranshusions of oo o LIood puadunts, ae gt
eealest gk Y In Hus situaten, Ihe denetils of Al
nemapitis Factor (Muman) sdrinisitaion «
fully weighed agans! the ask ol wual hy
danc: produats shoultt Be selaienidly i
{nasitve

PRECAUTIONS

Anihemophile Faor $Human) should 20l be
2t 3 eate excesding 10 Ml Rapud adming
gl i vazamolor reacticns.

Agproxinaiely fvg 1 SOt DeIGen ol temontiig A palients
Gevelop whibitots e Faclor VI Raely. othior patients
acquire similgs nhitiers, The managemen of paken(s win
o requres caeiul menionng. osnmcRy
progeriures am NGICARY. In polients with intibie
sponse o Antihemophilic Faster (Humand may b muen
faag an wouies ofhenwiae e exprciad anumge: doses s
oflen shaued, Patents with bagls innipitor faveds may aot
eNGA 1 Amierophite Factor (umany !
PRISING personne) 88 others whi adwwrasiar (s wralotat
shavid exaroise appropiate caution m haiwag beeausd of
the rigk of axppsute Lo ¥l hepatiis.

ADVERSE REACTIONS

Adverse roaclions can woluae wlicany. freen ohiis.
nEuges. vomiing, REERCHE. SCMNOIICE O lgiaigy Ho5y
DRGNS davelop pactons ol i mild nstue !nlicwn
e admnsiaten of Aalhomoptiic B
NDESE rRACKONS My Do on an alfamic Lo
noted and the patonl equires addibonal A
Factor (Fuman}. protuct fore & diinrent of should !‘&

i

Nagshr desos 'mw‘ 7t
anomia, bl 3
msganeneg,

Profifzic* dops NG COMAN Gleor Qrour $0ag ghutions and
WHen Qe onc ! PEQuENt U oses 8re reGUIR ¥ e of
2608 provs A, B v AR, ihe patferd shuidd b motkgred for
sps of mavasculat domolysw and laling
Snould fe songtion ooour thus leading o
heaise sopmg. 110 acrmastiaion of &oing
watibia ype O e biood erils should b conwdures

DOSAGE AND ADMINISTRATION

Antisoopivic Facter (Mumsan) Prolilate * most bm admmng.
g edinvenously v three hows Gllo FECDNSRGET
ion with the dduast supplies Prolifats® mmay be adimns.
e eithar by mealion {pMees Setag ealy} or mlusien,
Each tate of Pecliale”™ o latssled with 812 fat
soranud theem. One unit s defrmd as he ag
ot ol dvesige aarmd pasma T fof
wides o gicde for dogshge caleulations:

FSUHEE ® atute hamolyic
v oor twperfi.

Nuruber ot Body Desitad incredse
MiFunils = weighl  x20x iti Favior Vi
soqiites i dbs pereentage
Example: 115 ihs X 20 x 0,30 == 658 AN units
at

Hymbos of Body Dasited Ingroase
MF s = weight 1443 i Facter Vit
senuired kg presantage

Exampie: 50 %yx 44 x 0,30 = 560 AHF units

& mms.qn s'.., :rv:m' 'a va sn nw ,\mv ;\':r lgvat
T I ING GUEn OF MO SEHIUS Nenicthage
mc ik m % pws:zw Ak jevoi shou d g sasedt o 30w B0
:'\!ns*om @ s» qert‘! unted 8t Wice dally aites

4 1 deticiency ey st
Mgt ne 12isad 1o 30 ¢ B perastl wih iz level
R o a&»:‘m 30 poacerd B eppfogmsioy wio
B #KLRCHGIS, thn AVE leval
20 reckalely pror 1o
Fasior Vil v 00 Guenh E Becd:

the Al

KARMCy 9D
WG aie
s ponhyacncally o0 2

50 e AR

m*.CONSleneN
USE ASEPTIC TECHMIGUE

Loliles o al feas! ont
03

1. WansT divent and <-<~nce
W it As
7 Remoye 5

Homova i
Do ge
Daitin.

Sweals o puy;

<

i aonol, (D #ot
3y mgeiaden on

iy (!(M’(‘

slopper
botlie. Hokh concanvale boile @ ong hand, ’nvzm he
fattin of aduest M e ofier nang &t push die exposesd
end of the npedle ioueh e dopassion in e center of
he stopper, (kg cean that the diuent s ahvoys
abave the botia of concentiatn Tharg shautd L entugh
NAGROIT T e St o g n Bl ine dilben,

& DISCOMMIgs] e e "om@s Ly femang coedte fomcon
cenltate botlis slepper Sheke vig forign sectinis
har agitale oF 0tale ceneantime Hottie val i cornen.
uam 8 Ifgsores 'i{\ cv‘w 3 IEGURS approsimalnty

i QLTSI BIRLedNE &

reles Y ovcasionally

E 2 i priicies and e
x"»iteém g(rteﬁcy E ) tedaeen

ADMINISTRATION

By Syringe:

USE ASERTIC TECHIQUE
£, flemovs eovar fram

Byt
3 Remoar Obiaie® |
aga. et e of 3
Mgodiz Hoxd G
SHECVE
4 Rerova

diwr Meerio asopleRly from padie
e oG Gpeanl & Poliaie? FRler
e as dustraipd &l s By 10

e o et Bl Huptis DY pulkng Lo
{ Do not twist or turm needle cover

WQackie e o
tm Lot fognnt A 8t asowsie he €
canitaie from 1 go! R e Sy
HONVe ard cheniad e Protdnte™ Bilte Naedie fun b

W 0 i :*u’w“v‘ ‘33 x‘&z. intl/s

&>

7o the Eessls b & G han nng Dok of aencn.

4

e Bultorily & 21106 Infsion Sel il aliow s I D2
i A gl DU
&, Dracare il HClvspNEartn appmns

8y infusion Set:
USE ASEPTIC TECHNIQUE
1, Closg Glany) on infuson sel.
2 Vens D0llle upogitl, IUSE NETAING DIt Bifal

SIORned contar Do il it o angis
3 wnedisialy mued Boile 1o AutomanCally establish
proner flu lovgt 1 i shamoer (iall Ll
Auast: Bulterfiy™ 2(x3% Intusion S, open Semg and
alow sofistion 16 expel av rem kihing neadie. ther close
clamp.
Make venputetas aned wgist fovs
B {seart 3 agmmsiiaton elegoient alter use
HOW SUPPLIED
Asgihgophite Fagtor (Hua Podlale® s supplics
sngle 0pse botles, with suifabic volumas of dituent. The
s 0F AYE aeliviy 25¢ stalad on ihe e oF eadl Cenesn
{rate tioitle,
STORAGE
Astinemophiiie Fager {Hurman) Proltaw? may oe siomd &
EIHEANFES Deween 3% 80 or &l $errS OF Al 1Gar femr
aree Ot ExCeoning 31°C iov 6 mootns
CAUTION: Fegeral (L1S.A Y faw pronituts ¢isy
out 2 reseripan Singte dose oomanst for
adrusiaalion only
IHSCArS any unused contents,
Digoard atirminsttalion equepmen after single uss.
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Presertation

Uses

Dosage and
Administration

DATASHEET
PROFILATE HEAT-TREATED
Wet Method @

Artihasmophiic Factor (Human), Brofiate, Hest-Treated is &
stabig fresze dried concentraie of Fac’o, Vi (AHF, ARG ore-

pared from pooled human osasma The potency (AHF activity}

is given on: the label of each viai in ional L,

[AVR cmrg defined as the activity pfﬂsam 01 mlofiregh moiﬁc

normal plasma.

For the prevention and contro! of bisading in palienis with
maderate or severe Factor VI cehczenr‘y {Classical haemo-
ohilia A} or acquired Factor VIl deficiency. '

Oosage:
Antihaemopniiic Factor {Human), Profilaie. Heai-Trezled is
intended ior intravenous administation within 3 hours of

reconstitution with the clluent supglied. The formuias beiow
arovide & guide 1o dosage calculations—

Number of Bodvwaight Dasired increass

L ofAMF = inibs x20x I Fagior Vil

required percentags

Mumcer of Baty weight Degired Increase

LU, DT AHF = inkgs xédx inFacior Vi

required percantage

Mid to moderate haemonhages may usually beirsates witha
single adminisiration sufficient 1o raise the plasma ARF levelin
2010 30 percent. In the event of more serous hasmorrage the

patient’s plasma AHF lpvel shouid bg fafsocs 1030 080 percent,
infusions are generally requirsd ai twice daly ieis over
several days. Surgery In patienis wdith ?—'ector‘ ] ceuic‘er‘cy

requires that the AHF jevel be raised {0 80 10 80 ercent with
the igvel maintained at or above 30 parcen; for qpp roximataly
twe weeks posi-operatively, For dental extractions, the AHF
ievel should be raised to 50 percent immedialsiy prior 1o the
orogedure: further Facior Vll ray be given 1 Dleading recurs.
in patienis wilh severs Facior VIl deficiency who experiencs
frequent haemnorrhages, Antihasmophiic Factor {Human),
Profilate, Heat-Treated is adminisiered prophviactically on a
daily or every other day scheduie 80 as 0 raise (he AMF lavel o
approximataly 15 vercent,

Reconstitution:

Use Aseptic technigus—

1. Warm diluent and conicenirate bottie (¢ & isast room tem-
nerature {out ot above 37°0),
2. Remove piastic flip-off cagp rom the diluent beitie.

3. Swab ine exposed rubber surfaca with alcehdl, Do not leave

Contra-indications,
warnings, ete

excess cleaning agent in indenitation on stopper.

4, Remove all covering from one end of a double-ended needle.
insert this exposed end of the nesdie troughn the depressionin
centre of the stopper in the bottle of difvent.

5. Remove plastic fip-off cap from the concantrate bottle. Tap
pottie gently to dislodge concentrate from sidas of botle.

6. Swab the exposed rubber surface with aicohol. Do oot lsave
sxcess cleaning agent in indentation on stopper.

7. Remove piastic cap fom the upperend of tha double-ended
needie now szated n the stopper of the diluent bottle. Holg
concentrate bottle inons hand, invert the botiie of diluent inthe
oiner hand and oush the exposed end of the needie through
tha depression inthe centre of the siopper, making ceriain that
the diuent is aiways above the botlle of concentrale. There
should be encugh vacuum inthe bottle to draw in all the dilvent.
8. Disconnect the two bottles by removing needies from the
concentrate totltle stopper. Shale vigorously for ten ssconds,
then agitate or rotate concentrate bottie unti! all concentrate is
digsoved. Reconstitution requires approximaiely five o en
minutes. When the reconstitution procedure is stricily followed
3 few small particles may occasionally remain, The fitter spike
Wil retain particies and the labslied potency wili not be reduced.

Admicistration:
By syringei- Use Ageptic technique
1. Peel cover from filter spike package.
2. Remove protective cover from sterdle disposadle plastic
vnnge {not included).

3. Securely Install the syringe inte exposad iuer infet of fiter
spike using a siignt twisting motion.
4, Ramove fiser spike from blister-pak cup.
5. Insert wapered spike into reconstiluted concenirate tottie
parpendicular to stopper. If spike is not held perpendicutar #
may push siopper into boitle randering contents unusable.
8. Remove and discard the filter spike from the syringe and
atiach sydnge to an infusion set, expel air from syringe. make
venipumure and adiminister siowdy.
7. #ihe patientis torecaive more than one ocﬁﬂe of soncentrate
*m infusion set will ailow this fo be done with a single veni-
punciure.
8. Discard ak administration equipment after use.
By Infusiuon set- Use Aseptic technique
1. Close clamp on administration sel.
2. Vvith bollle upright, thrust piercing pin siraight through
stopper cenire. Do not twist or angle.
3. tramediately invert tottle 1o avtomatcally establish proper
fuid favel in drip chamber (half full).

Altach ifusion set, open clamp and aflow solution to expsl
air from tubing needie, then close clamp.
3. Make venipuncture and adjust fow,
6. Discard all aGministration equiprment after us

Contra-incications:
There are no known contraindications to the use of Artihagmo-
philic Factor (Humany, Profilate, Heat-Treated.
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Warnings:
This product is prepared fronr gooled unils of human piasme
which have been individually testad ahd found nonrsactive for
hepatitis B suriace antigen and antibody 16 Muman T-ymphoirops
Arus type W HTLV-E by an FDA approved test. Other screen-
ing procedures are used 1o gliminate high risk plasma donor:
and a heat-lrsatment step in the manufaciuning process s
designed 10 reduce the risk of Zansmitting wal infection.
Hovraver, testing methods presently avaiadle are not sanskive
enaugh 1o datect &l unils of potential s plasmz and
ireaiment meihods have not teen shown 10 b2 totelly sffective
in glirningting virgl infectivity from this product,
The causal factors of Acquired tmmunogeficiancy Syndrome
{AIDS) have not been fully defined. Howaver HTLV-IIALAY virug
nas been implicated as the agent of the disease. tisnotknown
if other transrmissible agents are invaived. Despite the caraful
setection of donors and a heat-ireatment stap in the manufac-
hring process, i may be possidle Biat the AIDS causative
i pe oresent in and Wansmilied through inis

VI
Rg

agraoehilic Factor fHuman), Profiats. Heal-Treatad shouid
not be administered at g rate exceeding 10m¥minuis. More
rapid adminisiration may resull In vasomotlor reaclions.,

Some patients develop inRibitors fo Fastor VL Rarely, other

ritg acquire simiiar inhibitors. The management of patienis
with inhibitors requires careful monitoring, especially  surgicat

procedures e indicaised. In pationts wih inhibitors, the res-
ponse (o Anthasmophlic Factor (Humany, Profiate, Heai-
Treated may De much less than woull otherwise be expecied
ang iarger Coses are often reguired. Patients with hgh inhibitor
ievels may not respond to Anhesmophiic Facior Human),
Prpdiipte, HMeal-Treeted at alh.

Nurses end 0ihers who agminister this malerial shouid exercise
appropriae caution inhandling because of the risk 1o exoosure
o virad hepaiitis,

Discard eny unused contemis, DisCard alministration eauin-
mart aiter single use. Do notresierdize componenis.

Advarse Reactlions:

May include urticaria, fever, chills, nauses, vomiting, headache,
somnolence or lethargy. Soms patients develop reactions of a
Wi nature oiowing the admirigiration of Antihaemoghiic
Factor fHuman), Profilate, Haat-Treated, Adverse reactions
{ g reaction is noled and the
asmoohic Fagtor (Human.
¢ from a Clifferant iof should be
administered. Massive doses have rarely resulied in acuie
haemolyiic anasmia. increased bieeding tendancy or hyper-
florinogenasmia, Aniinaemophiic Facior (Human), Profiiats,
Heat-Treatled does contain blood groun iseaggiviining and
when large and/or frequent doses arg required i patiants of
vlood group A, B or AB, the patient should be monitored for
signs of intravascular haemolysis and falling haematoorit.
Should this condition occur, Hhwis leading o prograssive

B
F
#
5]
b

Pharmaceuticat
Precautions

Legal Category

Package Quantities

Further iInformation

Froduct Licence Number

Address

haemolylic anaernia, the adminisiration of ssrologically com-
patibie type O rad blood cells should be considered.

Anthasmophilic Factor {(Humany, Profiiate, Heat-Treatec may
be stored &t lemparatures betwesn 2° - 8°C for two vears. Do
70t store components atove 31°C. Do not fresze.

POM.

Antheemophiic Factor {Human), Profiale, Heat-Treated is
suppiied in single dose botties with suitadie voiumes of diluent.
The units of AMF activity exoressed as Internationat Units f.u.),
are stated on the label of each concentrate botte.

The process usad in the manufacture of Profilate Heat-Tragted
includes a step designed 0 raduce the risk of fransmission of
Hepatitis, Acauired Immune Deficiency Syndrome (NDS) ang
infaction hy other viruses which involves heating a fiquid sus-
pension of the product for 20 hours at 60°C.

The efiectiveness of the heat-ireatment siep was assessed by
in-vitro inactivation studies using ve viruses added to Andi-
haemophilic Factor (Human}, Profiiate, Hea!-Treated. A newly
racognised retrovirus has beenimpiicated 2s a possivie causa-
ive agent of AIDS. This virus has been given several names,
including human T-lymphotropic virus type ) (HTLV-H,
Lyrmphadenopathy-associated virus [LAV), and AIDS - asso-
ciated retrovirus {ARV) and has been commonly referred io in
the ftorature as MTLV-IVLAVY. The heat-ireatment process
used in the manufacture of Profilate Beat-Treated has besn
shown 0 inactivate 8 minimum of 3.25 togs of HTLV.RILAV
virus when the virus was intentionally added to the product.
The following table shows the fotal number of fogs of sach virus
ingctivated,

VIRUS LOGS INACTIVATED
MTLV-ILAY Allgast 3.25
Cytomegaiovirus (CMY) >2.0
inGhis .51
Vesicuiar stomatitis Virus 5.83
VSV

Crimpanzee studies demonstrate that the heat treatment step
is effactive in inactivating at least 500 chimparizes infectious
doses {GID} of Hepatitls 8 virug. Neither of two chimpanzass
receiving 500 CID of Hepatitis B virus contracted Hepatitis 8.

The chimpanzes stucy also showed that the procass inacti-
vated an undetermined quantity of at isast one type of non-A,
non-B hepatitis presentin the Antihasmophilic Factor (ruman).

P, 444740003

ALPHATHERAPEUTICUKLTD,
Unit1¢, Ledge Way,

Thetford, Norioi 1924 1+E
Fabruary 1988
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Presentation

Uses

Dosage and
Administration

DATA SHEET

ANTIHAEMOPHILIC FACTOR (HUMAN)}
HEMOFIL
METHOD FOUR

Antihaemophilic Factor (Human), HEMOFIL,
Method Four is g steriie, lyophilised
preparation of human antinaemophilic factor
{Factor VilL AMF, AHG) in concentrated
form. 1t containg minima! quantities of other
proteins and aporoximately 3 % wiv dextrose
in the reconstituied material as 2 solubilising
agent. The product also contains & wrace
amount of heparin, 1.0 unit {C.010 mg} or
less per mi of reconstituted matenial, as 2
stabiliser.

of classical haemophilia (haemophilia A).
It can also be of significant valug in patients
{not true naemophiitacs) with acquired
Factor Vil inhibitors.,

1. Dosage

Each hotte of HEMOFIL is laballad with

the number of International Facior VI Units
which it containg, 1 uait being defined as the
activity present in 1 mi of avarage normal
gooted human nlasme less then 1 hour oid
{100 % AHF lavel}.

The amount of AHF which 2 haemonhiliac
requires for normal haemostasis varies with
circumstances and the patient, The following
formulae can be used 1o calculate
approximately the expected response from
given dose or the dose reguired for 2 given
effect:

a) Units required = »
body weight {in kg} x 0.4 x desired
AHF increase {in % of “normai”™)
or

b) Expected ANF increase {in % of
“normat’) =
units administered
body weight (in kg) x 0.4
The data of Biggs er &/ would ceil for @
factor of 0.5 instead of 0.4 in the abovs
formulae.

Pharmaceutical
Precautions

However, each unit of the plasma has Deen
found to be nonreactive for hepatitis B
surface antigan by radicimmunoassay. The
concentrate has not been subjected 1o any
freatrnent Known 1o diminish the risk of
fransmission of hepatitis since such
wreatments greatly increase the loss of AHF
activity during preparation. The concentrate
should, therefore, be used when jts expected
effect is needed in spite of the hepatitis risk
associated with its use, Special considerstion
should be given to the use of this concentrate
in newborns and infants where higher
morbidity and monality may be associated
with hepatitis.

Each lot after reconstitution as for use, has
been found nonreactive for hepatitis B surface
aniigen using a sotid phase radicimmunoassay
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tschnique. The significance of a nonreactive

test result with concentrated antinaemonphilic
factor has not been sstablished. Therefore,
the product shoukd ¢ontinue to de considered
to carry a risk with respect to hepatitis.

The preparation containg blood groun
isoagglutining in amounts which are not
clinically significant in the dossge needed 10
conrol haemarthroses and other relatively
slight tleeding episodss in the absence of
inhibitors. However, when larger or
frequemly repeated doses are needed, as
when inhibitors are present or when pre-
and post-surgicai care is involved, patisnis
of blood groups A, 8 and AB should be
monitored for signs of intravasculer
haemolysis and falling hasmatocrit values.
Haemolytic anaemia may be corrected by the
administration of compatible group O ceils.
Since all solutions containing fibrinogen, as
does HEMOFIL. tend 1o cause the ground
suriaces of glass sytinges to stick, plastic
{disposable} syringes are racormmended
whenever administration by syringe is dasired.
The administration set and any reconstituted
concentrate not immediately injacted should
te discarded. '

HEMOFIL should be stored under ordinary
refrigeration {Z2° to 8°C, 35° 10 48°F).
Fregzing should be avoided as breakage of
the diluent bottle mav occur. HEMOFIL may
be stored at room temperature for time
periods up 10 4 weeks.




Contraindications and
Cautions

There is some evidence thetir  hasmophillac
with severe bleeding. particuls | i he has
a0t bheen recently tragied, up (0 Coubis tha
celeuiated in .maE c“se may be asaded 10
oroduce the desirad ANF level, afier which
the formulas anﬁi\,

Although cmage can be estimated by these
formulae, it is strongly recommanded that,

wheneves poss;bi approprizie Iz ‘ﬂcra‘ery
tasts b gerfo;r-m on the patient’s plasma at “E
suitable inlervals to assure that aaeqq::e o

i

AHF fevels have been reachsed and are
meintained.

2. Administration
1t is recommended thet th
28 msuerec within three
recongtiivtion, although wher
25 directed, mr—‘- AHF activity |
diminished oy nvicaw the matenal a1
20% w0 25°C foras long as 1
onstituted material shouid n
refrigerated as ireversivle gre
active materiel mey ccbu

HE \/‘GC L vaﬁ be agmin

cigitation of

m‘ ;)e.r :m.%*a

To aveid precipitation
gia’su['r‘ Comam ing AHF '3

Bt 1 be below reom emperaturs during
Em’JSéon.

1. Contraindications

There are no known contraind

use of this concentrate.

2. Cautions

sde':‘;‘zcaz on of the geficisncy s ong of
actor Vili is imperative before adminisiration

cf this highly purifzec Antihaemophilic Factor.

NO banaﬁ{ rnay be expecied from this

proguct in areaur‘g other deficiencies,

This concenwrate is prepared from iarge pools

of frash human plasma. Such ;3 asma may

contain the causative sgents of viral hapatitis.

ications 10 the

Legal Category

Package Quantities

Further Information

Product Licence Number

The statutory provisions of the Medicines

Act, 1868 shall sppiv.

HEMOFIL is supplied as & complete package.
Each package contains all the necessary
gquipment for administration of the
concentrate plus a suitable volume of Sterile
Water for Injection for reconstitution and a
comprehensive direction sheet.

HEMOFIL is availeble in the following sizes

and activities:

Vial Average Code

Size Activity (LU.})  Nurmber
10mi 250 -KD-060-209
30 ml 750 KD-060-20%
30ml 1080 KD-080-207

The minimum activity of the concentrate

PEN.012.0318

after reconstitution is 10 International Units
per mi. The actual potency. as determined for
sach lot, is stated in International Units on
the label of sach vial.

HEMQFIL is not known 10 contain ciotting
factors other than AHF in sufficient guantity
to be usetul therapeutically. -
Cther advantages of HEMOFIL are:

it is of homologous origin and carries no risk
of foreign substance reaction.

it supplies higher potency AHF than glycine
or cryoprecipitaie preparations with relatively
smatler amounts of fibrinogen and other
protein, furnishing adequate AHF without
excessively overloading the circulatory system.
Sufficlent amounts mayv be administated to
overcome inntbitors, thus eliminating the need
for bovine or porcing preparations.

Because of prediciable effect, therapy may be
managed without repeated determination of
ARF level when the patient is very young.
when veins are poor or when iahoratory :
service is not immediately availabla. -
For more gatalied information on
Antihaemophilic Factor (Humarn), HEMOFIL
Method Four refer to product direction sheet.
G116/0011

Great Britain Patent Nos. 1,178,958,
1,372.515 and paient pending

HYLAND DIVISION

TRAVENOL LABORATORIES LTD.,
Thetford, Norfolk, England
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For Use in Treatment of Acguired Factor Vill inhibitors.

The concentrate is not known 10 contain clotting factors
other than AHF sh sufficient quantity to be useful thera-
peutically, The concentrate can be of significani value in
patients {not irue hemophiliacs) with acqulred Factor
VI inhibitors. For example, prompl clinical response
was obtained with a simiiar preparation in a 54 year old
femate with renat hemorrhage.! Prior 1o Infusion, 1 mi of
her plasma neutralized 15 units of AMF, After intravenous
drip infusion of 35,000 units of AHF in 80 minutes, c¢iru-
lating inhibilors were overcome and hemostasis was ob-
fained. A month later, her inhibitor level dropped from
5 units 1o 4 upils, and her partial thrombopiastin time
shortenhed from 140 seconds to 88 seconds. In such
olher uses, the dosage of the concentrate should be
controiled by frequent iaboratory determinations of
circUlating AHF,

Cautions

Identification of the deficiency as one of Factor Vill is
imperative before administralion of this highly purified
Antihemophilic Factor. No benefit may be expected from
this product in treating other deficiencles.

This concentrate is prepared from large pools of fresh
human plasma, Such plasma may contain the causative
agents of viral hepatilis. However, each unit of the
plasma has been found to be nonreactive for hepatitis
B surface amligen (Hb:Ag} by counterstectrophorasis or
radiclmmunoassay. The concentrale has not baeh sub-
jacted to any treatment known fo diminlsh the risk of
fransmission of hepatitis since such treatments areatly
increase lhe loss of AHF aclivity during preparation. The
concentrate should, thereiore, be ysed when its expected
etfect is needed in spite of the unknown hepatitis risk
associated with its use. Special consideration should be
given te the use of this consentrate In newborns and
infants where a higher morbidity and mortality may be
assoctated with hepatitis.

No reactions have been reported similar to those de-
scribed in individuals receiving multiple transfusions of
plasma.?-® However, the physician should be prepared
to treat such a reaction H it should ocour,

This preparation contains blood group iscaggiutining In
amounts which are aot clinically significant in the dos-
age needed (o control hemarthroses and other relatively
slight bleeding opisodes in the absence of inhibitors.
However, when farger or frequently repeated doses are
needed, as when inhibitors are present or when pre and
post surgical care is involved, patients of biood groups
A. B, and AB should be manilored jor signs of intravas-
cular hemolysis and f{alting hematoctit values, The only
reported case ® showing this phenomenon is that of a
young 140 pound agull surgical patient of blaod group
A who received 43,000 ARF unils over 40 days without
il effects, then in the following 9 days received 57,000
AHF units, Ouring e latter 8 days, he exhiblied progres-
sive hemolysis, falling hematacrit, positive Coombs test,

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

Sinpe all solutions contalning fibtinogen, as does HEMO-
FIL® AHF Factor, tend to cause the ground surfaces of
glass syringes ta 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 raduced to less than 0.086 g per mi of recon~
stituted product. | is theerstically possible that very in-
tensive therapy with this concentrate in a patient with
severe liver or kKidney damage could overload the “de-
toxification” mechanisin, bul no clinical or laboratory
evidence of this has been seen,

Reconstitution

it is recommended thai the solution be administered
within three hours after reconstitution, The reconstituted
material should not be refrigerated as irreversible precip-
itation of active material may ocour.

Storage

HEMOFiL. Antihetnophilic Factor (Human}, Method Four,
Oried, should be stored under ordinary refrigeration (2°
lo 8°C, 356° to 48°F). Freezing should be avoided as
breakage of the diluent bottle might occur,

NOTE: Directions for use gre provided with each product,
These directions should be read and understood before
testing, Particular aitention should be paid to all warnings
and precautions, Should you biave any questions, please
contact your Hyland represemtative.
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£ Antihamophilic Ftor
%Hx \aand
o1 fremophilia A

AXNTIBEMOPHILIC FACTOR (HUMAN)

SEE SECTIONS ENTITLEDR “INDICATIONS” AND

“WARNING” FOR DESCRIPTION OF HEPATITIS RISK
DESCRIPTION Anik philic Pactor (Human), Kolite®, 15 a
siable, puovified, dried coteentrate of human Autthemophilic
Factor (Factor VIIE, 8HE AHG) intended for use in therapy of
classial l\omoyhilln therpophiHa Al Koste is purified from the
cold insolubde fraction of pooled fresh frozen plasima by modifi-
eation and refinements of the methods first described by Her-
shgeld, Pool and Pappenhagen. Kol cuntains Factor VIH in
concentrated and i ighly purificd form befng some 30 w 170
times purilied over whaole plasina. Consequently Koate is o
Mghiy polem source of Factor YEHI activits, containing uppro.
imatchy 2330 times as much Facter VI a5 an cqual volwne of
fresh plasma. Relatively smajt volumes of Kotte are needed 1o
raise significamly the “eiveudming level of Factor VI activite
For example, 500 clintcal units of Factor VI (equivaleny Lo 306
sad of frost lrazen plasma) can De admigisiered in 4 volume of
oniy 20 ml contalriing » otal prowis of about 0.5 giam. The
final product when rcconsiituted ex dirceied will conain 1%
Dexteoye faphydrous) LEP and is hyperionic.

FHemophiita A is an heveditary bleeding disease chavacierined
by delicient activity of a specifie plasma proteie cloning fgtor.
Faeior VU The disease s ses linked being transmiticd by
females but accurving simest exclusively in males. In indjviduals
s0 adihicwed, the reduced Jevel of Factor VI activity mas be saffi-
<l 0 that hemerrhage can oocuy spontancousiv or #fier enly
MIROr Lrauipa. SUrgery o such persons 15 o Jeasible withouy
fﬂ;.s; coriecting the clotting !act:gr‘ abnoraliy.

kRl

! ! ol T is baxed ap ve-
plocament & (he chreulatan of th blvotl clocting factor sehich is
deficient ot inactive. Prior 1o the availabiliey of clotiing facior
congensiaies, 1his was lished by transfusion: oEf hloed,
fresh nlasma or fresh frozen plasma. The efectivaness of these in-
Gisons i Binited by the large vohuies requined to achieve and
mainain hemostasis, The hgood solame becomes expunded bee
«r<50 ol pratefn ovorlond; cevebral edema. pulmonary edema,
savdiac subarrassmaent may reguleds

scanse of thess Bmitations, much offors has been expended
B @ sumber of investigators in separsting and soncentrating
Factor VI from plossta in a form suiteble for substitution
thuvapy in hereophalia A patienis, A number of conventrase proy-
aravions of vayving degrees of purification have evolved and have
boon used wi nical success. Kofie is 8 highly porified poent
coancenirae which can be effectively used to Incrense the Faciur
VI levels of patizats 10 normal or near normal vahes withou
circalatory overload. Antihemoplitic Faetor (Human), Koate
offers maty advantages over whole blood. plusma. singie unit
orsopreciphiate or Joss potent concentrates. Among the most sig-
sificant of these arer |, Higher patency Factor Vil than eryopre
cipitnie or other avaitable concentrale preparations, Therelore,
adequace Pagtor VIIT can by supplied with relaticely smabler
ameirns of {ibvinogen and ovhar vos Fretew VI proteing. This
i pardadarly epottant when idgh cicculating koveis of Tactor
VIl priet be maintaineg for )m!cm{gcd periods, or where inhibis
0F5 ST e Overeoni, 2, F.a«;l\ ot of Koare fs pssaved and faboled
3 Facior YHI content. This permits more precize ssumntion
s and prediction of elicets. 5. ds a vy hi{iz #ad product, Fees
or ¥IIF s mable by conragt to its marked decey i stond
plagme. 4. Kotte reconstitutes rapidly and crsily and does s
wiihont excesgive shaking and foara lormation whish can inacti
gty Pacior VHTL 5. Being of human ovigin there is n¢ danger of
spacies antigenicity as ecomys with canceniraes from bovine of
poreine source, 6. The Migh Factor Y111 poteocy in the reconstic
wiad product allows Intravenous infusion by direct syringe in-
jegrion or drip fafusion withous signilicant feactions, This per
jnizs uificr and home weatment. 1. Ko&te ix (ree of thrombin,
thivasbaplastin-like acHvitw depressor zetivity, znd contains
anti-Saan food group {soaggntioing (see discussion under
Precawionsy. It §s frae of heparin and no heparts nieed be sdded
b 15 use. THIS PRODUCT 1§ PREPARED FROM HUMAN
LS PLASMA, TACH INDIVIDUAL U QOF Pi,:\SI%gQ

L BRQ. STED
FUNDASSAY METHOD AND FOUND NONe
CTIVE FOR HEPATITIS B SURPACE ANTIGEN,

SFORTUNATELY, THIS TESY DOES KOT PRECLUDE THE
. ZSENCE OF HEPATITIS VIRUS. SEE WARNING,

ACTION Antihemophitic Facior (Humant &5 & plassa proteln
whivh corrects the conguletion defect of patients with classical
hewmopnhilin themophilia A) It is needed for the ransformation of
preshinmbin 1o threrabin by the intriasic pathway,

TN BICATIONS Antihemophilic Facior (Haman). Kodve, iy indi
card for the treatment of classieal hemoplilin themophilia &),
fry swhich there ks a domonsirated deficianey of activity of tha
plasma clotiing factor, Facior VItL Koate provides & yeans
of B Iy replacing the missing clotling focwr in order
aet ar prevent biceding episodes or In order o purform
cucy ot elective surgery on hemeophiliaes,
Antierophilic Factor {(Human) iz not elfsttive in the treat.
mene of von Witlebrand’s dizvase.

tion, administer promptly (within 3 hours), Do net yefrigerate
aftey reconstitution. NOTE: The dation 16 admins
provptly after recunstivution i3 intended to avoid the ill effzet of
any possible bacterial cordamination occurring during veton.
siitution. Kodte is fally stable, without potesey oxs for ot least
24 hours at yoom sumperatuee after reconstirntion. 3. Adntinister
only by the intravenons route. 4. A filser should be used prior e
administering ihe seoonstituted Kotte solution. This may be ae-
complished wsing the enclosed steride Gl noedh. See” Rocon-
stisution and Administration directions. 5. Kudte contains lovels
of blood group Bsvagglstinins which are not clinically significans
when controlling ristively ininor bleeding opisodes. Whan large
or frequemt]y repeated doses are required in paticnts of blovd
gwuixs A, &, or AB. she pussibiline of buravascular hemolysis
should be idered. 6, Admin on equ and any re-
constituted Koite not used should be discarded.
ADVERSE REACTIONS Ko severe adverse reastions were m-
ported <uring the clinical irials of Keare, One patient expevi-
enced Lransient chest discomfoct and cough beginning 20 mia-
aies affer infusion and ias:in;g for one Bour, During subsequent
infusions tis patient had no furchey reactions, A sevond pations
developed iransiont dizziness lulfowing eaeh of cight {ufusions,
Mild sliergic reactions may vesult frovn the administion of
AHF preparations,

Whan Jarge or freguenile repeated doses are cequired in pa-
tents other than those of bloed twpe O, there Is a posstbiliny of

mntravaseuiar hemolysis, Should ihis condition eccur leadingt to
PLOGressive anemia, § i \ ™ i)

controtled afier adeguate cafvulated dosage, the presence of ¥
tor YII inhib should be sugp 1, By approprinwe fabc
tory procedures the presence of on inhibitor can be substa
ated and quantjfivd thus alfowing calewinion of the amonnt
Factor VI needed for its nesvalization. When inhibitor is pt
ong, the desage requirements for Fretor VI ane exwreawty v
able. and (¢ dosdge can e determined only by the chini
TespONSe,

RECONSTITUTION AND ADMINISTRATION L. Vorm
soened diluent (Sterile Water for fnjeciion, USPI an
(ihcmogghftic Fucior (Humanl, Kodite, to room temporature, b
pot higher than 375C {99°F), 2. Ramove the plastic fig-top ¢t
from both botiles 10 expose the sertzal purlions of the nubl
stoppers and cleanse pach stopper with u suitable swiisep
jnmmegintcly befory cach piereing. We recommend the follows
rocetiires First snaly the stopper with lodine Thicture, USP
owed by 3 sterile antisepiic swab, 3. With » sterike needle o
wyringe Withdraw the approprisie vwhime of ditupnt and uany
10 the botile of ivonhilizid Koflg®, The Koate botte 13 st ser
uncter yaeuut. Add she Swrile Warer fr Injection, USP di
geatly 30 25 1o avoud excessive loaming. Do nen bieed
cithet beforr or after roconsthiution. 4. Withdrase needhy fr
the concenirate hottle stopper and ganty aginaty the botie Ir
time 16 time untdl the Kedto porder is complesely digsalved.
constittiion wsaslly requires less than 5 minuter, 3. afey -
copeantrate powdes is completely dissolved wihthidsaw the Ko
solution insy the inge tirotugh the [fler needle which
e in the CReploca the filiey need)e with an apy

3
b

ation of sero rally

i}‘})e Q packed red blood colls slould be considored”? Also the
admimitiration of tvpe spectlic crvoprecipitate bas been vecom-
ded for maimaining adequate Factor VET lovels.$
DOSAGE Each boitle of Antthomwophilic Factor (Hamand
Kofe¥, has the AHF activity in clinigal units staied on the fabel
af the bottle. One AKF unit is defined s the activiir presentin 1.0
ta) of hunman plasmr povled from at least 16 dondts and wsted
within thres hours of cotleciion of the first unit wopresented in
the povl.

Vosage of Keblte tequired for normalizing bomostasis must be
individunlized secording to the needs of e patient, The dose §s
dependent upon the \\»cig!u of the patient, the severity of the de-
ficieneys the severity of hemarrhage, the presence of inhibitors.
and og the Facior VK level desired. Alitdgaaid or alF have vo
poried Srem studies in bemophilic obildren & lincar doses
response relation with an agpmxéma{e vield of 7 pereent gise in
Factor VI activity for cach onit of Fadtor VI per Kg of body
weight wransfused. Clinieal experience with Kofte bas demun-
xurgted an essontially identical dose msponse relstionship.t The
foltewing g Jived desc schedule s by various
clinteal situntions: i, Jotmt hemorrhages. 1f axpivagion is aot car-
ricd out. 10 unle/Rg body weight should be adminimered @
eight 1o Lwelve Bour interdiais for o peried of one o muee days
deponding on sevovity and patiens respowse. The latter may be
toersured by wlief oF pain, swelling and regtvicsion of jobng

L mgeement, Rarly Joint Sfecds {assnoiated with il pein’ and

mininal sr ne swailing, T teated pmm}v;!,\'. may respond 0 3
single dose of 1 anitw/Kad If aspleacon i carried our, 10
wnits/Kg <hould be adminisiered fusy prior (i aspieation wit
similar dose given siy w ¢ight hoaes later and ropeated 25 nodes-
sairs. Fully developed hemarthrosis alse vy be trented with &
single dose of 25 units/Kg aimed o1 achieving » Factor VI level
of 30%.2 2. Moscle hemotrhages, A, Minor homorthages in the
muscles of the extrorities o Gunk (aonvital aress). 8 dose of 1
unity/Ke should be adminiytercd svery sight ie vwaive how's
antil pein and swelling are velieved. B, Magsive hunarchages in
non-sital areas, & dose of 10 uniterKy shoudd be infused i cight
1 bwelve hour jutervals for 1w daxs or mote, depenging on re-
el of Pm‘m improveraent in hematocrit if this hos fallen, aad
relief of othar symptonts depending oo the arca of hemorchage.
& Hewmorrhages near vitdd organs {neek, throat, subperitoncal,
ctcd, & 20 uait/Ka dose sheuld he adminisiored initially, fole
lowed by 1Q enjis/Kg eveey olght hours for 48 howrs, Thed half
ihe doese shoold be adminlsiensd al those tme fntervads for
another 48 hours ¢r more. 3. Overt bleeding. The initial do
shmid be 20 onits/Kg foitowad by 10 witis/Rg every cight
i hours for tr
Koace* should be d fulscd

for e first 29 hows, then overy twed
days a5 neeessary. &, Massive wounds,
wntil the bleding stops, Ther & madatsancs dose of 2 untis/Kg
should be whmintstered pvory eight howrs. Lovels of Facior VI
shenld be obtained snd engugh Kote infused © mainteip 2

.

inimem Pactor Vit fovel of 409 in the patlent. 3. Surgery
Facior VI kvels of o leass 409 are required for sucgery,
subgery i the central nervous system sven higher levels are ree
ommended. Thirty 1o foriy unmilf{g body weight should be sd-
ministered prior fo sunery loflowed by 20 units/Ky every eigts
nours afler surgery, This siwuld be gone witk laboratory contral.
wnd 1he dossge should be increased i thw Factor VITE lovel falls
befow 30% jusi prior to the next infusion. The postinfusion levet
should be approxiowaiely 60%, apd (¢ has beeiv suggested thai the
Factor VIibiovel be raised (o 38 to 204 of normnﬁ or At feast ton

A raivelss For cach unit of snti-hemophilic fzcwor

WARNING Rone® opncenirate is 2 purified dried fraction of
pocled plasma obtrined lrom many paid dowers, The pros-
ence of hepatitis virus showld be assumed and the hazand of
sdministering Koste concantrate shoukd be weighed agains
he medical consoquence of withholding . particulatly In
pcrﬁons witl few provioas wansfusions of blood and plasma
products.

Kusper and Kipnis® have concluded that these who had
Jinde exposure 1w blond products bad a high rish of develop-
ing hepathiis after intraduetion of clutring fetor concens
frates, such as this producl. For those patienis, cxpegiatle
those with mild hemephilia, they regommend siagle denor
swoduuxs. Howevar, for patients with moderate or severe
rearophilia whe bave reeeived numensus infusions of elood
el plagma products, they feel that the risk of hepatitis
small, They belivve shat the clotting factor concentrates
have so greatly fmproved the masagemen:t of severs
hemophibia et these prnhscts should not be denied o wp-
propriate patients.

PRECAUTIONS 1. Awtihersophiliz Factor (Huraan), Kotie?, is

jed fo bleedmg disuyders avising from a defi-
clengy in Factoy VIIL This deficioney should be proven priot o
adminisiring Kofte since ao benefit raay be expreied Trom ity
v i anring ouler eawses of hemorrhuge, 2, After foconstita.

5
administered por Kir of bods weight. a 319 in Facsar YL} see
tivity has beon abserved .t The fellowing fermulae can therefone
e used 1o ciloulate approximaily the expeated masponge from
given dose or the dose reauired far a given effect:

Expected Pactor WEI (agrease (i % of novmall =

2.0 X units administeced
Body woyht (i fgy
Units vequired = body weight (Kal X degived Facter VI incroass
1% normall X 0.5

Lt shonsld be emphasized however, tha all eliorts should be
e (o follow the course of thevupy with Factor VI level as
sovs, B may ve dangerous 10 assome any eriain hevel hay been
reached wnless ditect evidenve is obtained, 6. Propitvlaxis, Ex.
pecience with Factor VIY jn the orophyiaciic management af
severe homophilia 4 has been poblished ™ Rasper. of o
have vecoramended & dosage of 250 units of Factor VIIE per gay
inr the marning for patients weighing Joss than 3 Kg. and 500
yaits of Factor V111 for heavior pationts. I bleeding eptsodea stitl
osgur ton feequently. the datly dose I progressively increased
uzntil & sasisfaciory dogree of profection is <:gmim:

“The ciinical offect of Factor VIH on the pmient &3 the mest
imporiant clement in evaloaiing the offcctiveness of woament .
may be nreessary 1o admindsier sore Koare® than woul be oy
imated in arder 1o auain satisfaciory clinical cosnlts, 17 1he Fac-
wr VI lovel Tadis 1o attadn that expectad, oy o bleeding s vot

z

T
priate sterife injection needle. e, 28 gauge X ! inch. and in}
imtravencusiy, 6. If the same panent i (g recelve more than ¢
Lottle of Keofite the contents of 1wp bowtdes miny i draws into
same ssringe shrough Titer needles betore atgaching the v
necdle, Addisional botties may be driawn inte the same syeh
through filter nacdics supplied.

STORAGE Astihemnphilic Facter {Tumeeyy, Kogie, shosid
stored under refrigoration (27 1o 8% 35° w 467} Stovanc
Wwophitized powder at room temperaiute (up 16 23°C ox 77°F;
six months, such As In Ronke weatnient situations, moy be de
withent losy of Facior VI ncrivity, Freering shonld be aveided
Breakupe of the dthaent bottle might oceut, Reconstituted Ko
should nat e refrigerated and should be used within three hx
of recoustitution.

HOW SUPPLIED Amihemophilic Facter (Hamaa}, Kodte,
supplicd in single doss boiiles with the 1otal units of Facior
activity and total grams of grotein stated on the Jabel of &
bottle, A suitable volunie of Sterite Woer for tnjection, B8P ¢
« sterile filuwy noedle 15 provided.

LIMITED WARRANTY A pumber of faviors bavosl oy cont
could wduce she efficacy of thi i van it fnoan
effect following s use, These :
e peeduce altey i uaves
of mlwinivivation, avad

ot ety

© 2, G ihal sk vish of ronaminis
1ed Dofore the pradue! it presoripaed,

Wy Wnl9RIY eXPresy of olied, inchuding
merchantabilily or {itness ks made, Represeniaiiv o
pany ate not authorized 1o ¥ory the rormis or the coments af
printed lobeling including the package inser). for this pred

vxcept by printed notice from the Comprays Berkaley. Cali

nig offfce. Praseriber and user of this producs must aceept
terms hereof,
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 PRESENTATION

USES

DOSAGE &
ADMINISTRATION

DATA SHEET ?

KOATE*HT
Dried Factor Vil Fraction Heat-treated

Koate—HT is & stable purified dried concentrate of human Fagtor
Vi {Antihaemophllic Factor) prepared from the cold insoluble
fraction of pooled fresh-frozen plasma. When reconstizutad with
Water for injection, it conteins 25-40 times as much Factor Vil
st an equal volume of fresh plasma. Koate-MT has Doen heat-
treated at 88°C for 72-77 hours,

Koate—-MT is o white, sterile, iyophilised powder presented in vials
containing approximately 250, 500, 1.000 or 1.500Q International
Units of Factor VI, One Internationat Unit (U) is defingd by the
use of the Waorld Health Organisation Standsrd for Blood
ceagulstion Factor VHL human,

A vial contgining & suitable volume of Stedte Water for lnjection,
a sterile fiter needie and a stertle double-ended transier needle
are also provided,

For the treatment of classical haemophiliz {haemophilia A} in
which there is a demonstrated deficiency of activity of the plasma
clotting factor, Factor Vith, Koate—HT provides z means of temp-
orarily replacing missing clotting factor in order to correct or
nrevent bigeding episodes or in order 1o facilitate emergensy and
glective surgery on hasmeoephiliaes. Dried Factor Vill Fraction is
not effeciive in the treatment of Von Willebrand's dissase.

Dosage

Each vial of Koste—KT has the Factor VI activity in iU's stated
on the label.

The following formulae provide a guide for dusage caleulations:-
Expected Factor Vit increase {in % of normal =

1 administered x 2.0
body weight [in kg)

it should be emphasised, however, that ali efforts should be mads
1o follow the course of therapy with Factor VIlf fevel assay. It
may be dangerous 1o assume any certain level has been reached
uniess direct evidence is obtained.

Mild to moderate naemorrhages may be trested with sufficient
Koeate~HT to raise the plesma Factor VHI level 16 20.-30% of
normal. Hf the haemorrhage is moderate or if minor surgery is
sontemplated, a level of 30-50% of normal should be achisved.
Severs heemaorrhage may requirs levels of 80-100% of normal in
order to achieve haemostasis, Single doses may suffice for
tregtment of miki haemorrhage, but more sevare iliness may
requirg multipie daily doses o achieve desired tevels.

it should be emphasised that the above dosage recommendations
are presented for guidance. The gosage raguired for normalising
haenostasis must be determined according 10 the needs of the
indiviguatl patient.
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Thus, factors to be considared include the weight of the patient,
e severity of the deficiency, the severity of haemorrhage, the
presence of inhibiiors and the Factor VI ievel desired. All sfiorts
should be made to follow the course of therapy with Faetor Viil
level assays.

The clinical effect of Factor Vill on the patient is the most
important gloment in gvaluating the effectiveness of treatment.

11 may be necessary to administer more Koate~HT than would be
estimated in order to attain satisfactory clinical results. if the
Factor Vit level fails to attain that expected, or if bleading is not
controfled after adequate calculated dosage, the presence of
Factor Vil inhibitor should be suspected. 11s presence should be
confirmed and the inhibitor level quantitated by appropriste
taboratory peogedure. When an inhibitor is present, the dosage
requirgment for Factor Vill is extremely varisble and the dosage
can be detormingd only the the clinicsl response.

Reconstitution and Administration

1. Warm the unopened ditvent (Sterile Water for Injection USP)
and Factor Vil concentrate to room tempersture but not higher
than 37°C, 99°%.

2. Remove the ptastic flip-top caps from both bottles and cleanse
the rubber stoppers with a suitable antiseptic immediztely
betfore each piercing.

3. Rermove the protective cover from one end of the double-
ended transfer needle. [nsert exposed needie into stopper of
diluent bottie,

4. Remove the protective plastic fram the sther end of the needie.
tnvert the dituent bottle and insert exposed needle into stopper
of the concentrate bottie.

8, The vacuurn will transfer the diluent into the concentrale
bottie. Hold the concentrate bottle at an angle to the dituent
bottle in order to direct the jet of dituent against the wall of
the congentrate bottle. Avaid excessive foaming. Do not shake
the concentrate bottie at any Yime, if the vacuum is not present,
the diluent will not fow and that bottle should not be used.

6. After removing the diluent bottie and needle, very gently rotate
the Koate~HT bottie 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 nepedie
with an appropriats sterile injection needle, e.g. 21 gauge x
1 inch, and infect intravenousty,
8. if the same patient is 10 receive mare than one bottle of
Koate-HT the contents of two botties may be drawn inte the
syringe through filter needies before 2ttaching the injection

needie.
CONTRA Contraindications
INDICATIONS, There are na specific contraindications to the use of Dried Factor

WARNINGS, ETC. Vi Fraction. {Please read Uses section carefully before use].




PHARMACEUTICAL
PRECAUTIONS

Precautions

1. Koate~HT is intended for the trestmaent of bleading disorders
ariging from a deficiency of Factor VHI. This deficiency shouid
be proven prior to agministering Koate~HT, since no bensfit
misy be sxpected from its use in treating other causes of
hasmorrhags,

2. After reconstitution, adminisier as promptly 8s possivle and
within 3 hours. Do not refrigerate after reconstitution.

NOTE : Koate~HT is fully stable without potency toss for st
lgast 24 hours at ro0m temperature after reconstitution, The
recommendation 10 administer promptly sfter reconstitution is
inteanded 10 avoid the ili effect of any possible bacterial cone
tamination occurring during recenstitution, Keste—HT, in the
unopsned vigl, is sterile.

3. Administer only by the intravenous route.

4. A filzer needie should always be used for iransier to syrings
orior to administering.

§. Koate-HT contains levels of blood group isoagglutinins which
are not Clinically significaat when controdting refatively minor
teeding episodes. When large or frequently repested doses
are required in patients of blood groups A, B ¢r AB, the
possibifity of the enset of intravascular haemolysis should be
considersd.

3, Administration equipment and any reconstituted KoatewHT not
used should be discarded.

Warnings

1. Allergic reastions inciuding chills, fever and hypersansitivity
reactions, may result frém the administration of Factor Vil
sreparetions.

2. When jarge or frequently repeated Goses are required in
natiznts of blood groups A, B or A8, there is & possibility of
intravascular haemolysis, Shoutd this condition ccour leading
ta progressive anaemis, sdministration of serotogicatly com-
patible type O packed rad biood cells should be considered.
Also, the administration of type specific crvoprecioitate bas
been recommendsd for maintaining adeguate Facior Vill levels.

3. Massive doses of Factor Vil preparations may result in hyper-
fibrogenaemia.

4, Keste—HT concentrata is a purified dried fraction of pooied
plasma obtainad from many donors. The presence of hepatitis
viruses should be assumed and the hazard of admiastering
Koata~HT should be weighsd against the medical conseguence
of withhoiding i, particulerly in persons who have had few
previous transfusions of blood or biood products,

Koate—HT should be stored under refrigeration (2 to 8°C). Storage
of lyophilised powder 8t room tempserature {up 1o 25°C; for three

months, such as in home treatment siluations, may be carried out
without loss of Factor VHI activity. Freezing should be avelded

as breakage of the diluant bottie might ogour.
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P.O.M,

Each pack contains:—

Ore single-dose vial of Facter V1i) Fraction containing approxis
mately 250, 500, 1,000 or 1.500 1WU's, one vial of the appro-
priate quantity of Water for Injection, a sterile filter needle and
3 sterile double-ended transfer needle,

After infusion of Factor Vill, there is an instantzneous rise in the
coaguiant level, followed by an initial rapid dacrease in activity,
and then a subsegquent 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 result of degradation and
reflects the true biclogic half-life of the infused Factor Vil
Studies with Koate—MT in haemophiliacs have demonstrated an
initial 50% disappearance time of five hours, and a biclogic half-
{ife of approximately 13 hours, There were not significant
differgnces between bleeding and non-bieeding peatients.
Koate—HT has been heated at $8°C for 72.77 hours and there

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

Studies have demonstrated that the heat-treatment process used
int the production of Koate—HT inactivates potential infectious
viruses, ipcluding a retrovirus, but it has not yet been sstabiished
that agents of any major transmittable disease would be inacti-
vated.
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FACTOR I¥ COMPLEX (JUMAN)
(FACTORS I1, VIL, 1% AND X)
Konynes

SEE SECTIONS EXTITLED "INTHCATIONS” AND
“WARNING” FOR DESCRIPTION OF HEFATITIS
AND THROMBOSIS RISK.
DESCRIPTION FACTOR IX COMPLEX (HUMAN} (PACTORS .
VELIX wnd X3 Kontne? §s at stable doivd surified plasraa asiion
comprising conalation factors 1L VL 34 sl N with a minitnal
amgunt of toeat protvii. (¢ is inended for usy in the sreatment of
gongenhal factor 1X doeficionay (hemopbitia BY, congenital facior
3 ieieney, congenita! faetor X deficieney; and ia other blecd.

ing distrders resulting from ap acquined deficioney of factars 1L
VIL I and X,
Comtiran Svneuyms
Prgthrombin
Praconvertin
Plosnys Thegmbroplasiin Componesi
PTC

Cheistmas Favtar
X Swgart Fagwor

Each boitle of Konfane® concemiraie coniaios spproximatiy
SO0 unis ol inetor IX, as well us ononass of fagtors (£ Vi and X,
soughly proportionals to their respective levels Sn average fresh
plsswa. Dae wnit of factor [X (or FLVIT ar X} iz cquivalont 1o the
activiiy Toting in poe mi of fresh normal plasma, Therelone. s 300
ot bittle of Kengnet conccatrale is 2quitaiont 1o at east wo

ages of fresh fipzen plasina (FEPL The produc i stan-
izl i Levens of facior 1X.

The spectfie etivity is never lexs thon 8.7 uitic pot mg protein
and is generadly abotit LO 20l per g pravvin. shich pepresems
a E0-feled concamration in terms of plagma protein, Thuy 1000
wnd fequivalent o une Hiwer of BEPY can be adipimstered 1o 2
e ol snly 40 i containing only otie gram of protein.

“ w¥ coneentrate i¢ free ol thrombin, l'm'om‘l’mp §
iy acl-complement geiiviny, and depressor act
Trge of hepavin, Ami-A and ante-B agelatinins are in (e raoge
of 132 of below: this & considerad a clinfeaily insignificam
fevet and the produset may be safely used withoud typing
wr < essiaiching.

THIS PRODUCT 15 PREPARED FROM BUMAN YENQUS
PLASMA, EACH INDIVIDUVAL UNIT OF PLASMA HAS
BEEN FOUND NON-REACTIVE FOR HEPATITIS B SUR.
FACE ANTIGEN USIXG THE RADICIMMUNOASSAY

METHOD,
UNFORTUNATELY, THIS TEST DOUS NOT PRECLUDE THE
PRESENCE OF REPATITIS VIRUS. SEE WARNING,

ACTIONS (Role of Factars ¥, VI iX and X3 Al four Bacters
i Y sive tvor il aie vismia K dependent, (Frcter
aucsd T diver, but is st viarein K dependent. s
¥ of cach of the fnur factors do ggeor in the
se. ancd each tesudts in a hemorrhagic vouds-

7 v defigiengy of Qotey 11 (prathrombio) &
vare, Acquived deliciencies of 31 on the ather bag
mon ant arg almost abwans wssocinted with delicioncis

VAL I, and X ax Wil

Severs congenital defivieney of factor VI ales rare, abowt § in
400000 bus paveind def ey is e vomren. 4 ddpes slefi-
cicrey of Vi causer a projonped ohe-siage prathrombin tme.
: patient exhibits o norneal efotting tiove and oorasd PTT

and TGT

Factor X vesembles factor VIL in mimy respecis, Both show a
siariay tacidetce of vongeaigal duficioney. both aiv ewsentint 1o a
worsal omt-stage prodifamdin tiue, and both are dew o diver
diseave and in vitamin K deficiont stares, However, she clotting

{ hloud deficient in facior X s very, ‘,M‘c\ingcd, % conirast

vloteing tinve of blosd defivien i VI As miony people as
i 300 may be hetorarygous for e defective gene’ assoeined
with VH o X delicl i shereby be tildiy wffected. Hetoror
zvpetes, espeeint raades, may Meed exe ¢ imes of
3 14 s isporiant to sormember thas mest of 4
ot pulilished peior (6 1956 relates not io V1§ as sueh, but e
the yrroperties of ¥ phas X

k30 aptition and sharavieriuation ol feetor X in 19582 p)-
discrigainntion betwesn beraophilia A nod hemophiida
o 1he classic rapdern Wstnise on the hempphiling, the
ryisesed to Bigay and Maefurisae®

denee of severs congenbal Gefivianer of facior X
peliidin By s in exeosy of |59 100,000, and tae incidoncs of o

bohich Hh Sleeds 1 5 uch higher 7 &

T & ] hernopdrilia

¥
go ibls vo dilferentine besween hoiopht
wr clinfenl growudy alpae, and ther a forge proportion
of waild cases of hemoplifin B which casity escape recopnition.
When dhe Jour faciars ave considensd wgether, fnctor X ploys
dhe ey role fn che clotting mechmsism. 1a the inipinyic vlotting
systent, actor 1N is esyential for uetivaring factar VO swhich, in
1, activaies facior X, fn the sxirinsie ciotiing évsten facior X
iy activated diveetdy by factur VI and tissue tamsboplasin. Ace
yivated factor X dauscs the esploshe copvession of favor 1
tprothramdind to itx notivieted forns fthoambinl,
INBICATIONS Tn genaal, the admintaration of FACTOR IX
COMPLEX (HMUMANY (FACTORS U, VELIX and Xi-Kengnes i
i | wheacver ane or mowe of the spesific coagulntion fac
H, VI IX, X must be clesated 10 order (o voriuet or proveni &
angerovs bloeding eplsudy of i order i@ porform surgery, b
Demoasireted factar 15 delivieney in chitdren or adilsy
therouphitia B: Christroas Diseasy) with read or impcading bleed-
i ades, Spontancous Beeding may be inte foints, or s0ft
The hlweding mey alse be dud 1o wannis. 2. Demon.

EEN
strasad factor 1, VIT or X deficioay. in the sane s iy
abera. 3. Only voder life threatenipg cireumstances, Kontne®
concensrate i€ indientad in the troatrmant of infane with gSinifi-
vant hemorrhage due (o Humorrhagic Disease of the Newbprn
with proven deficiency of factars TLVIL DX and X, 4. Alsy. opls
under 1e threatening Circunenees, Konbae® congenirale bsindt
cated in the creatmens af childien or adulis with avguied
ropmtic insafliciones with proven deficiency of facwas I VT,
X0 X who are cithor bipeding or ase heing consideted for sur.
giexl ternntion, (Sve Pravii liung, !

CAUTION: BECAUSE OF THE HEPATITIS RISK, THE USE
CF KONYY e hY IN LIVER DISTASE MUSY BE

yations
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CONSIDERED ONLY N CASER W % THE EXPECTED
BENEFICIAL LEFFRCTS PAR QUTWEIGH THE POTENTIAL
HAZARD OF SUPERIMPOSING A VIRAL BEPATITES ON AN
ALREADY DAMAGED LIVER, FURTHERMORE. DUE TO THE
REPATITIS RISK. THE INDISCRIMINATE USE OF KONYNE?
AS A PRECAUTIONARY THERAPEUTIC PROCEDURE IN Pa~
TIENTS NOT BAVING THE PREVIOUSLY DISCUSSED SPE-
CIRIC INDICATIONS 18 NOT RECOMMENDLD.

RNasper and Kipnist have concluded 1has those wio had livde
cxposure (o blood products had « high vk of developang hepati
alzer fntroduction ul clotring fagtor eoncempates, The a
wend for thexe pitius, espielally chose with mill homepbilia
singly donor producis, Howevér, for patients with sevare
henephilia wlw have recoived auaseres nfusions of blood nnd
{\lssmn products, ey focd that the risk of hepaiilis is soxal?, They
selieve that the vioting factes concentrates have o grealy im-

proved the ment of severe b Rtk chac these proadocts
should not be denied ws nppropriate patjents.

Ruge; FPor publications op the ehinical pse of Koeofne® copeens
wate. she readee h LR

vlerred Lo referene
CORTRAINDICATIONS Do por nse in vases of koowa liver dise
wase whete thore 16 any suspicion of imravascular congulation o
fSheinolsiy,

WARNING Hepatilis Kopsne? cunvenitate is a purified
diwd froction of puoled plasma obtataed feom maay pald
donors. The presence af hepatitly virus should be pssumeod
and the hazard of administering Koagne® contontrate
shovld be weighed agginst the medical consequence of
withholding 3t gnmcuiavly su persons whth few previeus
tranefusions af blnod nnd plasma products,

Thrombogls Cases of patiins deveioping pustoperative
shiombosis after treatniday with Factor IX compley coneen-
sristes have bewn described, Alihough dirombosis i o well-
known rish of posloperative period. it was foand w e highvr
i these patiois,? No sther datn is prescarly available. Uit
further surveds and more conclsive sludles are waatfable,
Kantne® condenirnie i dat adeised 1or paticis wodergoing
wjective sorgery, unhiss the expeeted bencfivial effeets of itx
e ouiweigh The berensed risk of the possibility of Uiroie-
Basis, This especinlly applies 10 those who may be prediv
posed (¢ duoinby in amergoney cases il whore large
gumtities of K ¥ concentyate sre necded. however. wse
af ane of the esinblished prophylacric wnivoagelint regls
mens may be considered.

2

Sinee Uhvie i this definlic risk ol hepmitis, we suggest that ihe
pirsicisn give vonsideration o oxplaming we the pations {oy e
padieay By the mdative # of giving ar withhelding this
produet. Theo! should the patiens develop hepaitis ag a regult of
the injestion. i will mot come 35 2 suprise. and there s oot
nenrly’ it Hkeliloud of vesenimont, which wil 318
Tows bt prexplained and unespociad deetion.

almest yared

PRECAUTHING L Patien(s whoe recelve Ronyne? concentraic
postaporntively or with known liver djseast dhould be kept
nder close ofsereatian for signg and sympiems of fulte-
vustular sangulation. any suspicious Ttadings of this paywe
shuuld indicate r\r&gmp& disconthaaiion of Therapy. 2. ;‘u’kc{

i wih

veeppstittion. adminfier prompsly, Y Reconstitune iy
Stevile Witer for Injecdion, USP 5. Admindster enly by
wenous ous, S R0 net reconstingte and administer In u con-
gentsarion greateC than 50 unfis per ml. 6. The seringe or adavin
mration set, and auy reconstituied Kontne® contenteate nwot
tramedinedy ased, should be discarded,

Nute: The pecomareadyion to admininer prumpth after jevon-
Rtitation s inteaded 1o aveid the Il effeer of wny bacterial con-
wanipation ovowring during reconstitution. FACTOR IX COM-
PLER (HUMANY (FACTORS 1. VL IN aned Xieo Konfac? i slabhe
for 91 least L2 hors &6 roons temperstyo: slter reconstiintion.
ADVERSYE REACTIONS In some patientx, the rapid admings
scasion of Koafie® conconirite van Couse. o #ate ouwasions,
sraasient Tover, chills, headiche, fushing, or i

DOSAGE Each botilo of Runyne® convvntrate hos the Facie 1X
auasvity in clieat units yiated mt dhe botile Tabel. OGoe unir
delfued as he activ E o

plasm > !
heen demonsirated that the ather fach
#it approvmatels the same simemnt,

{! antt of Kongne® coneontrate i
ix will ds:{wné on the vl and o e
prefeenbic by fae o bave the appropri
s petformmd prior 2o iredtment and @ seitabde e
q i brsvid end. ,

Some guiddines can be suggesied o the resud of clibuat expe
vinties (o dute with Konrgnef roncoinge.

T Raetor IX defivient pitients, whaothet blepding ur son.
bleeding, administration of T umits per Kz of dody woighi will
Cause AN AVETAZE inevive Intremse of P
when mueraured ¥ mitntes afier adming .
deficion: paziens, whother bleeding oe norsble
tration of 2 uaits por Kg of bude weight wili canse a0 a
fnevivo fngreass of M (runge = 28683623 whep masyyed
mimaes afier admjnis 3. Iy facter VI and facior 3X 4
civme patients widsig exigosive surgieal or dengal precs
deteya, the heveds wl favtor Vi er inctor 1 should be maintained
ahapve 206 of mocuak, An bmtiat g dose, eossliing i a desed of
approximately 60%, makes i sader 1o muimaln hentesiatic
Rweds fey wstog snadler and hower dosve. A criticad period 1y
about X davs pest surgery, and full protection should be prusided
for ahowt & & Fach patient presents 4 special probiem, awnd e
spegifie directiong Ge given.

PROVRYLAXIS The itheat it (i pros aygendtal defi
cleney of the procespulanis would be prophyiaciic adminiurs.
tion. By stads of titee adolts with «lmitsllﬁy severe fawtas IN dee
hockale wf 308 unh’s '1 \f.J overy week hu:

i
proseqt

AL VH Xia

squined for novpualiving
SR EAATES,

hinetic

flejoney, @ ey
been cffeative
ciaviie sch

m trauma. Qne mus

0t wr prophylasis is 3
iusted 1o Ry propee

cach patien] shoul
vie dose.

when o pi
asstow L
prophyl

NpoSed
hEone ad

Attempis 5t prophyiciic maintensace of two aduliy with s
vere facter VI deficiency were not g0 suceessfal, A sehadude of
£.500 wnits V. every week was insufficient to prevess all sponta

« bloeding episodes although the patients were free of hos
tien during the $-mooth study periad. Howaver, Marder
sod Siralman® uchieved successiud prophyhatic muinionance of
one patient. using o differeny Factor VIV concenteae®™ adminis
tered in & smaller duse but given twice 2 week,

Prophvlactic mainsenance of pajients with sovere factor H o
facter X deficivney would appear ideal hecause of the foog pust
infusion hadf-lify of facrars i and 2. However, the incidenve isse
uncommoen that studivs of prophvlois haove not begr made.
QVERDOSAGE CAUTION: Do ot werdose, Pacior X has o fong
postinfusion hall-fife, Repealod sdministiutions genevalic resuil
in suecessively farger increases in bloed levtds, particulare of
Iactors 1% an@ X, Wihhout careful menitering 6f the patiénd
foveds of 3, 1X, and XL yniecossavily bigh fevely ran oo, the
vesalt of which siay incieasy 1he oisk'of ingravasentar conguineion

RECONSTITUTION AND ADMINISTRATION i

i, Reven
stRution will be more vapid if the ditewat bottle 15 warmed 0
foom jomperature, D aot warn above 492 C {1042 £1, 2. Remove
the plastic [ip-top caps from the concenteate and the diluent
Botties o expose the conral povtions of e yubber sivppers. 3.
Clanse stoppers with gevmicidal sohnion, The Konvoe? coneun:
rate botide iy not seated under vacuuin. Revonsiietion with 20
i of the accompanying dilucnt s recommcaded, slthough re
copmstitaiion with lie loss than 19 m] can be cfloctad i desfied. 4
With s stovile needhe and sycinge, withdraw 20 i of diluens and
tanser 1o e bottle of tophilized RKonfae® concenterie, Add
the watar gently 5o ¢ 1y pvoid excessive foaming. Do oot bleed
ir either before ov sfter reconstingjon. §. Gently sgilate the
0 Hie o tigve umii the powsler 18 dissohved, Reconst
tiion wsually reguires two misates or Joss. 6. Afier the cont
centraie powder §s completely dissuived pithdrae the Rorgne
sotution mie the syvinge tireagh the filer necdle whinh is
supptied iy the package.
SEORAGE FACTOR IX COMPLEX (HUMANY (FACTORS UL, Vit
1% qiad X}~ KonPre™ should be stored nnder refrigeration (3%
8% 33° 1o 469 ). Freezing should be awuided 25 breakage of
the dityent hottie mighs occur

Koasue® cunoenirate may be stagd for & poriod of up e one
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Dried Bgmén}&ﬁt?haemephi}ic Fra'cvti}éqvg.ﬂ -

name of product:

presentation:

UseS:

dosage and
administration:

DATA SHEET

KRYOBULINT
Dried Human Antihigemophilic Fraction B.P,

Dried Human Antihaemophilic Fraction is a white

1o yellowish amorphous powder or friable solid

without any characteristic odour.

{1 is prapared from the plasma of donors whose

transaminase levels are constantly checked and

whose donations are shown by K.LA. to be free from

HB_Ag, Pooled plasma and the final product are also
k3

tested for freedom from HB Ag.

it is packed in vials sach containing approximately

250,500 or 1000 international Units of Factor VI,

Separete vials of solvent are aiso provided, these

being Water for njections B.P.

1 Internationat Unit is the amount of Factor VI

activity contained in 12.745 myg of the 2nd

internations! Standard for Blood Cosgulation

Factor VIl Human, It is approximately equivalent

1o the Factor Vill activity in 1 mi of avgrage normal

plasma.

Kryobulin corvects Factor Vil deficiency, and is
used in the reatment of bleeding dus tosuch
deficiency in:
Haemophilia A
von Willebrand’s disease-
Hasmophilis complicated by Factor Vil
inhibitors

Frequent tests of the patient’s plasma fevel of
Factor VIH 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 calcutation:

To schieve an increase of Factor Vil concentration
of 1% it is necessery to administer T Ly, of
Kryobulin per kg. bodyweight, both for aduits and
children.

Initial treatment requires doses to be given at
shorter intervails than in maintenance therapy, ©
provide an initial high level of activity end to
replenish the extwavasculer sompartment,

%
H
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Bleeding from skin, nose and oral musous membrane:
{nitial dose should be 10 f.u./kg. at intervals of 6 to
12 hours.

Haermarthrosis:

The initizl dose shouid be approximately 10 Lu./kg,
and the maintenance dose 520 10 Lu. 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 Lu./kg is
sufficient. For widespread bruising, repeated
administration of 5 to 10 1.u./kg. st intervals of
8 to 12 hours may be required.

Heavy bleeding into muscles:

Immediate traatment is required to prevent
permanent deformity and loss of function, and
initial immeobilisation of the affected area is
important. An initial dose of 15 10 20i.u./kg.
should be given, the maintenance dose to be 10
iu./kg, at intervels of § hours from the first to the

second day, and at intervals of 12 howrs from the

third to the fifth day.

Haematuria:

The initial dose should be 15 to 20 Lu./kg., and
the maintenance dose 10 f.u./kg, at intervals of
12 hours.

Major surgery on haemophilic patients:

The initial dose should be at least 25 to B0 L.u/kg,,
and the maintenance dose 20 to 40 i.u./kg. at
intervals of 4 hiours from the first to the fourth day,
of 8 hours from the fifth to the eight day, and of
12 hours until alt wounds are healed.

The etfect of treatment must be checked daily.
Factor Vil activity should not be aliowed 1o fall
below 50% of the normai 100% average value, Itis
imporiant that treatment be continued untit all
wounds have healed compietely, as the risk of
hasmaorrhage parsists til! then.

In addition t¢ monitoring Factor VI activity, tests
for the development of Factor Vill inhibitors shouid
also be made.

Dental extractions:

The required dosage depends on the number and type
of tzeth to be extracted, and on the severity of the
haemophilia. If one or two teeth are Lo be exiracted
from & patient with severe haemophilia, an initial




cotra indications
warnings, ete.:
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dose of 10 10 20 L.u./kg. shouid be giver, -
Maintenance treatment with this dosage at intervals
of § hours from the first to the third day, and 8
hours from the fourth to the sighth day after ;
extraction, should be given. If more than two teeth

are 1o be extracted from patients with severe

haemophifia a minimum initial dose of 26 to 30

i.u./kg. should be given, and a maintenance dose of

10 1o 20 i.u./Kg. at intervals of 6 hours from e

first 10 the third day, and of 8 hours for twelve

more days. The plasma concentration of Factor Vil

should not be allowed 10 fall below 10% of the

normal 100% average value.

Factor V111 assays shouid be used to0 monitor the
effectiveness of treatment, as partial thromboplastin
time gives 4 less accurate value when Jarge
quantities of Kryobulin are being used.

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

Although the danger of volume overload is small
with Kryobulin, during mzjor surgery monitoring
of the patient’s ceniral venaus pressure and blood
pressure, and serial chest X-rays, may be advisable.
In disseminated intravascular coagulation associated
with low Factor VIi1 fevels Heparin should be
given 10 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 .
Al forms of allergic reaction from mild and
wansient urticaria 1o severe anaphylactic shock
are possible when human plasma derivatives are Lo
administered. I such reactions poeur, treatment
with Krycbutin must be interrupted at once.
Alfergic reactions should be controlied with
antibistamings and corticosteroids and routine
treatment given for anaphylactic shock,
Monitoring of pulse rate and blood pressure is
essantigl, 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 1esting of donors and donations, the risk of
transmitting hepatitis cannot be entirsly exciuded.

pharmagceutical
precautions:

lagal category:

package quantity:

further .
information:

product licence -

number, namse
and address:

date of
preparation:
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3. Factor VI kuhibitors i
The appearance of a circulating Factor Vil
inhibitor is possible. 1ts appearance cannot be
predicted as it does not relate to the amount of
Kryobulin administered, nor to the frfaquency of
administration, As far as is known ng:ther
corticosteroids nor immunowpprgsswe agents :
significantly influence the formation of inhibitors.,

Kryobulin must be stored between 2© and 6°C, and
protectéd from light. [t then has a shelf-life og o
years, When stored between +20°C and + 30°C it has
3 tife of six months.

P.OM.

Kryobulin Home Treatiment Pack

Each pack comtains: .

%iubbper capped vial containing 250 or 500 i.u.

Dried Human Antihagmophilic Fraction 8P

1 rubber capped vial containing Water for Injections 8P
This pack also contains 2 syringe 1/V needles,

winged adaptor needle and filter needle.

Keyobulin Hospits! Pack

ck contains: .
fﬁgg capped vial containing 1,000 i.u. Dried Human
Antihaemophilic Fraction BP o
1 rubber capped vial containing Water for Injections BP
The pack also contains a filter needie. ‘
Alt three presentations of Kryobulin are availabie in
red packs where the product is obtained from
Eurppean plasma and blue packs where the product
is obtained from American plasma.

Kryobulin is especially suitable for Home Treatment.
Packs contain all requirernents and can be stoted

in a domestic refrigerator for two years and for up on
o six months at room temperatures not exceeding 30 C.‘
Product Licence Number: -
(0215/0003

Product Licence Holder:
tmmuno Limited,
Arctic House, Rye Lane, Dunton Green,
Nr, Sevenoaks, Kent TN14 5HB
Tel. No: Sevenoaks {0732} 50342 & 58101
Telex No: 85413

February 1879

Kryobulin is a registered trade-mark.




PROTHROMPLEX ™™

Partial ?rothmmbin‘Com;‘)iex {Human} . .

name of proguct @

presentation H

uses

dosage and
administration

DATA SHEET

PROTHROMPLEX ™™ Partial Prothrombin Camplex
{HMuman). Prothromplex contains coagulation

Factors 11, 1X & X and is indicated for the reatment
of Factor [X deficlency {Haemophilia B)

Prothromplex is a white, amorphous freeze-dried
powder or friable solid without any charagteristic
odour. It is packed in rubber-capped vials containing
200 units or 500 units each of Fagtors 1, IX & X.

It is prepared from the plasme of suitable hurman
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 H‘BSAg.
Prothromplex is also tested to discount the hikelihood
of causing disseminated intravascular coagulstion.

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 | X in the patieot’s plasma.

The effectiveness of treatment can be checked by
simple lahoratory tests. The activity of Facior 1X is
agsayed through determination of the Partial
Thromboplastin Time (PTT), however the most
reliable results are obtained by guantitative

activity assays of Factor 1X.

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

Afrer sterilising the cap of the scivent bottle remove
10 mi using the disposabls syringe and one of the
needies provided. Next sterilise the cap of the
Prothromplex bottle and introduce the solvent
using the second disposable needle. Reconstitute by
gently shaking 10 and fro, thus avoiding frothing,
Withdraw the reconstituted Prothrompilex, then
remove the syringe from the needle and attach the
third disposable needle.

*Suitable human donors as described in the British
Pharmaconosia Addendum 1878 under Dried
Antihaemophilic Fraction,

PEN.012.0328

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

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

Dusage guide for the treatment of severs and
semi-severe cases of Factor IX deficiency:
Formula for the calculation of the necessary gquantity
of Factor iX:

One unit of Fagror | X/kg bodyweight = 1% increase
of Factor |X in the patient’s plasma.

CLINICAL
Manifestation

Maintenance dose

Therapeutically Initial dose in at intervals of Bto

wanted minimum  units Factor 1X 12 £24) hours in
Factor 1X levet par kg bodyweight units Factor {X per
kg bodyweight

surface hlesdings of

the skin and mucosae

superficial or deep
haematoma

haamarthoses

stight bleedings
foltowing injuries

8- 10% 15U 7-184U

uncomplicated dentat

extractions

savere muscle
haematoma

modarate bleedings
following injuries

gastric and intestinal
haemorrhages

hone fractures
cerebral bleedings
haematuria

complicated dental
extractions

THDIOY SUrgery

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

major surgery

more than 50% 754 5075 U




contra-indications,
warnings, ete,

ts is suggested that a high injtial dosage be chosen to
snsure a rapid and sufficient ingrease of Factor 1X
thus achieving a reliable cessation of bleeding. Here,
as well as with the subsequent maintenance therapy
the initial short half-tife of the coagulation factors
has 1o be considered. Depending on the invivo
half-life of Factor 1 X, which is approx, 12-30 hours,
a successtul resuit will be achieved by repested
administration of Prothromplex at intervals of 6-12
hours. To assure absolute control of treatment,
determination of the PTT should be made and, where
possible, quantitative assays of Factor 1X activity,
Treatment should be maintained up to the resorption
of the tissue haemorrhage or until the wounds have
hesled completely, thus ensuring a complication-
fres post-operative course, The special advantage of
Prothromplex tes in the fact that by application of
small volumas of fluid and 2 slight emount of

protein 2 high concentration of circulating coagulation
Facror 1X Is achieved. The danger of volume or
protein overfoading of the patient is gvoided aven
with the agministration of high dosage.

With patients suffering from disseminated intravascular
eoaguistion, {DIC), Prothromplex shouid not be given
unless consumption of the coagulation factors has
been previously interrupted by Heparin,

Side-etfects are ravely observed during treatment with
Prothromplex though the following reactions may
OCCUF?

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

2) Despite the precautions teken in the chacking of
donors, donations and the finai preduct, the
wransrission of hepatitis cannot te entirsly

pharmaceuticat
precautions

{egal category H

package guantity @

further
information

product licence
number, name
and address

date of
preparation

excitided following the administration of
coagulation factors.

3

-

During every 1ype of therapy involving blood or
coaguletion factor concentrates, the occurrence of
- a circulating coagulation factor inhibitor isa
possibility, The time at which such an inhibitor is
produced cannot be predicted and depends neither
on the amount of ths 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 sheif Jife of one gnd a half years
when stored between +2V Cand +6~ C,
protested from light,

P.OM.

200 units or 500 units of Factors i1, 1X and X in each
container.

1 rubber-capped vial containing lyophilised
Prethromplex.

1 rubber-capped vial containing 10 mi Water
for injections 8.P,

1 10 mi disposable syringe.

3 disposable neades.

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
a refrigerstor at some other location, giving a patient
3 greater degree of mobility.

Product Licence Number:
0215/008
007

Product Licence Holder:
* Immuno Limited,
Arctic House, Rye Lang, Dunton Green,
Nr. Sevenoaks, Kent TN14 SHB
Tel. No: Sevenoaks {0732) 58101 & 50342
Telex No. 895413

May 1979

Prothromplex is a rade mark
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