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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 
coagulation 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 concentrates 
prepared by the SNBTS 
(ii) evidence of the hepatitis warnings issued by Hyland, Cutter, Immuno and Alpha 
Therapeutics as shown in product literature and information leaflets 

I assume that SNBTS will have that evidence in relation to its own products. I am not clear 
to what extent SNBTS will have the information in relation to commercial products but I 
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 transmission 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 to 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 to 
the Inquiry held by Lord Archer of Sandwell and are published or? the SNBTS website; 
wvw.scotbood.co.uk/publications. A copy of this document is appended and the contents 
are summarized below. 

1 Warnings Concerning Coagulation Factor Concentrates Prepared bv 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 
VIII 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 Inserts 

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 8-9 for Factor VIII concentrate and on pages 13-14 for Factor IX 
concentrate. The warnings given for both products were the same, namely: 

Description (2nd paragraph) - "Nevertheless none of these tests are of sufficient 
sensitivity to eliminate the possibility of transmitting hepatitis." 

Side Effects (last paragraph) - "Complications in the use of factor VIII concentrate 
are rare. Apart from the general complications of hepatitis 

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 Vlli concentrate (page 15), heat 
treated Factor VIII 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; 

"This preparation is of human origin and cannot be assumed free of hepatitis virus." 
(unheated Factor VI11 concentrate), label dated 1984 

"The freeze dried product has been heat treated but cannot be assumed to be non-
infective." (heat treated Factor VIII 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 distributed 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 Vlli 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 to be tee 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. Aloha Therapeutics 

Warnings provided by Alpha Therapeutics can be seen on: 
• page 23, general leaflet, dated 1979(unheated Factor VIII concentrate), 
» pages 24-25, UK leaflet, dated 1986 (heat treated Factor VIII concentrate). 

2.2. Baxter (Hvland/Travenofl 

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

2 3, Cutter (Miles/Baver) 

Warnings provided by Cutter can be seen on: 
• page 31, general leaflet, dated 1978 (unheated Factor VIII concentrate), 
• pages 32-33, UK leaflet, dated 1985 (heat treated Factor VIII concentrate), 
• page 34, general leaflet, dated 1978 (unheated Factor IX concentrate). 

2.4. Immuno Ltd. 

Warnings provided by Immuno can be seen on: 
• pages 36-37, UK leaflet, dated 1979 (unheated Factor Vlli concentrate) 
• pages 38-39, UK leaflet, dated 1979(unheated Factor IX concentrate). 

4 Hepatitis Risk Warnings verD Tuliis 08.06.10 
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introduction 

During my evidence to the Inquiry on 29th August 2007,1 agreed to provide examples 

of warning literature held by SNBTS. A number of examples are attached. These are 

listed below. Original documents are available for inspection if necessary. Two copies 

are provided for the inquiry, one (version 1a) in which the warnings are highlighted 

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

SNBTS Documents 

(a) Product Licence Applications (extracts) 

Extracts from the initial product licence applications submitted by SNBTS for 

coagulation factor concentrates are attached. These extracts demonstrate that 

warnings concerning hepatitis were included in licence applications that were 

submitted to the Medicines Control Agency. The following documentation is 

attached: 

SNBTS Factor VIII concentrate, unheated: PLA of 30th March 1978. 

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

(b) SNBTS Product leaflets 

Copies are attached of leaflets supplied with the following SNBTS products: 

Factor Vill concentrate, unheated 

Factor VIII concentrate, dry-heated at 68°C 

Factor IX concentrate, unheated 

Factor IX concentrate, dry-heated at 80°C 

(c) SNBTS vial labels 

Copies are attached of vial labels for the following SNBTS products 

Factor Vill concentrate, unheated 

Factor Vill concentrate, dry-heated at 68°C 

Factor IX concentrate, unheated 

(c) SNBTS Carton 

Copies are attached of the carton in which vials were packaged: 

Factor VIII concentrate, unheated (side, front & top) 

Factor VIII concentrate, unheated (side, back & base) 



Commercial Company Product Data Sheets (miscellaneous) 

Copies of product information leaflets provided with a number of commercial 

products are attached. A number of USA leaflets are included as well as those 

used in UK for comparative purposes. 

Copies of the following leaflets are attached: 

(a) Alpha Therapeutic 

Factor Vil l  concentrate, unheated (Profilate) - USA leaflet (1979) 

Factor Vi l l  concentrate, (Profilate heat-treated) - UK data sheet (1986) 

(b) Baxter (Hvland/Travenol) 

Factor Vil l  concentrate, unheated (Hemofil) - UK data sheet (1977) 

Factor Vtll concentrate, unheated (Hemofil) - USA leaflet (1975). 

(c) Cutter (Miles/Bayer) 

Factor Vlli concentrate, unheated (Koate) - USA leaflet (1978) 

Factor Vlli concentrate, dry-heated at 68°C (Koate-HT) - UK data sheet (1985) 

Factor IX concentrate, unheated (Konyne) - USA leaflet (1978) 

(d) Immuno Ltd 

Factor VIII concentrate, unheated (Kryobulin) - UK data sheet (1979) 

Factor IX concentrate, unheated (Prothromplex) - UK data sheet (1979) 
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teSBiUEiKttsste 
i m  «r rnAuti Human Antihaemophilic Factor: Factor VIII 

(Lyophilised) 

2,? rh»m«o«uuo*i form The product is a dry powder or white 
friable solid dispensed as a single dose unit for 
intravenous injection after resolution using "water for 
injection", and is in a form suitable for administration 
to human beings, 

?.? *etiTO Human blood coagulation factor VXI1 as 
expressed in international units from the extant 
British standard for factor VIII activity. The product, 
should dissolve at room temperature to produce a clear 
or slightly opalescent solution in IS minutes when 
treated as described in the British Pharmacopoeia (1973) 
page 65. 

?.4 Mtit 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 is intended for administration by 
the intravenous route. 

HU pip, 2 

f o r  ltoaoolBg authority twi 

2 >5 ReooasssmSed 6ow 
«w! aiww®o ooteaduia, There is no recommendation for dosage 
beyond that required to achieve iadequate haemostasis in 
the patient as judged by clinical manifestation or by 
laboratory assessment. 

1.6 Coalira-lKAtBotiwa, 
p»a»(ttloo» mi «a*»sas»t There are no contra-indications. 
Warnings include storage below 5 C, reconstitution by 
addition of pyrogen free distilled water, the material 
should not be infused if a gel forms on solution and 
should be discarded if it is not used vr.Hh.in three 
hours of preparation of solution. Prodi--, way carry 
the risk of transmitting serum hepatitis, 

2.7 Ra8fc®d • ?  sal« 
or mppiri The product is distributee! free of charge 
to the Haemophilia Treatment Centres through the agency 
of Regional Transfusion Centres, 

;.e ijm#i£<wA«uw 
(S<M«g0 ftWBt Scottish National Blood Transfusion Service 

Protein Fractionation Centre 
21 Ellen's Glen Eoad 
EDINBURGH 
EH17 7QT 

Appllaants refsmm « yago 1) 004/77 

I 

1 

1 



PEN.012.0297 

APPENDIX II 

PROPOSED PACKAGE LEAFLET INSERT 



PEN.012.0298 

HUMAN ANTIHAEMOPHILIC FACTOR - FACTOR VIII CONCENTRATE (LYOPHILISED) 

Description 

This preparation, which is rich in coagulation factor VIII is recovered from 
frozen indated human plasma by the Scottish National Blood Transfusion Service 
at the Protein Fractionation Centre, Edinburgh. The method of preparation is 
based on extraction from1'2 controlled cryoglobulin precipitate made from plasma 
volumes requiring up to 1 200 donations of plasma. 

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

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

Storage 

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

Resolution froro the Dry State 

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

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

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

Reconstituted factor VIII concentrate solution should not be stored. 

Administration 

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

The actual volume of solution required for any administration depends on the 
haemophiliac status of the individual patient and the purpose of treatment. 
As a general guide it can be stated that, in a patient without active haemorrhage, 
an infusion of 1 international unit per kilogramme body weight will produce an 
average increase of about 2 IU/100 ml of plasma. Presence of abnormally low 
response in absence of blood loss from the circulation may indicate the presence 
in the patient of an antibody specific to factor VXXI. Treatment will require 
to be repeated at varying intervals to maintain the required concentration 
of factor VIII activity in the plasma. Intervals between administrations are 
usually 4, 8, 12 or 24 hoars as appropriate. 

Side Effects 

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

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

References 

1, Newman, J., Johnson, A.J.-, Karpatkin, M.H. and Puszkin (19?1> British Journal 
of Haewatology 21: 1-20. 

2. James, B.h, and Wickerhauser, M. (1972) Vox Sanguinis 23; 402-412 

Scottish National Blood Transfusion Service 
Protein Fractionation Centre 
21 Ellen's Glen Road 
EDINBURGH 
EH17 7QT 
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2.» te®« it Human Factor IX Coac»ntrate (DE.F. XX) 

t.t 

t.t 

* . *  « * » I  

n«M«MMaal temt The product i» & dry ponder or white 
Srtable solid dispensed as a tingle dose unit for 
itttravenous injection niter resolution using "water for 
injection", and is in a for* suitable for administration 

to human beings. 
sawtitaaastet Human blood coagulation factors II, IX 

and X expressed in international unit# from the extant 
British standard for factor IX activity. The product, 
should dissolve at rooa temperature to produce a clear 
or slightly opalescent solution in 8 sinatea when 
treated as described in the British Pharmacopoeia (1973) 
page 66. 

The material is intended for the repair of 
deficiencies of the coagulation factor IX as 
encountered in persons having the condition known 
Haemophilia 8. It is intended for administration 
the intravenous route. It is also used on physician 
judgement for repair of other acquired deficiencies of 
factor IX. 

as 
by 

There is no j?ecoM»®»datioa for dosage 
h&yond that required to achieve adequate haemostasis in 
thm patient as judged by clinical asanifestBtlon or by 
Jab-oratory assessment. 

ISU 201 pass i 

f o r  Uomtstsg an4&!erJ4y vm 

mmnUm* eat sressaiogs! Warnings include storage below 5 C, 
rseoaetitution by addition of pyrogen free distilled 
water, the material should not be infused If a gel forms 
on solution and should be discarded if it Is not used 
within three hours of preparation of solution, Product 
ssay carry the risk of transmitting serum hepatitis. 
There is slight generic risfe; of diffuse intravascular 

tf . u s e  Product:8 of this type. 

«• 8®sj43?< The product 1b distributed free of charge to 
Haemophilia Treatment Centres through the agency of 
Regional Transfusion Centres. 

tomn Scottish National Blood Transfusion Service 
Protein Fractionation Centre 
21 Ellen's Glen Hoad 
EDINBURGH 
mi7 7QT 
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HUMAN FACTOR IX CONCENTRATE - DE.F.IX 

Pescriptlon 

This preparation, which is rich in coagulation factors IX, IX and X is recovered 
from frozen indated human plasma by the Scottish National Blood Transfusion Service 
at the Protein Fractionation Centre, Edinburgh. The method of preparation ia based 
oa extraction by absorption from plaoma volumes requiring up to 720 donations of 
plasma1. 

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

Storage 

Factor IX concentrate should be stored in the dark at temperatures below 5° C. 
Maintenance of potency is best achieved at temperatures below -35 C but at least 
90% of the stated potency should be recoverable after 24 months storage at 
temperatures between 2 and 5 C, It should not be stored for prolonged periods in 
the range of +1 to -1 C and the accompanying vial of water for reconstitution 
cannot be stored safely below 0 C. 

Resolution from the Dry State 

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

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

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

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

Administration 

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

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

Side Effects 

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

Heparin 

This product does not contain heparin. 

Reference 

1. Middleton, S.M. , Bennet, I ,H. and Smith, J.K. (.1.973) Vox Sang, 24 : 441-456, 

Scottish National Blood Transfusion Service 
Protein Fractionation 
21 Ellen's Glen Road 
EDINBURGH 
EB17 7QT 
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Description 

Th-.s concentrate w h i c h  is r i ch  i n  coagulat ion factor  V I ] !  i-s prepared f r o m  frozen "moated 
h u m  an  p i  asm 9 b y  the  Scot t ish iSfational B iood Transfusion Service a1 the  Protein Fract ionat ion 
Centre, Ed inburgh.  T h e  me thod  o f  preparat ion is based o n  ext ract ion f - o m  cont ro l led cryoglo­
b u l i n  precip i tate ( 1 .  2) recovered f r o m  plasma vo lumes requir ing u p  t o  4 0 0 0  donat ions  o f  
plasma, 

A i i  plasma used f o r  preparat ion o f  factor V l f i  concentrate is der ived f r o m  b i ood  col iectad 
f r o m  volunteer  donors  and has been screened f o r  t he  presence o f  the H 3  surface ant igen using 
a radioimmunoassay a n d  t h e  preparat ion has also been examined b y  m o r s  sensitive techniques 
appl ied i n  at teas? t w o  laboratories externa! t o  the piece o f  manufacture. Nevertheless none o f  
these tests are o f  suf f ic ient  sensit ivi ty t o  e l iminate t he  possibi l i ty o f  t ransmi t t ing  hepatit is. 
Methods f o r  examinat ion o f  t he  p roduc t  con t inue t o  be developed bu t  t he  rrsk o f  transmission 
cannot  b e  disregarded. 

f a c t o r  V U f  concentrate conta ins natural  o i o o d  c roup  anybodies derived f r o m  the plasma 
o f  or ig in ,  T h s  amounts present are not  signif icant except i n  circumstances where ve ry  large 
vo lumes are being administered over 3 long per iod (as i n  major  surgery), ! n  such circumstances 
pat?ems o f  the b i o o d  groups A ,  3 o r  A 3  should  b e  observed fo r  evidence o f  intravascular 
haemolysis. 

T h e  reconst i tuted product  conta ins  n o t  more  t h a n  6Qgl = to ta l  p ro te in  less than 2 0 0  m ,  
rno l / l  sod ium tons and n o t  more  than  5 0  m .  mo! / t  c i t rate ions. 

Storage 

f actor  V h i  concentrate should b e  stored i n  t he  dark a t  temperatures oe iow  5 ° C .  Main­
tenance o f  po tency  is best achieved at temperatures be low —35®C o u t  at least 9 0  per cent o f  
t h e  stated potency should be recoverable a f te r  12 mon ths  storage at temperatures between 0 
and 5 ° C .  T h e  accomoanying via! o f  water  fo r  reconstr tut ion csnno i  b e  stored safely below 
(PC. 

Resolut ion f r o m  the D r y  State 

i f  t he  materia* has been stored b e l o w  freezing po in t  it should b a  al lowed t o  remain at 
r o o m  temperature f o r  a t  least 13 minutes be fo re  resolut ion is commenced. The vo lume o f  wa te r  
stated o n  the  label, w h i c h  is calcinated t o  prov ide 3 so lut ion approx imate ly  isotonic w i t h  
human plasma, should b e  added b y  aspirat ion f r o m  t h e  accompanying vial and added t o  t he  d r y  
powder  usin$ a syringe, emp loy ing  s t r ic t  aseptic techniques. T h e  add i t ion  o f  water should b e  a 
gentle process. T h e  b o t t l e  conta in ing the  m i x i n g  so lut ion should be ro i led  gent ly  o n  a f i s t  
surface using the  p a l m  o f  t he  hand so that  a t  least three complete revolut ions occur .  I t  should 
then be a l l owed  t o  stand w i t h o u t  f u r t he r  agi tat ion.  

W i t h i n  t w e n t y  minu tes  the  so lu t ion  should be seen t o  have become sl ight ly opalescent 
b u t  w i t h  n o  solid material visible, ?f 3 d o t  o r  gel -:s seen t o  f o r m  the  so lut ion should not  b e  
used f o r  c l in ical  admin is t ra t ion b u t  should b e  returned and 3 repor t  mads o r  t he  inc ident  t o  
the Transfusion Centre o r  Haemophi l ia  Treatment  Centre f r o m  w h i c h  the  p roduc t  was  
obta ined.  
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Where m o r e  than one container is required t o  prov ide a c l in ical  admin is t ra t ion there may  
be advantage i n  poo l ing the  contents o f  several containers b u t  th is  s'nouid be done using care t o  
avoid microbio logical  contaminat ion,  T h e  v o l u m e  o f  the concentrate col lected i n t o  one  p o o l  
should n o ;  to creaier than wi<! bs administered w i t h i n  0 pe r iod  o f  t w o  hours f o i l o w i n g  resolut ion. 

Reconst i tuted (actor V U i  concentrate so lut ion shou ld  n o t  be stored. 

Administrate on  

f a c t o r  V U I  concentrate shpu>d be administered as soon as pract icable a f t e r  so lu t ion  is 
cempsete and should  con t inue  s lowly  a t  a rate no t  exceeding 3m! /m ;nu te .  A s lower rate is t o  be 
recommended f o r  the f i rs t  admin is t ra t ion o f  a series. The admin is t ra t ion should  b s  b y  in t ra­
venous in jec t ion o r  infusion using plastics o r  sHfcdnssed 9?a$s equ ipment ,  A catheter o r  b u t t e r f l y  
needle may  be used f o r  i n a c t i o n .  Cont inuous in fus ion over l ong  periods is t o  be avoided a n d  the  
p roduc t  shou ld  n o t  have add i t i on  mads? t o  f t  nor  shou ld  i t  b e  added t o  other in fus ion f luids. 

T h e  actual  v o l u m e  o f  so lu t ion  required f o r  any admin is t ra t ion  depends o n  the haemophi l iac 
s-sius o f  t hs  ind iv idua l  pat ient  and the purpose o f  t reatment .  As  s general guide i t  can  be stated 
t ha t .  I n  a pa t ien t  w i t h o u t  active haemorrhage, an in fus ion o f  1 in ternat ional  u n i t  per  k i logramme 
body  w e i g h i  w i l l  produce an average increase o f  about  2 I U / 1 0 0  m i  o f  plasma. Presence o f  
Abnormal ly  l o w  response i n  absence o f  b»ood loss f r o m  the c i rcu la t ion  may indicate t he  presence 
;p the pa t ien t  o f  an  an t ibody  specif ic to  factor  V l l i ,  Treatment  w i l l  require t o  be repeatedat  
vary ing mts r /a i s  t o  mainta in  tho required concent ra t ion o f  factor  V f l l  ac t i v i t y  i n  t he  plasma, 
Intervals between admin is t ra t ion are usual ly 4, 8 ,  1 2  o r  2 4  hours  as appropr iate.  

Side Effects 

Compl icat ions i n  t he  use of fac tor  V U I  concentrate are rare. A p a r t  f r o m  the general 
compl icat ions o f  hepati t is a n d  intravascular haemolysis (see above) some pat ients m a y  occasion­
al ly experience sl ight i r r i ta t ion  a t  t h e  site o f  in ject ion,  A t rans i tory  headache or nausea fo i low-
ina the admin is t ra t ion o f  fac to r  V U i  concentrate has also been repor ted a n d  f o r  ind iv idua l  
pa-tents th is  appears t o  be related t o  a part icular  ba tch  o f  the produc t .  
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HUMAN ANTiHAElWOPHlLIC FACTOR - FACTOR V!H CONCENTRATE - H I  

(LYOPM1USED) 

Description 

This concentrate which is rich in coagulation factor Vl i i  i s  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  extraction 
from controlled cryoglobulin precipitate <1. 2) recovered from plasma volumes requiring 
up t o  4000 donat ions o f  plasma. 

Ai l  plasma used for preparation or factor Vl i l  concentrate is derived from blood 
collected f rom volunteer donors and has been screened for the presence of the H B  
surface antigen using a radioimmunoassay and the preparation has also been 
examined by more sensitive techniques applied in at least iwo laboratories. 

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

Factor Vi i !  concentrate contains natural blood group antibodies derived from the 
plasma of origin. The amounts present are not significant except i n  circumstances 
where very large volumes are being administered over a long period (as in major 
surgery). In such circumstances patients of the  blood groups A. 8 or AS should be 
observed for evidence of intravascular haemolysis. 

The reconstituted product contains not more than 60g/i iota) protein, not more than 
40g/i sucrose, teas than 200 ra.mQi/5 s o l i u m  ions and less than 50 m.moifi citrate ions. 

Storage 

Factor Vi l l  concentrate should be stored in the dark a l  temperatures below 5°C. 
Maintenance of potency is best achieved at temperatures below - 35°C but s i  leas! 90  
per can! of the  stated potency should be recoverable after 12 months storage at 
temperatures between 0 and 5°C. The accompanying vial of water lor rsconsl i tut ion 
cannot be stored safely below 0°C, 

Resolution f rom the Dry State 

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

Within twenty minutes the solution should be seen t o  have become slightly 
opalescent but w i th  n o  solid material visible. If a clot or gel is seen to form the solution 
should not be used for cl inical administration but should be returned and 3 report made 
of the incident t o  the Transfusion Centre or Haemophilia Treatment Centre f rom which 
the product was obtained. 

Where more than one container is required to provide a clinical administration 
there may be advantage in pooling the contents of several containers but this should b e  
clone using care to  avoid microbiological contamination. The vo lumes '  the concentrate 
collected into one pool should not be greater than wi l l  be administered within a period 
of I w o  hours following resolution. 

Reconstituted factor VIIJ concentrate solution should not be stored. 
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Administration 

Factor V i l l  concentrate should be administered as soon as  practicable after solu­
t ion i s  complete and should continue slowly a l  a rate not exceeding 3ml/minute. A 
slower rate i s  to  be recommended for the first administration of a series. The 
administration should be by intravenous injection or infusion using plastic or 
siiiconised glass equipment. A catheter or butterfly needle may be used for injection. 
Continuous infusion over long periods is to  be avoided and the product should not have 
addit ion made to  it nor should it be added t o  other infusion fluids. 

The actual volume of solution required for any administration depends on  the 
haemophiliac status of the  individual patient and the purpose of treatment. As a 
general guide i t  can be stated thai,  i n  a patient without active haemorrhage, an  infusion 
of 1 international unit pet kilogramme body weight wi l l  produce an average increase of 
about 2 IU/100 ml  of plasma. Presence of abnormally low response in absence of blood 
loss from the circulation may indicate the presence in the patient of an  antibody 
specif ic to  faclor VIII. Treatment wi l l  require to  be repeated at varying intervals fo  
maintain the required concentration of factor VIII activity in the piasma. Intervals bet­
ween administration are usually 4, 8, 12 or 24 hours as appropriate. 

Side Effects 

Complications i n  the use of factor Vl l i  concentrate are rare. Apart f rom the genera! 
complications of hepatitis and intravascular haemolysis (see above) some patients may 
occasionally experience slight irritation at the Site of injection. A transitory headache or 
nausea following the administration of factor VIII concentrate has also been reported 
and for individual patients this appears t o  be related to  a particular batch of the 
product. 
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H U M A N  F A C T O R  I X  CONCENTRATE— DE.F . IX  

Description 
This preparation, which is rich m coagulation factors 11, IX end X is recovered f rom frozen 

indated human plasma by the Scottish Biood Transfusion Service at the Protein Fractionation 
Centre, Edinburgh. The method of preparation is based on extraction by adsorption from plasma 
volumes requiring up to 6000 donations of piasma*. 

All plasma used for preparation of factor iX concentrate is derived from blood collected f rom 
volunteer donors and has been screened for the presence of  the H3 surface antigen using 
radioimmunoassay and ths preparation has ateo been examined by more searching techniques 
applied in at least two laboratories externa! to the place of manufacture. Nevertheless none of  
these tests are of sufficient sensitivity t o  eliminate the possibility of transmitting hepatitis. 
Methods for examination of the product continue to  be developed but the risk of transmission 
cannot be disregarded. 

The reconstituted product contains 300 iu Factor iX, not less than 2G0 iu Factor II and not less than 
200 iu Factor X .  VI contains not more tban20g/t total protein, less thanSOm.rnolM citrate ions and 
less than S3 ro.mol/! phosphate ions. 

Storage 
Facto? SX Concentrate should be stored in the dark at  temperatures below 5°C. Maintenance 

of potency is best achieved at temperatures below—35°C but  at teas: SO per cent of the stated 
potency should bs recoverable after 12 months storage at  temperatures between 2 and S°C, H 
should not be stored for prolonged periods in the range of «f 1° lo— 1°C and the accompanying 
vial o f  water for reconstitution cannot be stored safely below 0°C. 

Indications 
Human Factor ?X Con ce nt< a l e—0 £RX is issued for treatment of congenital factor IX 

deficiency (Haemophilia 3).  

Resolution f r o m  she Dry State 
If the material has been stored osiow freezing point it should fas allowed to remain at room 

temperature fo/ at least 15 minutes before resolution is commenced. The volume of water stated 
on the fabsi, which is calculated iq provide a solution approximately isotonic with human pfasma, 
should oe added by aspiration from the accompanying viei 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 fiat surface using 
the palm of the hand so that at lease three complete revolutions occur. It should then be allowed to  
s;and withoirtfurther agitation. 

Within ten minutes the solution should be seen to have become sUg'mW opalescent but wUh 
no solid material visible, if a clot or gel is seen to form the solution should not be used for clinics! 
administration but shouid be returned and a report made of the incident t o  the Transfusion Centre 
or Haemophilia Treatment Centre from which the product was obtained or directly t o  the Protein 
Fractionation Centre. 
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Where mora than one container Is required io  provide s clinical administration there may be 
advantage in pooling she contents of several containers but this should be done using care to 
avoid microbiological contamination. The volume of  the concentrate collected into one pool 
should not bs greater than wiil be administered within a period of  three hours following resolution. 

Reconstituted Factor IX Concentrate solution should not bs stored. 

Administ rat ion 

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

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

Side Effects 

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

Heparin 

This pfoduct does not contain heparin. 
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H E A T  T R E A T E D  

H U M A N  FACTOR I X  CONCENTRATE  < H X  DE.FJX)  

Description This preparation, which is rich in coagulation factors H, IX and X is recovered 
from frozen sndated human pfesrna by ihe Scottish Nat/ona} Blood Transfusion Service at the 
Protein Fractionation Centre, Edinburgh. The method of  preparation isbased on extraction by 
adsorption from ptasrna volumes requiring up to 25,000 donations per batch. 

AH piasma 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 8 surface antigen 
using a radioimmunoassay and the preparation has also been examined for this antigen by 
more searching techniques applied in at least two laboratories, in addition, product, plasma 
pools and individual plasma donations are tested for the presence of antibody to BTLWJ. The 
product has been heat-treated at $0*C for 72 hours in the freeze dried state. Thistreatment i s  
expected to inactivate viruses associated with the Acquired immune Deficiency Syndrome 
(HTLVflf, LAV, ARV) {2,3,4). The effect of this heat-treatme nt on Hepatitis 8,  and Hepatitis, non 
A -non  3 has siiO to be  elucidated and therefore, this product cannot be assumed to be non-
infective with regard to the hepatitis viruses. 

Ths reconstituted product contains 300 iu Factor IX, not less than 200 iu Factor If and not less 
than 200 iu Factor X. Anti-Thrombin 01 is added at a concentration no greater than 5 iu per vial. It 
contains not more than 25g/i total protein, less than 80 m.mol/1 citrate ions and less than 50  
m.mol/l phosphate ions. 

Storage Factor IX Concentrate should be stored rn the dark st temperatures below 5'C. 
Maintenance of potency is best achieved at temperatures below - 35"C butat (east 90 per cent 
of ths stated potency should be recoverable after 12 monthsstorage at temperatures between 
2°Cand 5*C. It should not be stored for prolonged periods in the range o f + 1  vCto ~ 1®C and the 
accompanying vial of water tor reconst i tu te cannot be stored safely below O'C. 

Indications Human Factor IX Concentrate-H.T. OEFIX is issued for treatment of congenital 
factor IX deficiency {Haemophilia 8). 

Resolution From the Dry State If the material has been stored below freezing point it should 
be allowed to remain at room temperature for at teast ?6 minutes before resolution is com­
menced- The volume of water stated on the label, whrch is calculated to provide a solution 
approximately isotonic with human plasma, should be added by aspiration from the accom­
panying vral and addition !o 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 berotfedgentfyonaflat surfaceusing the palm of the hand sothataUeastlhree 
complete revolutions occur. It should then be allowed to stand without further agitation. 

Within fen minutes the solution should be seen lo  have become slightly opalescent but wHh n o  
solid material visible, if a clot or gel  Is seen to form the solution should not be used lor clinical 
administration but should be returned and a report made o l  the incident to the Transfusion 
Centre or Haemophilia Treatment Centre from which the product was obtained. 
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Where raore than one container is requited to provide a clinical administration there may be 
advantage in pooling the contents of several containers but this should be  done using care to 
avoid microbiological contamination. The volume of the concentrate collected into one pool 
should not be  greater '.ten wiii be administered within a period of three hours following 
resolution. 

Reconstituted Factor IX Concentrate solution should not be  stored. 

Administration Factor IX Concentrate should be  administered as soon as practicable after 
solution is complete and should continue siowly at a rate not exceeding3ml/mtn. Astower rate 
is to be recommended for the first administration of a series. The administration should be by 
intravenous injection or  infusion using plastics or siitconised glass equipment. A catheter or 
butterfly needle may be used for injection. Continuous infusion over long periods is to be 
avoided and the product shouid not have addition made to it nor should i t  be  added to other 
infusion fluids. Bmaybedilutedusingsodiumchlortdeinjection BP but shouidbe administered 
quickly following dilution. 

The actual volume of solution for any administration depends on the status of the individual 
patientandthepurposeoftreatmenLTreatmentmay require toberepeatedatvaryingintervate 
to maintain the required concentration of factor IX activity in the piasma. intervals between 
administration are usually 4.8,12 or 24 hours a s  appropriate. 

Side Effects Apart from the general complications^ virus transmission (discussed above) 
products containing concentrations of coagulation Factor IX have a well documented 
reputation for causing disseminated intravascular coagulation or thrombosis at the infection 
site. Unheated FIX (OEFIX) manufactured by the Scottish National Blood Transfusion Service, 
had a good safety record for products ofthis type. Laboratory data and evaluation in an animal 
mocfci both suggestthatHTDEFIX is superiorinthisrespecttotheunhsated product. However, 
as HTOEHXisanew product, caution in use i s  advised, especially incircumstanceswherethe 
recipient may have liver disease, until complete freedom from such side-effects has been 
confirmed, 

Heparin This product does not contain heparin. 
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SNBTS  COAGULATION FACTOR CONCENTRATES 
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Human 
Antihaemophilic 
Factor 

(Lyophilised) 

Human 
Antihaemophilic 
Factor 

(Lyophilised) 

Scottish Mat iorial Blooi Transfusiori' Service 
' • - Protein Fractionation Centre 

' Ellen's'Glen Road'V~ 
Edinburgh EH17 JOT 

This package conta ins:— 10 vials of f a c t o r  Vt i !  (Lyophi l ised) 
10 vials of Wafer for Inject ions (Ph. Eur.} 

W h e n  reconst i tu ted accord ing  to the  instruct ions o n  the  Factor  VUt via!, the product  conta ins:— 
n o t  m o r e  t han  6 0 g / l  Tota l  Prote in 
less Shan 2 0 0 m  m o l / l  Sod ium ions 
less than  50 in  m o l / l  Ci t rate i ons  
Does  n o t  con ta in  preservative. 

Bo th  f i l e  Factor V i l i  a n d  Water for  in ject ions must  be ailovved to w a r m  to  2 0 °  t o  3 0 ° C  before 
reconstitution. 

O n l y  gent le m ix ing  shou ld  be employee! du r i ng  reconstitution. It a gel  fo rms o r  insoluble 
mater ial  remains, She preparat ion shou ld  no t  b s  used. Use  the  reconst i tu ted so lu t ion as s o o n  as 
possible  and in  any esse w i t h i n  three hours.  

Th i s  preparat ion is  of h u m a n  or ig in  a n d  despite careful screening o f  donat ions cannot  b e  
assumed t o  be free of hapaMSis virus. 

T h e  Factor  VIH vlais must  be s to red  between 0 - S ° C .  Product  L icence 3473/0007 



Antihaeroophiii© 
Factor 

T h i s  package contains:— 10 vials of Factor VII I  (Lyophiitsetl) 
10 vials of Water for Inject ions (Ph.  Eur.) 

W h e n  reconst i tuted accord ing to the instruct ions o n  the  Factor  Vtt i  viai. the  product  contains:— 
n o t  more than  S0g/ l  Total  Prote in  
less than 200m mot / I  Sod ium ions 
less than 5 0 m  m o l / i  Citrate i o n s  
Does no t  con ta in  preservative. 

B o t h  the  Factor VI! I and  Water for  Inject ions must  b e  a l lowed t o  warm t o  2 0 °  to 30°  C before 
reconst i tut lon.  

O n l y  gentle mix ing shou id  be employed dur ing reconst i tut ion. If a gel f o rms  or insoluble 
mater ia !  remains, the  preparat ion s h o u l d  no t  b e  used. Use the  reconst i tuted so lu t ion as soon  as 
poss ib le  a n d  i n  any  case w i th in  three hours.  

T h i s  preparat ion is o i  human  or ig in  a n d  despite careful screening of donat ions canno t  be 
assumed t o  be free of hepatit is virus. 

T h e  Factor Vi l f  viais must be s tored between 0 -  5 " C .  Product  Licence 3473/0007 



Examples of Warnings in Documents 

Provided by Alpha Therapeutics 



R E R Q - 1 2 , 0 3 1 3  

PRBSCIUBI l i a  INFORMATION 
A n t M i e i i t o p l i i l i c  
F a s t e r  ( H t t s n m )  
Lyophiiized 

]>ESCRH»TiON 
AmiftemopMific Factor (Human) Prcw&te* is a siaPio ketwc 
dried concemrete ot factor vm {AHk ahi?) jwepamd uon-
oootecJ D'aŝ ia i>y cryoprecrpitat'onot rno «aiv£ tacior aru: 
its subsequent purifcaiicn anp ccntenlfanor by chemical 
means. 
This product is prepared f'om unfls of liutr.rtn piasn>3 which 
have been teste# and found cwnroactivo (or hepatitis 8 s<.f-
tate antigen CH8*Aq} by PDA required test. Kowjvof, »/<:• 
sor.Uy available methods are m>? sensH(vo enough to cJaiec.' 
art units- of potertfiaiJy >r>fc-ciicys ptasmn, ar.tf me risk c' 
transmuting ftepati&s «b sia? present 

ACTIONS 
AmihGmophiifc r-sctor (P-aciwVK!)« ?. nonsiiVeni of .noma? 
p'asma requi'cxj >or ctottag. *n<? ftS^mist.'ovo;'! ©i An;-
hemophilic };actoJ (Human) Prolate* temporary increase:? 

^asrna terete o! this cioiiing factor. UW;U?> :r.ir,:rr.!?.;rwj :;vr? 
hazard* oi Jiemo'rhaD®. Following aonmsimten, «?c ^if-
disappearance r<n«3 of Factor V«! from ms plasms is orciifŝ f-
'lyaooy? #0M hours. 

INDICATIONS 
Ar«ti!iemoj3i>ilic Factor Prole&te* is mefcated soieiy 
Jor prevention and cpntrgi o* Weeing «i pstrents witn 
owdcralc or s«ve*e Factor Vili «e!iciancycSuc (o nemophtu?} 
A. or acquired Facto* V!d deticiency. AnMemopb&c f-t5c;or 
(Hurrttw) i0 not tncffcflictf "Miie rrifina^o:riRn; of pfeepwg -i-
salients w(!h von v'viitepiiu'urs disease 

CONTfiWNDICATJONS 
There are n o  toiowrt contraindications to- iho ;:§<? oi Ar,t;. 
heiwjp'-.iiic. factor (Kumars]. 

WARNINGS 
Wfii hepatitis may Sjq transited by I'rts f-iot'-'iCi PatiU'HK 
••V'ii'j mm (iclicencfos, v/tvocofsseputy'lfy hove not receives: 
multiple iraftsJi.rfttO!>s of Wood of bioofJ puxhcix. aw at 
<}<«o!.ost fisH,1*'8' I" MS situation. Shft bftnotils c! ht\U-
bemopĥ c Packer (Humeri) sprrî istfatton ;>? cam-
iuih1

 vvc-ptmd agati'iS! the .fish vî U !>c:c.>a* sn îe: 
florvcv: orndi;o(6i shouki fi£ ciefeinriisu",' u&nwii v/ixur.vw 
(OSŜMa 

PRECAUTtONS 
AnYmftCipM'.c Factor (Kt;/r.an) sboulrj nci ix? rxV-rv.ir.-̂ m 
at a cate exceedt̂ g '0 mtr'infnijle, a<Jrrii')«uua;K>:i !n<iy 
result in vasomotor fegctiens. 
Approximately Jive to eigw ps/ce .̂ oi iicnwpWiiy A pancflts 
Oevciop '.nhibtlofs !o Facto/ VH3 Ra-'O'y ossic! ;>at:<?nts 
acqiî e s-rntlg/ inWbtors. TJ>c r.cmagemsnt c-l paitcn:? -,vfih 
iahibifofs fc«uices c f̂e'ui fnoniiorsng, csftpc«'fy if su^km: 
pfocedyres aro inoicâ ed. in v;Hh umi!̂ c;s. w-
spoftse (o Aniit'.emcjohiMc f"aftlor (t-ivî rrn) may bft niucn 
icgssha*-; wociWoS îw^oiJHQXptxisiiaiX'iiwge? cJowsmc 

pd«?r>ts wiOi high t̂ jS>«or feveis msy not 
jesi^d to Ao$(i>enwp})lite <'-uCkv (i-Jutn.in) a; 

perscrŵ e' others n-iw rMwrtistcr inin .r^ecfjsi 
sî wid <ixorcmu appropriate caotton rr.l̂ r'icjWQ because: o' 
ih o fisk of oxjjosorc to viraf hepafiiis. 

AOVEHSS REACTEONS 
A<iverse fc;icli0«s can tnciiifm ufiic^r;^. Uwk cniiis. 
naises. vomiting, nsa^scfta. SOW -̂'ICB or 

develop 'oacuons o! ;i nutci nxuno foUowir.y 
!HB asteiossiroftcfi of Antthemophsic facto? fHu^rs).''* 
At.K-DfBP fê o[k-/rtn may tjocn^uil^rglc M r̂oaotkv-
:s noiRCl ar.d She p?J:Cil3 tsqusres addfltOi'sS AĴ iĴ rr-o-
phflic. Factor (fiu'̂ an)- p̂ od»cl frorr-a d;H»ve;H so, n̂nuKJ b& 
Sdfrur.iSv'i.'Ct.!. 
Vimivri (icsos iv.vo tvoy i9StS,-tf:C? ^ ^Rr'-̂ yitr 
snofsii?.. incfesscd bloecli^ ier«tJ<>ncy or hyper̂ ib' 

PrclitetC'- dofis fK"! contain $rou>-; -.so^jcji^ii-.sns ?nci 
wjeniargeQncJ;̂  fmqticmdom are fecsuuec; ift po?iap.i$ oi 
i>lcOii yroup A, 15. of A3. !ha patient sho;.:W bo '<••'• 

o? !?'tfavasa;ii!,f '̂ Cinotysis an« 
Snoutei ibts CÔO'ŜH cc"\:f. Wn/<i ieaiftng !a 

ariRtr-u". Use fic'in^f^roiion oi <:<"••• 
fjafiblfl lyf^j O roc! b.̂ od cMs sIh*uU ba jrisnsKif/c;-; 

OOSAGK AND A0M!N!STRAT!ON 
Antfi-Ssm{iph,[;it fricWf (Hu^an) Profiî tie* 'uc;sl ini F:'Jfi->n»s-
te.'firj frfliavenousiy three hours •oiiav,'̂  ̂ mcons'iUr 
ilon with the cic5'jfJ?>i B'.fppliyd -r.gy be a-rlnvn̂ v 
E«,v<td «ilH<sr by mjealion syrsiyo o? fusion, 
i-acfi tKiaiB cJ FtdteW- is iobu'cKt with ihs :;ri-'r» o' AHf: 

coF'tftin-K! On© unit »s tte(frt?)c5 ?s activity oi o-^ 
-'nj of ;ive-;iyc norma'' p!asn'm T!>o f>>:;r.<:;;i '.vo-
\r-dos a yj'cis for r]RS0ge caioylsiior ;̂ 

Numbsr of sody Desifatf fncfegsB 
AHFofsils » weigh! x20x »fl Faclor VJti 
Toquire6 mlk  pei«§ftlapc 

110 it*S x 201CUB « 669 AHF eflfts 
ot 

Humim o( 8ody Oastted fnsroflsft 
AHf units ^ weigh' lr> Factor Vili 
requiroi) )n ksj pcfesn!?t§s 

Ewmji?e: 50fegi44xD.SQ - E6R AHF Ufj»S 

M=;c5 iO mosaic- hflnr-or n\iy ;;syni;y iK-ucniec: •wlh- it 
s=r,yfe a:i«r.r,;r,ifai;or; $i.Jiicien« io«a-s<! the ;̂ <isnwj Ah"P I?/GS 
;<i 20 !0$f. ofirunc- <?«-'en: tfrr.&e sg-')'jus (towJtaye 
toe pias;r<fi AW- iO'/ci $:)CJ6 ho f&tsetf to 30 'o 1>0 
pofcota: :n!uS:ons a--(f <ier-ofaHy & K'.lcc daily into;-
vâ s over Sfivc-ra! <:&ys:KI 

r;j«:«r5is '.vilw (•fjcicK V'H <iGt>cpncy .-r»'Q;i«cs 
the Ai'tF ;evt; on raisiHi ?o 50 ;c R0 ?>ercon; wtin tijs levei 

& or 3i>ove 3C» percent so? a:>p'r.»tmaieiy t-.vo 
wesXs postnpcrriii-'siy Tor wK-ai «>cu*?.wo.'Js, ihD Ee.vc! 
sh-uA.s i50 m-sc(! SO ocr^ora wci io trt<i 

<ufher rac.or vut m tjv/Wx '*-
'ecijis'3-" 

encfj ;>ottc;rE.'« iifjmo^rriSQG^ .ArtUhsic-xG^y^c Faci&f 
Prc^SM-1 « r^cr,est <i 

c;r sv<?,'y other c?sy t,o ;;s *<? raise h e  Ai-iF 
;cvo- to -5ppf0>^mal5V '£• PQfi;0^1."v 

AECONSTlTUTiON 
USE ASEPTfO TECHNIQUE 
i. V/a.':r; riiJucnt ?r-;; concsfi-raw 6ot|los ?r. a! test <oc-ni 

i?!a\oe :̂>:'r. n:>
: 3?*C) 

2 Rffmavfi jwistui cn?> ';oni ir.o- d:?'.}(in; tvnWe. 

:i tt-.A r.-.iSj'ô f SSÎF.C& v/itn aicohol (iX" ftoi 
r'rrirvr.^ a<?0!>t 1" ncJenSfitiOf: o<"s 

ssoppe.'.j 
A. R̂ .T̂ yf? s't c&v£.';n5 Uw, am &xi c: a aoxwn o^osc-

•tttc-cfi'sr. foin?'' kxcosk3.:; <-c-i;c>! r>oci(ĵ  
daprass'',""; ip ^r.taro- iha :«;ppo? ^ t!w ia»a 

5, ooniovn psssisc esc? !rc;n \-Mi cc^c^rato 
Tsf> bo":fi 0fi;viy iC, tkFfocf̂ o copcs'.nvr-.U! Jrô-5 s-,oos o' 

6 Sw<?i2 tho o/;x>se<i i'./!>t5yr so'^cp wi>h aic.oiiof, (O'.v ;"o: 
Ica-'C oJC-nn.nv; ns\vr. :n i»;rio;vvgik'i,t or-

y Honx:vo p,-si;?=(: <;«r> '-'^vr :,:\o ;;(>{):,'f *̂<3 f>: ?)W 
C<!f5C<i '"'OC'dlC1. raw ,o iher sloppcr c,', ;f-,f? 
•iotti(?. Hok̂  '.:cnc/ic<-fal<3 txii'fc in one; hwxi. avmtt U»o 
naKuj ofatlue«; m :f-&oifte-'iv-incf «!Hf fajsfi me <!x|X)SR<J 
ri:<J o! The i i  :c clopc^siori In toe Cftnter c« 
u>q stopper, m?j>;s<H) ccriariv ihest ttio cKusot »s aWays 
at:nvG !2;e bet-In ol cwit:errtfatf! Th<sre sH ûkl IJC 
vjtcwrrv ir» tJitr baU'o to <i^w in yii tne diioen;. 

pfSCO f̂fot:: Hifi ?wo tjonfes S?/ rciw/ifig ftfofite torn coiv 
cenUatfciJoUteKioppyr vigorvus*/ :or !«'• 
;>wn ag't&e o-* rotate c^no^tfntc- ?>«(& unjit au coprsr,' 
train Is riisscivt?:; Rficor:&'tit:;iioti 'isfjairos wppioxiirkatoV/ 
five to 1-Q4-1 ?T !s;«j.^cr. ptccc^.'^e ̂  
srfii.-fV hVo- les n-ay oc,c;risio»5oiiv 
rcroalft. Tsie :a=r5 paf»riGS ar.« !hG 
W,i&ea pat- $• 

ADK«NISTRATIOt«i 

By Syr>jiQ«: 
USE ASSPTJC TECHMfftUe 

f. cov<jr ''on? P.-o.'iiaic1- Nccfl'o p̂ cRaos. 
f l f inwi pro?ec',vt- cove>< from r̂ citr-

(no- ()-c!;;:}C'<r3 
3 ''.'skimc;* ,"i!tt-r Macrfin -'.strAW"-*/ frorn pac^-

fiQfi. to o-i sywc!!? into opaofn{|<>; Pio't&e-- Pncor 
wcsdte Hokl the as jswsJWRtl snfJ orcsis f'fnUy f.o 
SSCttfff 

•'> r«^:";ovo ::c->n>J i-'iltor •s'rsBjJis i:-y puti-ny vw\v 
straifl^ tii Oo not twHit 6 r  torn needle cover. 

SYRUvKU 

sraic, '!;c 8o«or?»y* %s x% Set -.̂ "i aVc,v.< tfus to 
iionr ^ 

0, D:scaffj aii Q<);irprn«n; ai'Jet uso. 

By fniosion Serf: 
US£ AS€PTIC TECHNIQUE 
1, Oose cifsmp on sn̂ sien set. 
2 Win i>niti(? u^rifjht. tnrusi $;raiQhi frycuQh 

stopper cftifter. t)o oot Wik-\ or 
3 tmmocJIflcoSjr mven iiuttb tc auU7in?.t:ca!tv 

prosx* fiuto !(wa« !A «stp chanibcr (ha!f 
^ Attach {Juttwf'y* 2\xZ'i Infusion SKI. opf?n tfnmp nmi 

nV&v; so'ut;on to cxpe! au irom iu'Ding tt>on close 
clamp 

5 Moke vorvrptiisct'jrv nnd stôv. 
6 0?scar4 alt cc3;r:̂ tSirfHion Ovjutpû -tt nStr»r use 

HOW SUPPLIED 
Aoiibefnephitrc r̂ acior (H-.̂ f!«;n) P/ofJlaic'- is sunpiteci hi 
single oosc txiSlcs. vviih S{tiJn?)io vokiwos of {ftiuertt. The 

o'- A> tf .icu îy arc sta'.Qfi on me ot elicit ct^cs'v 
(wio iacufe. 

STORAGE 
Ae.trncmĵ jhijtc •-noicr̂ Hum&iry) Prot:iate! r;;ay no s;otod a-
tsn-pt̂ atures ncJwRer; S'-Ŝ C tcr ?.vt? êsts or at fco^ le'nf.-
oraiure not exceon'ing 3t'C ;w 6 rtscrttfts 

CAUTION: F&oerai (U.S.A.) {aw p?o'r.iUits cfepar5S!n?3 v/jth-
on} a proscription Sinfjte dose eoiuaî or lor injravsnojs 
aorn'msiration onty-
tfiscartf any unused con ten is. 
OiscaKt -actmintstfatwn fictuiprr.oni afjer sinolfi usf:. 

REFERENCES 
t Bfirk. C. J. anci Ortr>", ,5,. Ti:c* Portia' Viur>'nOOp̂ Stif̂  

T;;tte end fado.' VW TncrftpV- A.vtc-r/̂ 'ri Jinifmi of Out:-
CxTP&l'K;k)gy 57. V̂C-Bi, Apsrl '972. 

k. B-'gyp. n,. J<-u>;x!̂ o «nc! Ani;cod;ss DiiticfKi /voatnsi 
âctors VHi ?,ocf ixm fJei«M ŝ IteoiecJ h; Hsjjinophifc-) pr 

Ghnsfnas D;s<:ase m »h<; \H\r>d K'n îionv 0"mU Jo\<-
naiQ!26: 353-Ŝ. 

3. (k^^o, j .  M, and UryCKfin/tcigc. i:! 1.1!« Use oi i'actor 
VSIS anti Factor 'K Consenifalfts {Xirmo Surgoci'. Ji.ru-'ini 
o! Hi® /wms50 JVicif».w Assoctawo ?]A: !«/:!•/«. 
i\'ovc:r.!j9f 30, 
Hi'.-hnviav Vv. ii.. K''nhstsy:>09!';a C VK< C-'a'Ki;. f;-.. 
AEIcrauon of Pi?iWki: ftincuc?; u!S«r Tr?insl:;s''.'n 
•-tomcp!iilj.;i, A^ntwc ;̂, 'A& rVltvj«i 
Sccielv o> H<WR5OJOQ£ $;I~ Ci. Oftcî vb&t 
5-i my flsa.Ho m 

5. Kaspor. C, K.. D:eJ«Cti. S. >.. onrt ftapapoa, S. s, 
Wertiophfiia Pfop'̂ 'taxis vviili factor Vtl! ConcentoHe. 
Archives QMnte.-ivJ Medicine t?5: 100441, JunD 

8. Kospot C, K. srtf Kipnis, $. A.. Hcp^!i« and Clo"i«D-
T-actor Ccfics-n-rates. Journal o( U>v Amcnc&i Muscat 
Assocmon 22',. 5iO skrt/^t, 19?2, 

7 KftSper. C, K.. ttiadsnco a'vrf Cfttsrse of io îCtt-Vs 
Among Pfttisn v̂vrth Ciasstc-Horiy.iTjiNf'a, 7h!o<r<bom cA 
Diatheses tmmcrrha&ca 30.- 2&3-7*. <373. 

ii. KflSf)Of. C, K.. Mftnn>phii(H «nd i-ftynophifci'j Of50Jr.ferS-
[Ui) Conn, j-j F, (£<r> Caireni fncniny, Alh c<3. PtV!fa<tcf-
p;u3, pp5i?0-83. Savtuterfi C'97t). 

y King. Li, G., M. fe, 3"^ 3;icHai>iw. P. •., Aoute 
Aiifl'.nis 'vviUi faefpr VIII Therapy. Annals Of tmurwi 
k'fstiiwe 77: :i?3-2< August 197? 

to. C. ft itiKJ Oitjgs. R.. Biood f̂ oqiucts the Mart-
agemer,: o! i isB ôpfiiSia atirJ (̂ ris r̂̂ as Oisosiso. {in; 
foHer. }.. (HP), RfiCQnt A<ivznr,(?$ in ft'oor/ CoagitftH'C-'i. 
aoslCHV pp 179-̂ 5, Ui;o Orowft S'S^. 

H Ftos.C.rt siKJBifigs.B,.T5ioTrc!tHfTtei>»<;f!̂ jea«V^C5 
Have f'3CU>r VK< ArMflx̂ diea dfi'rshJottf'Wot Hv&rs'tif' 
op>' PA'- es-R0. TO 

\Z. Roberts.H, R,.K<w/ics. W,R.. Jort'iS. T.L anciWf̂ vWIsn. 
C 'ipr. Use- oi ftiwcr VIS! w Hts Wanagemsnt ci 
Pai:tvM« ••vith rac;tcf vti i irshipitors. (In) 6nr(Hjtoti$. K. M. 
(HcJJ tf(am/>nslm aixt Wc.v Hemo'fhtejfc SMos. inter-

$yfnfiQsws/ti, New fart:, pp ?5?'63, U îvc-f.;i!y of 
MpUh CH«7:.J';UJ Piess (ty/O) 

fl-R NBEOUi 
ni.e covE-tt 

•; !0S«;\ >: WCOcflfl :".*C- rs»r;Qf;S.{:i;;!iyi c^ncciv 
tf-ltfi batts'i. i'r.jt>c* -IK /ifip ŝpff.vte ci'-e rcc^sv'irtw.' con-
r.("!ntm:r> fro?'!! 0:0 PoUsk solo iris synDffi. 

0. Hofî ovc &rtd diScnrP Piite> Me«<J)e Jrcunti-o 
8yf!npt:«in<{ t!> « ?! »•<inffJSii.T; 
Sst. as? Uciti fnttko '«!nip:ii»':i'jr<i ?np a<i-
r>Vi'-islcr r,-yw'7 

? stif, !>JV.:er,l !o w.i-.r.'b ?5VC!C«> i'CifiiO <:«nc'.-C«v 

REFERENCES: 
:.'W.ncw. IL.. Hsycno«nci«I aspects o' 

phitia, Mi S'nsia. Wcd-^/.3a^;;S. t9?/. 
2 At̂ ppf!. M„ ci cm,  r>fC<Jû i.s avaî ^c.'. 

crvrip^caiio:n;o?U^«ip'/. Ml J. 
.33!}, W /  

3. Sost. JuP:!h. Lf;SS&'> pt,lrV tc< SClNÛ ?:t?Tie'1i M 
hefnoffcilia. M. Sinai J. MM:. 44.470-47$. 1977. 
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cx 
DATASHEET 

Presentation 

Uses 

Dosageand 
Administration 

PROFILATE HEAT-TREATED 
Wet Method 

Antihaemophilic Factor (Human), Profiate, Heat-Treated is a 
stable freeze dried concentrate of factor VKI (AhT, AHG) pre­
pared from pooled humars piasma. The potency (AHF activity) 
is given oft the label of each vial h international units fi.u.j, one 
l.u. being deBned as the activity present in 1 mi of frssn cooled 
normal piasma. 

For the prevention anc control of bleeding in patients with 
moderate or severe Factor Vli! deficiency (Classic* haemo­
philia A) or acquired Factor Vili deficiency. 

Oosage; 
Anfihaemophiiic Factor (Human), Prom*. Heat-Trsstsc is 
intended for intravenous administration within 3 hours of 
(^constitution with the diluent supplied. The formulae 'oeiow 
provide a guide to  dosage calculations-

Numberof Body weight Desired increase 
l .u  of AHF m infos x20x in Factor Viii 
required percentage 

Number of 3ocy weight Desired increase 
i.u. ofAHF « i n k g s  x44x In Factor VisI 
required percentage 

Mild to  moderate haemorrhages may usually oe traateo with a 
single administration sufficient to raise the plasma AHF ievei to 
20 t o  3 0  percent. In the event of more serious haemorrhage the 
patient's piasma AHF level should fas raised to 30 to 5 0  percent, 
infusions are generally required at twice daily internals over 
several days. Surgery in patients with Factor y ®  deficiency 
requires that the AHF ievei be raised to 50 to 80 percent with 
the level maintained at or above 3 0  percent for approximately 
two weeks post-operativeiy, f o r  dental extractions, the AHF 
level should b e  raised to  5 0  percent immediately prior t o  the 
procedure; further Factor vil i may be given- if bleeding recurs. 

In patients with severe Factor VHl deficiency who experience 
frequent haemorrhages, Antihaemophiiic Factor (Human), 
Prpfiiate, Heat-Treated is administered prophyiaoticaiiy on  a 
daily or every other day schedule so  as to raise the AHF level to 
approximately 15 percent, 

Reconstitution: 
Use Aseptic technique:-
1. Warm diiuertt and concentrate bottle to at ieast room tem­
perature {but not above S7"Q, 
2. Remove plastic flip-off cap from the diluent botes. 
3. Swab the exposed rubber surface with alcohol Do not leave 

excess cleaning agent in indentation on stopper. 
4. Remove ail covering from one end of a double-ended needle, 
insert this exposed end of the needle through the depression in 
centre of the stopper in the bot fe  of diluent 
5. Remove plastic flip-off cap from the concentrate bottle. Tap 
d o t ®  gently to dislodge concentrate from sides of bottle. 
6. Swab the exposed rubber surface with alcohol. Do not leave 
excess cleaning agent in indentation on stopper. 
7. Remove plastic cap from the upper end of the double-ended 
needle now seated in the stopper of the diluent bottle. Hold 
concentrate bottlein one hand, invert the bottle of diluent in the 
other hand and push the exposed end of the needle through 
the depression in the centre of the stopper, making certain that 
the diiuent is always above the bottle of concentrate. There 
should be enough vacuum in the bottle to draw in all the diluent. 
8. Disconnect the two bottles by removing needles from the 
concentrate bottle stopper. Shake vigorously for ten seconds, 
then agitate or rotate concentrate bottle until all concentrate is 
dissolved, Reconstitution requires approximately five to ten 
minutes. When the reconstitution procedure is strictly followed 
a few small particles may occasionally remain, The filter spike 
will retain particles and the labelled potency will not be reduced. 

Administration: 
8 y  syringe;- Use Aseptic technique 
1. Peel cover from filter spike package. 
2. Remove protective cover from sterile disposable plastic 
syringe (not included), 
3. Securely install the syringe Into exposed luer inlet of filter 
spike using a slight twisting motion. 
4. Remove filter spike from biister-pak cup. 
5.  Insert tapered spike into reconstituted concentrate bottle 
perpendicular t o  stopper. If spike is not held perpendicular it 
may push stopper into bottle rendering contents unusable. 
S. Remove and discard the filter spike from the syringe and 
attach syringe to ars infusion set, expel air from syringe, make 
venipuncture and administer siowly, 
7. If the patient is to receive more than one bottle of concentrate 
the infusion set wili ailow this to be done with a single veni­
puncture. 
8. Discard at  administration equipment after use. 

By Infusiuon set:-  Use Aseptic technique 
1. Close damp on  administration set. 
2. With boitle upright, thrust piercing pin straight through 
stopper centre. Do not twist or angle. 
3.  immediately invert bottle t o  automatically establish proper 
fluid level in drip chamber (half fuilj. 
4.  Attach infusion set, open clamp and ailow solution to  expel 
air from tubing needle, then close clamp. 
5. Make venipuncture and adjust flow, 
6. Discard all administration equipment after use. 

Ccntra-lncications; 
There are no known contraindications to  the use of Antihaemo­
phiiic Factor (Human), ProSate, Heat-Treated, 



Warnings: 
This product is prepared from pooled units of human piasma 
which have been individually tested arse found norweactive for 
hepatitis 3 surface antigen and antibody tc human T-lymprsotropiC 
virus p/pslttiHTlV-Ulibyan FDA approves} test. Other screen­
ing procedures are used to  eliminate high- risk piasma donors 
arsd a heat-beetroot step in the manufacturing process is 
designed to  reduce the risk of transmitting vsra-i infection. 
However, testing methods presently available a m  not sensitive 
enough to detect ail units of po tent ia l  infectious plasma and 
treatment methods have not bean shown so be totally effective 
in eliminating viral infecttvity from this product. 

The causal factors of Acquired immunodeficiency Syndrome 
(AIDS) have not been Sully defined. However H i tV-IWLAV virus 
has been implicated as the agent of the disease. It is not known 
if other transmissible agents are involved. Despite the careful 
selection of donors and 3 heat-treatment step in the manufac­
turing process, it may be possible that the AIDS causative 
agent may sSS be present in and transmitted through -his 
product. 

Precautions: 
Antihaemophilic Factor (Human). Profiiata. Heat-Treated should 
not be administered at a rat® exceeding 10mi/msnute. More 
rapsd administration may result in vasomotor reactions. 

Some patients deveiop inhibitors to factor VS8. Rarely, other 
patients acquire similar inhibitors. Tne management of patient* 
with inhibitors requires careful monitoring, especially if surgical 
procedures are indicated. In patients with inhibitors, the res­
ponse to  Antihaemophilic Factor {Human), ProSate, Heat-
Treated may be much 'ess than would otherwise be expected 
and larger doses are often required. Patients with high inhibitor 
levels may not respond to Antihemophilic Factor (Human!. 
ProSats, Heat-Treated at a#. 

Nurses and others who administer this materia! should exercise 
appropriate caution in handling because of the risk to  exposure 
to virai hepatitis. 

Discard eny unused contents. Discard administration equip­
ment after single use. Oo not resteriiize components. 

Adverse Reactions: 
May include urticaria, fever, chills, nausea, vomiting, headache, 
somnolence or lethargy. Some patients develop reactions of a 
m«c( nature following the administration of Antihaemophilic 
Factor {Human], Profilate, Heat-Treated, Adverse reactions 
may be on  an allergic basis, if a reaction is noted and the 
patient requires additional Anilhaernophilic Factor (Human.;. 
ProSate, Heat-Treated, product from a different lot should be 
administered. Massive dosss have rangy resulted in acute 
haemoiyiie anaemia, increased bieeding tendancy or hyper-
fi'orinogenaerraa. Antihaemophilic Factor (Human), Proriiafe, 
Heat-Treated does contain blood group isoaggiutlnins and 
when large and/or frequent doses are required in patients of 
blood group A, B or A3, the patient should be monitored tor 
signs of intravascular haemoiysis and failing haemaiocrit 
Should this condition occur, "thus leading to  progressive 
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y t c  anaemia, the administration of serologically com­
patible type O red blood ceils should be considered. 

Antihaemophilic Factor (Human!, Profilate, Heat-Treated may 
be stored a! temperatures between 2° - 8°C for two yeans. Do 
not store components above 31*C, Do not freeze. 

POM. 

Anilhaemophiiic Factor (Human). Profilate. Heat-Treated is 
supplied In single o'osa bottles with suitable volumes of diiuent. 
The units of AHF activity expressed as International Units (i.u.), 
are states on the label of each concentrate bottle. 

The process used in the manufacture of Profilate Heat-Treated 
includes a step designed to reduce the risk of transmission of 
Hepatitis. Acquired Immune Deficiency Syndrome (AIDS) and 
infection by other viruses which Involves heating a liquid sus­
pension of the product for 20 hours at 6CFC. 

The effectiveness of the heat-treatment step was assessed by 
in-viiro inactivation studies using live viruses added t o  Anti­
haemophilic Factor (Human), Profilate, Heat-Treated. A newly 
recognised retrovirus has been implicated as a possible causa-
tive agent of AIDS. This virus has been given several names, 
including human T-lymphotropic virus type ill (HTtv-ni), 
Lymphadenopathy-associated virus (LAV), and AIDS - asso­
ciated retrovirus (ARV) and has beers commonly referred to  in 
the literature as H~lV-ft/LAV. The heat-treatmerrt process 
used in the manufacture of Profilate Heat-Treated has been 
shown to inaciivats a minimum of 3.25 fogs of HTLV-liJAAV 
virus when the virus was intentionally added to the product. 
Tne following table shows the total number of logs of each virus 
inactivated. 

VIRUS LOGS INACTIVATED 
HTLV-lll/LAV At least 3.25 
Cytomegalovirus (CMV) > 2 . 0  
Sindbis 4.81 
Vesicuiarstomatitis virus 5.S3 

(VSV) 

Chimpanzee studies demonstrate that the heat treatment step 
is effective in inactivating at least 500 chimpanzee infectious 
doses (CiDi of Hepatitis 8 virus. Neither of two chimpanzees 
receiving 500 CIO of Hepatitis 8 virus contracted Hepatitis 8 .  

Tne chimpanzee study also showed that the process inacti­
vated an undetermined quantity of at least one type of non-A, 
non-8 hepatitis present in the AntlhaemophHc Factor (Human). 

Product  Licence Number P.L. 4447/0005 

Address ALPHA THERAPEUTIC UK LTD. 
Unit 10, Lodge Way. 
Thefford, Norfoik IP241H£ 

February 1986 
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DATA SHEET 

ANTiHAEMOPHillC  FACTOR (HUMAN)  
HEMOFIL 
METHOD FOUR 

Presentation Antihaemcphslic factor (Human), HEMOFIL. 
Method Four is a sterile, lyophiiised 
preparation of human antihaemophiiic factor 
(Factor VII1. AHF, AHG) in concentrated 
form, it contains minima! quantities of other 
proteins and approximately 3 % vv/v dextrose 
in the reconstituted material as a solubilisina 
agent The product also contains a trace 
amount of heparin, 1.0 unit (0.010 mg) or 
less per mi of reconstituted material, as a 
stabiiiser. 

Uses The product is intended for use in the therapy 
of classical haemophilia (haemophilia A). 
It can also be of significant value in patients 
(not true haemophiliacs) with  acquired 
Factor inhibitors. 

Dosage and 1. Dosage 
Administ rat ion Each bottle of HEMOFIL is labelled with 

the number of International factor VIif Units 
which it contains, 1 unit being defined as the 
activity present in 1 ml of average normal 
oooled human plasma less than 1 hour old 
(100 % AHF level). 
The amount of AHF which a haemophiliac 
requires for normal haemostasis_varies with 
circumstances and the patient, I he following 
formulae can be used to calculate 
approximately the expected response from a 
given dose or the dose required for a given 
effect: 

a) Units required — 
body weight (in kg) x 0.4 x desired 
AHF increase (in % of "normai") 

or 

b) Expected AHF increase (in % of 
"normal") = 
units administered 
body weight (in kg) x 0.4 

The data of Biggs et a/ would cail for a 
factor of 0.5 instead of 0.4 in the above 
formulae. 

However, each unit of the piasma has been 
found to be nonreactive for hepatitis B_ 
surface antigen by radioimmunoassay, i he 
concentrate has not been subjected to any 
treatment known to diminish the risk of 
transmission of hepatitis since such 
treatments greatly increase the loss of AHF 
activity during preparation. The concentrate 
should, therefore, be used when its expected 
effect is needed in spite of the hepatitis risk 
associated with its use. Special consideration 
should be given to the use of this concentrate 
in newborns and infants where higher 
morbidity and mortality may be associated 
with hepatitis. 
Each lot. after reconstitution as fcr use. has 
been found nonreactive for hepatitis S surface 
antigen using a solid phase radioimmunoassay 
technique. The significance of a nonreactive 
test result with concentrated antihaemophilic 
factor has not been established. Therefore, 
the product should continue to be considered 
to carry a risk with respect to hepatitis. 
The preparation contains blood group 
isoagglutinins in amounts which are not 
clinically significant in the dosage needed to 
control haemarthroses and other relatively 
slight bleeding episodes in the absence of 
inhibitors. However, when iarger or 
frequently repeated doses are needed, as 
when inhibitors are present or when pre-
and post-surgical care is involved, patients 
of Wood groups A. S and A 8  should be 
monitored for signs of intravascular 
haemolysis and failing haematocrit values, 
Haemolytic anaemia may be corrected by the 
administration of compatible group O cells 
Since ail solutions containing fibrinogen, as 
does HEMOFIL, tend to cause the ground 
surfaces of glass syringes to stick, plastic 
(disposable) syringes are recommended 
whenever administration by syringe is desired. 
The administration set and any reconstituted 
concentrate not immediately injected should 
be discarded. 

HEMOFIL should be stored under ordinary 
refrigeration (2° to 8°C, 35* to 463F), 
Freezing should be avoided as breakage of 
the diluent bottle may occur. HEMOFIL may 
be stored at room temperature for time 
periods up to 4 weeks. 



Contraindications and 
Cautions 

There is some evidence that in haemophiliac 
with severe bleeding, partialis, , if he has 
not been recently treated, up to double the 
calculated initial dose may be needed to 
produce the desired AHF level, after which 
the formulae apply. 
Although dosage can be estimated by these 
formulae, it is strongly recommended that, 
whenever possible, appropriate laboratory 
tests be performed on the patient's plasma at 
suitable intervals to assure that adequate 
AHF levels have been reached and are 
maintained. 

2, Administration 
it is recommended that the solution be 
administered within three hours after 
reconstitution, although when reconstituted 
as directed, the AHF activity is not 
diminished by holding the materia! at 
20* to 25°C for as long as 1 hour. The 
reconstituted material should not fee 
refrigerated as irreversible precipitation of 
active materia! may occur. 
HEMOFIL can be administered by intravenous 
drip infusion or intravenous syringe injection 
and details of these methods and the rate of 
administration are included in the direction 
sheet. High potency HEMOFIL (code 
KD-060-207) is a special preparation 
containing at least 34 !.U. per mi of 
reconstituted materiel and must be 
administered at a controlled rate, not exceeding 
2 ml per minute. 
To avoid precipitation of cold-insoluble 
globulin containing AKF activity, tne solution 
should not be below room temperature during 
infusion. 

1, Contraindications 
There are no known contraindications to the 
use of this concentrate. 
2. Cautions 
Identification of the deficiency as one of 
Factor VHi is imperative before administration 
of this highly purified Antihaemophilic Factor. 
No benefit may be expected from this 
product in treating other deficiencies. 
This concentrate is prepared from large pools 
of fresh human plasma. Such piasma may 
contain the causative agents of viral hepatitis. 
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Product Licence Number 

The statutory provisions of the Medicines 
Act, 1968 shall apply. 
HEMOFiL is supplied as a complete package. 
Each package contains all the necessary 
equipment for administration of the 
concentrate plus a suitable volume of Sterile 
Water for Injection for reconstitution and a 
comprehensive direction sheet. 
HEMOFIL is available in the following sizes 
and activities: 
Vial Average Code 
Size Activity (I.U.) Number 
10 ml 250 • KO-060-209 
30 ml 750 KD-060-205 
30 ml 1050 KD-060-207 
i he minimum activity of the concentrate 
after reconstitution is 10 International Units 
per ml. The actual potency, as determined for 
each lot, is stated in International Units on 
the label of each vial. 
HEMOFIL Is not known to contain clotting 
factors other than AHF in sufficient quantity 
to be useful therapeutically. 
Other 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 eryoprecipitate preparations with relatively 
smaller amounts of fibrinogen and other 
protein, furnishing adequate AHF without 
excessively overloading the circulatory system. 
Sufficient amounts may be administered to 
overcome inhibitors, thus eliminating the need 
for bovine or porcine preparations. 
Because of predictable effect, therapy may be 
managed without repeated determination of 
AHF level when the patient is very young, 
when veins are poor or when laboratory 
service is not immediately available. 
For more detailed information on 
Antihaemophilic Factor (Human), HEMOFIL, 
Method Four refer to product direction sheet. 
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Great Britain Patent Nos. 1.178,958, 
1,372,51 5 and patent pending 

HYLANO DIVISION 
TRAVENOL LABORATORIES LTD.. 
Thetford, Norfolk, England 
April 1377 
OO-XO-00-040 



HEMOFIL" AHF Products 

For Use in Treatment of Acquired Factor Vill Inhibitors. 
The concentrate is not known to contain do t t ing  factors 
other than AHF in sufficient quantity to be useful thera­
peutically, The concentrate can be of significant value in 
patients {not true hemophiliacs) with acquired Factor 
Vllt inhibitors. For example, prompt clinical response 
was obtained with a similar preparation in a 54 year o ld 
female With renal hemorrhage.1 Prior to infusion, 1 ml  of 
her plasma neutralized 15 units of AHF, Alter intravenous 
drip infusion of 38,000 units of AHF in 90 minutes, circu­
lating inhibitors were overcome and hemosiasis was ob­
tained, A month later, her inhibitor level dropped from 
15 units to 4 units, and her partial thromboplastin time 
shortened from 140 seconds to  88 seconds, in such 
other uses, the dosage of the concentrate should be 
contro l led by frequent laboratory determinations of 
circulating AHF. 

Cautions 
Identification of the deficiency as one of Factor VIII is 
imperative before administration of this highly purified 
Antihemophilic Factor. No benefit may he expected from 
this product i n  treating other deficiencies. 
This concentrate is prepared from large pools of fresh 
human plasma. Such plasma may contain the causative 
agents of viral hepatitis. However, each unit of the 
plasma has been found to b® nonreactive for hepatitis 
8 surface antigen (HbsAgS by counterelectrophoresis or 
radioimmunoassay. The concentrate has not beet* sub­
jected to any treatment known to diminish the risk of 
transmission of hepatitis since such treatments greatly 
increase lire toss of AHF activity during preparation. The 
concentrate should, therefore, be used when its expected 
effect is needed in spite of the unknown hepatitis risk 
associated with its use. Special consideration should be 
given to the use oi th is concentrate In newborns and 
infants where a higher morbidity and mortality may be 
associated with hepatitis. 

No reactions have been reported similar to those de­
scribed in individuals receiving multiple transfusions of 
plasma.'"5 However, tiie physician should be prepared 
to treat such a reaction if it should occur. 
This preparation contains blood group isoagglutinins In 
amounts which are not clinically significant in the dos­
age needed to control hemar'hroses and other relatively 
slight bleeding episodes in the absence of inhibitors, 
However, when larger or frequently repeated doses are 
needed, as when inhibitors are present or when pre and 
post surgical care i s  involved, patients of blood groups 
A. B, and AB should be monitored for signs of intravas­
cular hemolysis and failing hematocrit values, The only 
reported case 4 showing this phenomenon is that of a 
young 140 pound adult surgical patient of blood group 
A who received 43.00D AHF units over 40 days without 
ill effects, then in the following 8 days received 57,000 
AHF units. During the latter 9 days, he exhibited progres­
sive hemolysis, failing hematocrit, positive Coombs test, 

and circulating anti-A agglutinin. His anemia was cor­
rected by the administration of compatible group O cells. 
The reported anti-A content o t  one tot of Antihemophilic 
Factor (Human) which he received is not typical of cur­
rent production. 
Since all solutions containing fibrinogen, as does HEMO­
FIL® AHF Factor, tend to cause the ground surfaces of 
glass syringes to stick, plastic (disposable) syringes are 
recommended whenever administration by syringe is 
desired. 
The administration set and any reconstituted concentrate 
not immediately injected should be discarded. 

Contraindications 
There are no known contraindications to the use of this 
concentrate. 
The free amino acid (glycine) content of the concentrate 
has been reduced to  less than 0.038 g per m l  o f  recon­
stituted product. It is theoretically possible that very in­
tensive therapy with this concentrate in a patient with 
severe liver or kidney damage could overload the "de­
toxification" mechanism, but no clinical o r  laboratory 
evidence of this has been seen. 

Reconstitution 
tt is recommended that the solution be administered 
within three hours after reconstitution. The reconstituted 
material should not be refrigerated as irreversible precip­
itation of active materia! may occur. 

Storage 
HEMOFIL Antihemophilic Factor (Human), Method Four. 
Dried, should be stored under ordinary refrigeration (2° 
to 8°C, 35° t o  4&»F). Freezing should b e  avoided as 
breakage of the diluent bottle might occur. 
NOTE: Directions for use are provided with each product. 
These directions should be read and understood before 
testing, Particular attention should be paid to all warnings 
and precautions. Should you have any questions, please 
contact your Hyland representative, 
1. Sfinnhous KM, $h«nbrom K, Webster WP, et &): A high potency 
giyet no-precipitated antihemophilic faclor concentrate: Uso m hemo­
philia ami hemophiits with Inhibitors. JAMA S0fi:SJ3, *>3G3 
2. Dameshck W, Nober J: Transfusion rcaciions to a plssiM con­
stituent of whole Wood, Btooci S l?9, I960 
3. Mendes <1& Icon OH. van dcr Hart Mr A severe ptasma reaction 
attet transfusions of tjlood and s&rum. vox Sang : i 1 9 5 5  
4. Hutchison %JL, Frcedman SO, Richards BA, et «i: Plasma volume 
expansion and reactions after infusion ot autologous ami non-auto-
iogotis ptasms in man. J Lob O'in Mod 56:734, t960 
5. Mofllson Pi., Blood Transfusion in Clinical Medicine, 3rd ed, 
Phiiadelphts, f. A, Oavis Company, 1963, p. 5<V1 
6. ffosati IA. Sames B, Overman HA. et at; Hemolytic cnemin due 
!o sntr-A in concent rated ariihomophHic factor preparations. Trans­
fusion 10:139, *9?0 
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i iyr  J r i s  Am>hewov>htUe iv-tor •• 

!i;r hanoj>hi!« A 

ANTIHEMOPHILIC FACTOR (HUMAN) 

SEC SECTIONS ENTITL£I> "JUDICATIONS" AND 
"WARNING" FOR DESCRIPTION OF HEPATITIS RISK 

DESCRIPTION Antihemophilic Factor (Human}, KoStc*, is a 
sialic, purified, dried concentrate of human Antihemophilic 
Factor (Factor ViH, AHF, AHG) mtcndyd for use m thcrapv of 
classical hemophilia (hemophilia A), KoStc is purified from the 
cold insoluble Traction of pooleil fresh frozen plasma bv modify 
erst ion and refinements of the- methods first described by H«r-
jhgold, Pool and Pappcohagefs.' Ko&te remains Factor VHI in 
concentrated arid in highly purified form being $oni* 40 to t?G 
times purified over vnofe plasma. Consequently Koate is a 
highly potem source of Factor VII1 activity. eosuainlng approx* 
im.ii.cly_ 23*30 times as much Factor VUl as at) equal volume of 
fresh piasma. Relatively Mnall volumes of Ko&lc arc needed to 
raise significantly the'circulatim; level of Factor VIH activity. 
For iixantplc. 500'clinical unjts of Factor VHi (equivalent lo HOu 
ml of fresh frozen plasma} can be administered in a volume of 
only 20 ml containing a total protein of about 0.5 gram. The 
final product when reconstituted as directed will contain \% 
Dextrose (anhydrous) US? and is hypertonic. 

Kcmooblfia'A is aa hereditary bleeding disease characterized 
by deTk-leru aciivitv of a. specific plasma protein dotting factor. 
Factor Vtii. The disease is (.ex linked being transmitted be 
females but occurring almost exclusively jrj males, In individuals 
so afflicted. the reduced ieve! of Factor V'llf activj w mav be suffi­
cient so that hemorrhage can occur sponumeoosly or after only 
minor trauma, Surgery on such persons, is not feasible without 
first comciing ihc clotting factor abnormality. 

The jnediesl management of hemophiliacs is bused on rê  
pU'cciricru (o (hts circulation of 'be blood elouint; factor which is 
deficient or inactive. Prior io the availability ol clotting factor 
concentrates, this; was accomplished by transfusions oT blood, 
fjvsh plasma or fresh frozen plasma. The effectiveness of these in-
(n$Jom< is limited by \bc force voiumes required to achieve and 
maintain hemostasia, The blood volume becomcs expanded be-
'̂••40 of protein overload; cercbral edema. pulmonary edema, 

cardiac embarrassment may vc-jutc.'-1 

.•cause of those limitations, much, effort has beer, expended 
by a number of investigators in separating aud con&e»u-atiy>8 
Factor VIU from plasma iu a form suitable for substitution 
tbciapy in hemophdia A patients, A number of concentrate prep­
arations. of varying degrees of purification have evolved and have 
been used with clinical success. Rouse is a highly purified potent 
concentrate which can be effectively used to increase the Factor 
VIU levels of patients to normal or near normal values withoui 
cSrcubitory overload. Antihemophilic Factor fHumank Koate 
offers rn»r;y advantages over whole blood- plMsnia. single unit 
ci voprecrpiiatc or less potetH concentrates. Among the most sig-
rdficmu tif ibese are: 1. Higher potency Factor ViJf (hart cryopre-
cipUmc or other available corw.entraie prcparastoos, Therefore, 
i\U»;qoH<« Factor VUl can be supplied v\5tK relsstivcly smaller 
anu -̂iats of fibt'incjgen and mbcr noit Facior VHI -.jroteins. This 
;s panictrlarly Iropovtnm uhi;n high clrctilatiny levels of Faeior 
VJiI roust be snaintained tor isrolongcd periods, or where inhibi­
tors must b(;ovcrcomc,2. Rack lot of KoŜc taassRved :i»d labeled 
fo" sfs Facsor VIH content. This r-errniis more precise estimation 
of tiviv and predicikm of elfccts. S. As a lyophSnwtl product. F?o 
lur VIU is stable Sn contrast to its mafke-d dccfty }« storw 
p3«vs;iia, 4, Kofttv reconstitutes rapidly and. easily and does si: 
wUSjowi excessive shaking and foam foVmaibn which can ioact:-
v«sv Factor VUL 5. Being of human origin ihcrc- is no danger yf 
species amigenicitv as occurs with cojwmrates from bovtnc- or 
porcine source. 6. The high Factor VIH potency in the reconsti­
tuted product allow intravenous infusion by cljrect syringe !«• 
jeesion or drip infusion without si^stifkatit reactions, This per-
inij.s oiFice and home, trvatnient. t. Koate is free of thrombin. 
thi%>mhop!s$!itt*Hke aciiviiy. depressor activitv. and contains 
an;M»ami"B blood group isoa^glutinins (see disciî sfot; wnder 
Pwatttlons). Is is frae of heparin and no hoparhJ need be added 
Uiorc its use. THIS PRODUCT IS PREPARED FROM HUMAN 
VEN'OUS PLASMA. EACH INDIVIDUAL UNIT OF P1,ASMA 
AND EACH LOT OF FINAL PRODUCT HAS BfcEX TESTED 2sV 
t h k  radioimmunoassay method akd found kox-
.— ACTIVE FOR HEPATITIS » SURFACE ANTIGEN'. 

xFORTULATELY. THIS TEST DOES NOT PRECLVDS THE 
. '̂SSNCP, OF HEPATITIS VIRUS- SHE WARNING. 
ACTION Aiuilicuiwpbibc Faci'X (Hyrnan) is a plasmsi proiei^ 
\vbu:h corrects ike coagulatioiv defect t/f pftiie^ts sviil> cmssical 
hcsnopltiliaOwMophili® A>. It is needed for the iranifonrKukm of 
proihvombii) u> ihrombin bv the intrinsic pathvvay. 
TNDSCATJONS Antiheniofjliilk Fseior (Human). Koftic, is indi-
ca;vd for the trcatmciM of classical KcmophOin (hcmophslia A), 
h> vvhich there is a dcmoiisiraicd deficiency of JicUvity of the 
plasma clotting factor, factor VIU. iCoate'provides a me2v»-*> 
of iemoorfldly replacing the aiissing clotting factor in order u< 
correct" or prevent bleeding eplxtdes o; In order io perform 
emergency and elective surgery osi hemophiliacs. 

Amrhwhcpiulic Factor {Human) is not effective »n the !>v*ai-
men: of von Willebrands difi-nje. 

WARNING Koftte* concentrate Is a purified dried fraction of 
pooled plasma obtained from many paid donors. The pres-

of hepatitis virus should be assumed and tkc ha?.nrd of 
;ulm'miste5'irig Koate concentrate .should be weighed against 
the medical eonscquence of withholding ii. particuhirly In 
pef5on» with feu- previous transfusions of blood and plasma 
products. 

Kasper and Kipnis' have concluded fhai those who had 
Jhtlc exposure to blood products had a high risk of develop-
mg hepatiii? after introduction of clouiiij; factor concen-
rra'tes, such as this produci. For those patj'onEs, especialfy 
those with wild hemophilia, they recommend siftglo donor 
jVroducJS, However, for patients with moderate or severe 
hemophilia who have received numerous infusions of blood 
artd plasma products, they feel that the risk of hepatitis is 
small. Tbev believe that (he clotting factor concentrate* 
have so greatly improved ?hc management of severe 
hemophilia that"these products should not be denied to ap-
proprtatc patients. 

PRECAUTIONS h AsttihejaophUk Factor (Human). Kofue*, is 
intended for treatment of bSecdmg disorders arising from a defi­
ciency in Factor V11J. This deficiency .should be proven prior to 
adm&isicring KoStc sincc no benefit may be expected irovn jts 
use In treating other causes of hemorrhage. 2, After rccoimftu-

e. One patient experi* 
igh beg»wi«j«: 20 rrtin-
nf. During subsequent 

tion, administer promptly {within ^ hours). Do nut refrigerate 
after rccoftsxiuukni. MOTE- The recommendation to administer 
promptly after reeonsxitution is intended to avoid the ill effect of 
any possible bacterial contamination occurring during reeon-
stftuiiurt. KoSte is fully stable, without potency loss for at least 
54 hours ot rewm temperature after rccoftstimtion. 5. Administer 
ojdy by the intravenous route. 4. A filter should be used prior to 
administering the reconstituted Kofite solution. Thif may be se-
complEshed using the enclosed sterile filter needle. See Recon­
stitution and Administration directions. 5. Koftte contains levels 
of blood group isoatiglutinins which are not clinically siginfican; 
when conuxjlltug relatively minor bleeding episodes- When large 
or frequently repeated doses are required in patterns of blood 
groups A. &, or AB. the possibility of vmravascular hemoly'sis 
should be considered- 6. Administration equipment and any re­
constituted KoftU'flot used should be discarded. 
AOVRSSE REACTIONS No severe adverse reactions -were im­
ported during the clinical trials of Koate. One 
cneed Uftnsient chest discomfort and cough f 
utes after infosion and fasting for one hour. I . . .. , 
infusions this patient had »o further reaciiuns, A sucond patient 
developed transient dizziness foliowing each of tight infusions, 
Mild allergic reactions may insult from the adromistration of 
AHF preparaiions. 

When large or frequently repeated doses are required in pa­
tients other than those of blood tvpe O. there Is a possibility of 
iniravflscular hemolysis. Should Ons condition occur leading to 
progressive anemia.*administration of serologically compatible 
iy»c O packed red Wood cells should be considered,* Also she 
acmmiis<rat!oD of type specific cryoprccipkMe has been recom­
mended for maintaining adequate Facior Vllt levels.® 
DOSAGE Each bottle of Amibesoophilic Factor (Human). 
KoSie-*. has the AHF act>vl?v in cllmcal units slated on the hibel 
of the bottle. One AHF unit £sdcfsnt-dtis the activity present in 1.0 
fid of Immau plasma poi>icd from a? least 10 donots and tested 
within three hours oi coSlecu'oa of the (fist unit represented In 
the pool. 

Dosage of Ko&tc required fornormalwng hcmostasls must be 
individualized according to (he needs of the patient. The dose Is 
dependent upon the weight of the paUeiM. the severity ol the de-
flcioRCv. the sevcritv of hemorrhage, the presence of inhibitors:, 
and on the Factor ViH level desired. Abifdceard et a)! have re­
ported from studies ip hemophilic children & linear dose-
response relation with an approximate yield of 2 percent rise in 
Factor VCJI activity for each unit of Factor VlJf per Kg of body 
weight transfused. Cljniea! experience with Koate h?Ts demon-
strafed sn osseutiaKy identical doses^sjxmse relationship,( The 
following generated <losc schc<kde ss suggested fm* v-arfous 
elintca! situations: i. Joint hctnorrhage.s. If aspiration is not ear­
ned out. 10 u n i t s / K g  |5l>dy «cig3u should be admini^ered ai 

to lAvcive liour intervals for a period of one or more d»vs 
depending on ,scvct N,V and pinieni response. The iattcr T;ta;- &•„* 
mcasitreo bv relief of oain, sv/cHiiig >vrsd restriction of join; 

_ movement, f2arly joint ofecds (associated wills /aild tvin and 

- . . . . .  p n o r  tr> asq»irat{oi\ \ -
similar dose given sS.v to eight hoars later and repeated as neces­
sary, Fully developed hemavthrosis also may bo treated with « 
single dose of 25 uoits/Kg aimed af achieving a Factor Vi l l  level 
of 50^.* 2. Moscle hemorrhages. A. Minor hemorrhages in the 
musdes of the extremities or trunk (noti-vUai areas). A dose of iy 
units/Kg should be administered every eight io twelve hours 
«ncH pain, and swelling are relieved- B. Massive hemorrhages in 
non-vtial areas. A dose of 10 uniuvKg shotdd be infused at cigh? 
to twelve hour intervals for iw> days or more, depending on re­
lief of pain, improvement in hematocrit if this ha« fallen, and 
relief of other symptoms depending on the area of hemorrhage, 
C. Hemorrhages near vital organs {neck, ihro&t, subperitoneal, 
cic.). A 20 unit/Kg dose \hovtld be adminisured initially, fo'-
lowed by 50 units/Kg every eight hours, for 48 hours. Then half 
she dose should be administered at. those time intervals for 
<uio;hcr 48 hours or more. 3. Oven bleeding. The ijmi&i dose 
slionld be20units/Kg followed by iOunius/Kg every eight hours 
for sise fim 2-1 hours, then every twelve hours for three to four 
days as nccessnrv. 4. Massive wounds. Kô ce* should be infused 
until ilic bleutltniiSlopfi.TlKJRa maintenance dose of 20 oi>t»s/K  ̂
should be administered every eight hours. Ixvels of Factor VIIf 
should be obtai&cd and eiviugh KoWc infused to maintain a 
minimum Factor VIU love) of 40^ in the patient. 5. Surgery,'--'-1* 
Factor VJil levels of at least 40% am required for surgery, For 
?wryery in the centra! iwrvous system even higher levels are rec­
ommended. Thirty to forty units/Kg body weight should be ad-
mini5.ferefj prior io surgery followed b̂ ' 20 units/Kg every ciylu 
hours after surgery. This should be done with laboratory control, 
and the dosage should be increased if the Factor VUl level falls 
below 30^ jus; prior to the next infusion. The postinfusion level 
should be approximately 60%. and it has been suagestcd^ha. the 
Factor VliHcvcl be raised to 30 to 40% of normal for at ieast ten 
days postopftr&iivety,̂  For each uni£ of smi-heniophdlc factor 
administered per Kjr of bodv weight, a 1*2- rise io Factor VII1 at' 
iivity has been observed.r Tlw follovving formulae can iherefom 
be used to calculate approximately the expected response from n 
given dose or the dost- required for a given effect: 

Expected Factor VIU increase fi» ^ of normal) = 
2J)X administered 

Fo'dy wcT l̂i! {in Kg) 
Units required ^ bydy weigln X dc?ircd Factor VO) tncroâ c 
Wt norma!) X 0.5 

It should be emphasized ijowevor. that all efforts should be 
made to follow the course of thctapy w?th T-'aetor VTII level as­
says. ft may be dangerous to assume any certain level haj been 
reached «nle?iS direct evidence is obtained. 6. Prophylaxis. Ex-
pedepce with Factor VIH in the prophylactic managtcmem of 
severe hemophilia A has been ^tibhshcdr>lvs Kasper e< «r* 
hove recommended a dosage of 2^0 units of Factor Vjlf per day 
iii the morning for t>?uicms weighing less than >0 Kg, and 500 
units of Factor VIH for heavier patients. If bleeding episodes still 
occur too lcccjut;mly. die dally dose is pnsDressiveiy Increased 
ttntil a satisfactory degree of protection is obtained. 

The clinical effec. of Factor VJ1I on the pattern is the most 
important dement In evaluating the effect Ivertcssol treatment. t j  
may lie ncce*sary to administer wore Koate1 than would be es­
timated in order'io attain satisfac.ioi v elinical results- If ihv Fac­
tor Vllt level fatis to atitun liuv expected, or if blccdiny is »ot 

controlled after adequate cak-ulated dosage, lite presence of ? 
tor VIII inhibitor should be suspected. j§y appropriate labc 
tory procedures the presence of inhibitor can be subs-ta: 
ateci and quantified thus allowing calculation of the amo«ru 
Factor VUl needed for its neutralization. When Inhibitor is pi 
enrt, the dosage requirement* for Factor VHl am cxts-emely v. 
able, and the dosage can be determined only by tb<? cliifi 
response. 
RECONSTlTUTtON AND ADMINISTRATION !. Warm 
ooencd diluent (Steri)e Water for fnjectlon, USPj ai>d 
tinemophiltc Factor (Human), Koftte, ?u room Jemperatutv, 1 
not hijBet" than J?'C {9P°F). 2. Remove the plaMic flip-top C! 
from both bottles to expose the central portions of the rubl 
stoppers and deanse each Supper with a unliable aiuisep 
immediniely before each piercing. Wc recommend the follow; 
procedure:'First swab the stopper with Iodine Tiociurc. L'SP 
lowed by a sterile arMisepiU: swab, 3. With a sterile needle; 9 

InjiN 
<ren?ly so a s  t o  avoid excessive foaming.  Do not b leed  ott; 
e i t he r  "before o r  a f t e r  reeonsstiiujfun. 4 ,  Wi thd raw n e e d b  f r  
t h e  concen t ra te  bo t t l e  s t o p p e r  a n d  g e w i y  agi ta te  t h e  bo t ik '  f r  
t i m e  t o  t ime unt i l  t h e  KoStc powde r  is  compleiely d isse ised .  
constJ«iKion usual ly  requires, less :ha t t  5 m i n u t e s .  5 .  After • 
concomra t c  powde r  is  completely dlssob'ed u i i h d r a w  t h e  Ko 
so lu t ion  j m o  t h e  s y r i n g e ihrou^y, the filler nwflV».• which 
supplied in  t h e  package.  Replace  i h o  f i l ter  needle  w i t h  a n  a p j  
p r i a t c  s te r i l e  snjuction n c e d k .  e .g. .  21 g a u g e  X I ir.ch. a»^d ins 
imravemmsly.  6-11 Jhe  s a m e  naticrit is t o  rccciv'c m o r e  t h a n  < 
b o t t l e  of Kosic  t h e  c o n t e n t s  ol i w q  bo t t l e s  ror>ybi> d r a w n  i n t o  
s a n w  syr inge t h r o u g h  f i l t e r  needles  b d o i v  a t t ach ing  the v 
needle,  Ad«fiiu>nal bo t t l e s  m a v  b e  d r a w n  i n t o  d ie  s a m e  &yr« 
t h r o u g h  f i l t e r  needles  suppl ied .  

S T O R A G E  Antihemophil ic  Fac tor  (HumruO. KoStc. should 
s to red  u n d e r  refr igerat ion <2® t o  S°C: 3 5 °  t o  46*F), Storage 
Kopbi l ized pywde r  a t  room t e m p e r a i u r e  ( u p  t o  25°C o r  7ic'Y) 
six m o n t h s ,  sucli a,«. In h o m e  i r c a t m m (  s i tua t ions ,  m a y  be  d< 
wUhout  loss of Factor  VIH activity. Freezing should  b e  avoidec 
b reakage  o f  the  di luent  bot t le  m i g h t  occur .  Recons t i tu ted  Ko 
should  no t  b e  re f r ige ra ted  a n d  should  b e  used u i t h i o  three  be. 
of  recous t i t tn ion .  

HOW  S U P P L H i l ?  A m i h e m o p h i l k  Factor  iH tmum) .  KoSte ;  
suppl ied  in single d o s e  bo t t l e s  w u i i  'Jte t o t a l  un i t s  of" Factor  N 
act ivi ty a n d  total g r a m s  of p ro je in  seated o n  :!te label  of e ;  
bottle, 'A s u i t a b l e  vo lume of S ter i le  Water for  lu je t t io f i ,  I.'SP. < 
a s te r i l e  f t h e r  needle Is provided.  

L I M I T E D  WARRANTY A t w m W  o f f a v i o r s  bt-yowd tasr com 
cou ld  reduce  the  efficacy  ui this- p t o d u e i  ov cv-:n 
effect  f o i b w i p g  its u s e . ' T h e i c  i m l u d e  s t o r a g e  a n d  hf'ndi*;>g 
t h e  produc t  a f t e r  it loaves <wr h a o d s .  <jia[;n<,'.sis dosage ,  
of ;«b«t tds t ra t l0P,  a n d  biologies: difference.* in  inrfhUjyiii 
t i cn i s .  Beeawsf o f - h i S c  iac tors .  ii b i m p w a u !  f h a i  ; k i±  p^af he stwed py</pc>a sa<i that the durciiw- h< jhlknvcd during use, 6ud ikiilihi' rtsk of W:sW:/.'rj;f> hapuiilh hj wtf wi:ighi.'<i before tht pratluci ii pnsc-slhan. 

Kff w « r i a m y  express  u r  implied,  i n d u d i n g  any 
trterchantabOiiv  o r  f i tness  i> m a d e .  Repres«n;a5iv<^ of i h e  i-
pai\v a r e  no t  a u i h o r U c d  t o  v a r y  t h e  icrnif. o r  theeoio.eiMyot 
p r i n t e d  labeilrsg inc lud ing  the  package  in.son, for i b i s  prod 
except  b y  p r in t ed  no t i c e  f rom i h e  Company** Berkeley, t a l i  
nia off icc .  Preser iber  a n d  u s e r  of  th i s  pr 'yUjc;  m o s t  accept 
t e r m s  hereof.  
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DATA SHEET 

NAME OF 
PRODUCT 

KOATE*—HT 

Dried Factor VIII Fraction Heat-treated 

P R E S E N T A T I O N  Koete - H i  is  a stable pu r i f i ed  dr ied  concentrate o» human  Factor 

VIH (Ant ihaemophi l i c  Factor) prepared f r o m  the  c o l d  inso lub le  

f ract ion o f  poo led  f resh-f rozen p lasma.  W h e n  reconst i tuted w i t h  

W a t e r  f o r  in jec t ion,  i t  contains 2 5 - 4 0  t imes  as much  Factor V t i !  

as  an  equal  v o l u m e  o f  f resh p lasms.  Koa te -HT has been heat -

t reated a t  S8°C  fo- 7 2 - 7 7  hours,  

Koat$~HT is a wh i te ,  steri le, lyophi l ised powder  presented i n  v ia ls  
con ta in ing  approx imate ly  2 5 0 ,  5 0 0 .  1 , 0 0 0  or 1 ,500  International 
Un i te  o f  Factor VIH. One Internat ional  Urn? (IU) is def ined by t h e  
use of the World HeeJfft Organisation Standard for Shod 
coagulat ion Factor VIM. human.  

A vial con ta in ing  a sui table vo lume o '  Ster i le W a t e r  f o r  In ject ion, 
a ster i le f i l t e r  needle a n d  a ster i le double-ended transfer needle 
are prov ided.  

USES For t h e  t rea tment  o f  classics! haemophi l ia  (haemophi l ia A )  in  
w h i c h  t he re  i s  a demonst ra ted def ic iency o f  act iv i ty o f  t he  p lasma 
c lo t t i ng  factor ,  Factor VIU. Koate—HI provides e means o f  t e m p ­
o r a r y  replac ing miss ing d o t t i n g  factor  m order  t o  correct o r  
prevent breeding episodes o r  i n  o rder  t o  faci l i tate emergency a n d  
elective surgery o n  haemophi l iacs.  Dr ied Factor ViH Fract ion is 
not  ef fect ive i n  t he  t reatment  o f  V o n  Wl i i eb rand 's  disease. 

Dosage 
Each v ia i  of Koate—HT has the  Factor V i l l  act ivi ty in  i U ' s  s ta ted 
an  t h e  SebeL 

T h e  fo l l ow ing  fo rmu lae  p rov ide  a g u i d e  f o r  dosage calculat ions;-

Expected f a c t o r  VIH increase ( in % o f  norma* ~ 

D O S A G S &  

A D M I N I S T R A T I O N  

1U admin is tered x 2.0 

body we igh t  ( in  kg) 

i t  shou ld  b e  emphasised,  however,  t h a i  a l l  e f for ts  shou ld  b e  m a d e  
t o  fo l l ow  the  course o f  therapy w i t h  Factor ViH tevef assay. I t  
may b e  dangerous t o  assume any  certain level h a s  been reached 
unless d i rect  evidence is obta ined,  

M i l d  t o  moderate  haemorrhages m a y  b e  t reated w i t h  suf f ic ient  
Koate—HT to  raise t h e  p lasma f a c t o r  VIU level lo 2 0 - 3 0 %  o f  
normal ,  i f  t h e  haemorrhage i s  modera te  o r  i f  m ino r  surgery is 
con templa ted ,  a level o f  3 0 - 6 0 %  of norma* shou ld  b e  achieved. 
Severe haemorrhage m a y  require levels o f  8 0 - 1 0 0 %  o f  normal i n  
o rder  t o  achieve haemostasia. S ing le  doses may  suf f ice fo r  
t reatment  o f  m i l d  haemorrhage,  b u t  m o r e  severe i l lness may 
requ i re  mu l t i p le  dai ly doses t o  achieve desired levels. 

I t  s h o u l d  b e  emphasised t h a t  t h e  above dosage recommendat ions 
are presented f o r  gu idance.  T h e  dosage  required f o r  normal is ing 
haemostasis mus t  b e  determined accord ing  t o  t h e  needs o f  t h e  
Ind iv idual  pat ient .  

PEN.012.0322 

C O N T R A  

I N D I C A T I O N S ,  

W A R N I N G S ,  E T C ,  

Thus,  factors t o  b e  considered inc lude  t h e  w e i g h t  o f  t h e  pat ient ,  
t h e  severi ty  of t h e  def ic iency,  t h e  severi ty o f  haemorrhage,  t h e  
presence o f  inh ib i to rs  a n d  t h e  Factor VIU level desired. A i l  e f fo r ts  
shou ld  b e  m a d e  t o  f o l l ow  t h e  course o f  therapy w i t h  Factor V i l l  
level assays. 

T h e  c l in ical  e f fec t  o f  Factor V i l l  o n  t h e  pat ient  is  t h e  mos t  

impor tan t  e lement  i n  evaluat ing t h e  effect iveness o f  t r e a t m e n t  

I t  m a y  b e  necessary t o  admin is ter  m o r e  Koate—HT t h a n  w o u f d  b e  

est imated i n  o rder  t o  a t ta in  sat isfactory c l in ical  results. I f  t h e  

Factor  VIU level fa i ls  t o  a t ta in  t h a t  expected,  o r  51 b leed ing  js not  

con t ro l led  af ter  adequate calculated dosage,  t h e  presence o f  

Factor VII I  inh ib i to r  shou ld  b e  suspected. I ts  presence shou ld  b e  

con f i rmed a n d  t h e  inh ib i tor  level quant i ta ted b y  appropr ia te  

laboratory procedure.  W h e n  a n  i nh ib i t o r  i s  present,  t h e  dosage 

requi rement  fo r  Factor VIU i s  extremely var iable a n d  t h e  dosage 

c a n  b e  de te rmined on l y  t h e  t h e  cl in ical  response. 

Reconstitution and Administration 
1. W a r m  t h e  unopened d i luen t  (Ster i le W a t e r  fo r  In ject ion USP) 

a n d  Factor VMI concentrate t o  room temperature b u t  no t  h igher  
t han  3?°C, S9°F, 

2. Remove t h e  plastic f l i p - t op  caps  f r o m  b o t h  bo t t l es  a n d  cleanse 
t h e  rubber s toppers  w i t h  a su i tab le  ant isept ic  immediate ly  
before each p ierc ing.  

3. Remove the  protect ive cover f r o m  o n e  end o f  t h e  doub le -

ended transfer needle. Insert  exposed needle i n to  s topper  o f  

d i luent  bot t le .  

4 .  Remove the  protect ive p last ic  f r o m  t h e  o ther  e n d  o f  t h e  needle. 
Invert t he  d i luen t  bo t t l e  a n d  insert  exposed needle in to  stopper 
o f  t h e  concentrate bot t le .  

5 .  T h e  vacuum w i l l  t ransfer  t h e  d i l uen t  i n to  t h e  concentrate 
bot t ie .  H o l d  t h e  concentrate bo t t l e  a t  an angle t o  t h e  d i iuent  
bo t t le  sn o rder  t o  d i rect  t h e  |e t  o f \ i i i u e n t  against t he  w a l l  o f  
the concentrate bo t t le .  A v o i d  excessive foaming.  D o  not  shake  
t h e  concentrate bo t t i e  at any t ime ,  I f  t h e  vacuum i s  not p r e s e n t  
t he  d i luent  w i l l  no t  f l o w  a n d  t h a t  bo t t l e  shou ld  not  b e  used. 

6. A f te r  removing t h e  d i luent  bo t t l e  a n d  needle, ve /y  gent ly  ro ta te  
t h e  Koate—HT bo t t l e  i n  o rder  t o  d issolve t h e  concentrate. 

7 .  A f te r  t he  concentrate i s  comple te ly  d issolved, w i t h d r a w  t h e  
Koate—HT so lu t i on  i n to  t h e  syr inge t h r o u g h  t h e  f i l t e r  needle 
w h i c h  is supp l ied  in  t h e  package. Replace t h e  f i l te r  needle 
w i t h  an  appropr ia te  ster i le in jec t ion needle, e.g., 2 1  gauge x 
1 inch ,  and inject intravenously. 

8 .  I f  t he  same pat ient  is  t o  receive m o r e  than  o n e  bo t t l e  o f  
K o a t e - H T  t h e  contents  o f  t w o  bot t les  may  b e  d r a w n  i n t o  t h e  
syr inge t h r o u g h  f i l te r  needles be fo re  a t tach ing the  in jec t ion 
needle. 

Contrafndications 
There  are n o  speci f ic  contra ind icat ions t o  t h e  use o f  Dr ied  Factor 
VIU Fraction. {Please read Uses sect ion  careful ly before use}. 



Precautions S 
I 

1. K o a t e - H T  i$ in tended f o r  t h e  t reatment  o f  b leeding d isorders \ 

ar is ing f r o m  3 def ic iency o f  Factor VHL  Th is  def ic iency shou ld  j 
b e  proven pr ior  t o  administer ing Koate—HT, since n o  benef i t  : j 
may  b e  expected f r o m  i ts  use i n  t reat ing o ther  causes o f  - f 
haemorrhage, | 

2- A f t e r  reconst i tut ion,  admin is ter  as  p romp t l y  as possible a n d  j 
w i t h i n  3 hours.  D o  not  refr igerate af ter  recons t i tu t ing  • j 
NOTE : K o a t e - K T  is fu l ly  s tab le  w i t h o u t  potency loss fo r  a t  - i 
least 2 4  hours  at r o o m  temperature af ter  reconst i tut ion. T h e  - " J 
recommendat ion  t o  admin is ter  p romp t l y  after reconst i tu t ion i s  .] 
in tended t o  avo id  t h e  SIS ef fect  o i  any possible bac tena l  con -  * I 
t smina t ion  occur r ing  du r i ng  reconst i tut ion,  Koate—HT. i n  t h e  } 
unopened via l ,  i s  steri le. ^ 

3. Admin is te r  on iy  b y  t h e  int ravenous route.  5 

4 .  A f i l ter  needle shou ld  a lways b e  used fo r  transfer t o  syr inge 
pr io r  to  administer ing.  

5 .  K o a t e - H T  contains levels o f  b l o o d  g roup  isoagglyt in ins w h i c h  
are no t  c l in ical ly  s ign i f icant  w h e n  cont ro l l ing  relatively m i n o r  
b leeding episodes. W h e n  large o r  f requent ly  repeated doses 
are required i n  pat ients o f  b l ood  g roups  A ,  B o r  AS.  t he  
poss ib i l i ty  o f  t h e  onset  o f  intravascular haemolysis shou ld  b e  
considered. 

5 .  Admin is t ra t ion  equ ipment  a n d  any reconst i tuted Koate^HT no t  
used shou ld  be discarded. 

Warnings 
1. Anerg ic  react ions inc lud ing chi l ls ,  fever and hypersensit ivi ty 

react ions, may result f r o m  t h e  admin is t ra t ion o f  Factor VIH 
preparat ions. 

2 .  W h e n  large o r  f requent ly  repeated doses are required m 
pat ients 0f b l ood  g roups  A ,  B o r  AS ,  there i s  a poss ib i l i ty  o f  
intravascular haemolysis. S h o u l d  t h i s  cond i t ion  occur  heading 
t o  progressive anaemia, admin is t ra t ion o f  serological ly c o m ­
pat ib le  t ype  0 packed red  b l ood  cel ls shou ld  b e  considered.  

A lso ,  t h e  admin is t ra t ion o f  t y p e  speci f ic cryoprecipi tate has  
been recommended fo r  ma in ta in ing  adequate Factor VUl levels. 

3 .  Massive doses o f  f ac to r  VUl preparat ions may result i n  hyper-
f ib ro  genaemia. 

4 .  Koate— HT concentrate is  a pur i f ied  d r ied  f ract ion o f  poo led  

p lasma obta ined f r o m  many  donors .  T h e  presence o f  hepat i t i s  

v i ruses shou ld  b e  assumed a n d  t h e  hazard o f  admin is ter ing 

Koate—HT shou ld  b e  w e i g h e d  aga ins t  t he  medical  consequence 

o f  w i t hho ld i ng  i t ,  par t icu lar ly  i n  persons w h o  have had f e w  

previous t ransfusions o f  b l o o d  o r  b lood  products,  

PHARMACEUTICAL Koate—HT shou ld  b e  s tored under  refr igerat ion {2 t o  8°C). Storage 
PRECAUTIONS o f  lyophi l ised powder  at room temperature (up  t o  25°CJ fo r  th ree 

months ,  such as i n  h o m e  t reatment  si tuat ions, may b e  carr ied o u t  
w i t h o u t  loss o f  Factor V i l l  act iv i ty.  Freezing shou ld  b s  avo ided 
as breakage o f  t he  d i lusnt  bot t te  m i g h t  occur.  

PEN.012.0323 

LEGAL P.O.M. 

CATEGORY 

PACKAGE Each pack contains:— 

QUANTITIES O n e  s'tngfe-dose v ia l  o f  Factor VM) Fraction con ta in ing  approx i ­
mate ly  2 5 0 ,  5 0 0 ,  1 .000  o r  1 , 500  SU's, one  v ia l  o f  t he  appro­
pr ia te  quant i ty  o f  Wa te r  fo r  In ject ion, 3 steri le f i l ter  needle a n d  
a ster i le double-ended t ransfer  needle, 

FURTHER A f t e r  in fus ion o f  Factor V i l l ,  there i s  an instantaneous rise i n  t he  
INFORMATION coagu 'ant  level, f o l l owed  b y  a n  in i t ia l  r ap i d  decrease in  activity, 

a n d  then  a subsequent m u c h  s lower rate o f  decrease sn act ivi ty. 
T h e  early rap id  phase m a y  represent t h e  t i m e  o f  equ i l ib r ium w i t h  
t h e  extravascufar compar tment ,  a n d  t h e  second o r  s l o w  phase o f  
t h e  surv ival  curve presumably  is  t he  result o f  degradat ion  a n d  
ref lects t h e  t rue  b io log ic  ha l f - l i fe  o f  t h e  in fused Factor VIH. 
S tud ies  w i t h  Koate—HT i n  haemophi l iacs have demonst ra ted an  
in i t ia l  5 0 ^  disappearance t i m e  o f  f i ve  hours,  and a b»ologic ha l f -
l i fe  o f  approx imate ly  13 hours.  There w e r e  no t  s ign i f icant  
d i f ferences between b leeding and non-b leed ing pat ients.  

Kcate—HT has  been  heated at 6 8 ° C  for  7 2 - 7 7  hours  a n d  there  
i s  n o  evidence o f  any  adverse ef fect  u p o n  the  propert ies o f  t he  
p roduc t .  T h e  heat  t reatment  s tep  has been in t roduced t o  reduce 
t h e  r isk o f  t ransmiss ion o f  in fect ious agents.  

S tud ies  have demonst ra ted  tha t  t h e  heat-treatrnent process used 
i n  t h e  product ion  o f  Koate—HT inactivates potent ia l  in fect ious 
viruses, i nc lud ing  a retrovirus, b u t  i t  has  not  ye t  been establ ished 
tha t  agents  o f  any  ma jo r  t ransrni t table disease w o u l d  b e  inact i ­
vated. 
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W *  .« RxeioHX 

Jf|^tSkv«ux.M,.,x! 1st W (or hemophilia U 

FACTOR I X  COMPLEX (HUMAN) 
(FACTORS H ,  VII, I X  AMD X )  
Konyne* 

SEE SECTIONS ENTITLED 'INDICATIONS" AND 
"WARNrW FOR DESCRIPTION OF HEPATITIS 

AND THROMBOSIS RISK, 
D E S C R I P T I O N  FACTOR IX COMPLEX {HUMAN) (FACTORS I f .  
VII .  SX rmd X }  K o t K s ^ "  fe;t s t a b l e  dr ied  p u r i f i e d  p W m a  f r a c t i o n  
c o m p i l i n g  coagu la t ion  f a c t o r s  II .  V l l ,  IX a n d  X ^ i i h  ci mto i tna l  
a n w n U  o f i o t a i  p r o t e i n .  It i s  i n t ended  f o r  wsv i n  {he t r e a t m c m  of 
congen i t a l  f a c t o r  IX def ic iency {hemophi l ia  B l ,  congeni ta !  f a c t o r  
V] i deficiency, congeni ta l  f a c t o r  X defick'tfey, a n d  in o t h e r  bleed­
i n g  d i s o r d e r s  r e s ' uh in r  f r o m  art & « p m e d  def ic iency o (  factor* 11. 
VIS. IX.  a n d  X. 

&:•:.'-if Coffinit}}! Sviiptlyns 
i f  Prothrombin 

Vif Proconver t in  
»X P l a s m a  T h r o m b o p l a s t i n  C o m p o n e n t  

PTC 
C h r n t m n s  Fac to r  

X S t u a r t  Fac tor  
K«ch b o t t l e  o f  KqMi le*  c u n c e i u r o t e  e o m a f o s  a p p r o x i m a t e l y  

fOO un i t f -o !  f a c t o r  IX .  a s  wel l  a s  a m o u n t s  oi" f a c t o r s  I i .  V U .  a n d  %.  
rough ly  p r o p o r t i o n a t e  t o  t h e i r  respect ive  level* 5r, a v e r a g e  f r e s h  
f»!;if'ma. 5 n e  uni t  yf f a c t o r  IX ( o r  I t .  VII o r  X )  i s  equ iva len t  t u  t h e  
<vciivH> f o u n d  in w w  m i  o f f s e t  n o r m a !  p l a s m a .  T h e r e f o r e .  a 5U0 
y n u  b<?t f ie  f,>!' K w ^ ' n e 1  c o n c e n t r a t e  «s s au iva i cn t  lo n{ least t w o  
paefcyres  of f r e s h  f rozen p la j -ma I F F P t  T>vc p r o d u c t  is s t an ­
d a r d i z e d  in t a  rns of f « e u u  f.X. 

T h e  -spcet fk  a c m i t v  is (H'ver less t h a n  0 . 7  u n i t  p e r  m g  p r o t e i n  
a n d  »s general ly  absm't 1-0 mitt  p e r  t » g  p r o t e i n .  svivich rwpicsem;.  
:» 60-fold concen t  r a i ion  in t e r m s  of pkt i rmt  p r o t e i n ,  T h u s  Ifl-Qt) 
u n i -  ' equ iva len t  t o  o n e  f k e r  o f  1-FP) csm h e  admin i s t e r ed  i n  a 
v«r o f  rjsiK' 4 0  m i  a m u l m o p .  only  y n e  g r a i n  o f  p r o t e i n .  

, v<k»* concentrate is free ol thrombin thrornbophtstin>Uke 
atfUvliV ami'coinplomvm wnvitv and depressor activity. Si tv 
lYee ofheparm. Anti-A and anti'S a«.yluumns aiv in thetange 
of !,-,U <>r f)cio%v; shi> « is»>$i(k*vc<.T n ciinicai[y insignfficant 
itfves and ilio product may bv safely usc4 Without typing 
urvA^m?4chStig. 

THIS ?R000CT 15 PREPARED FROM HUMAN VENOUS 
fl.ASMA, EACH lS,T>lVmVAl, VNJT 0V PLASMA HAS 
»EK^ I*OUM> NON-REACTIVE !:OR HK?ATJTIS B SUR­
FACE ANTIGEN USING THE RADIO? MMUXOAgSAY 
METHOD. 

t: N I'ORTli N AT Ii LY. THJS TEST l>OUS NOT PRECLUDE TMK 
rfti-SlSNCS OP HEPATITIS VIRUS. SEE WARN IN<;. 
ACTJaN5S ( R o l e  o f  F a c t o r s  ! U  V I I .  i X  n»r i  X )  AH f « « r  fucior-; 
a;v;;% HtncsUod \r. ;f»v liwr ami a»v vHsmux K dcptiidw.. (f-acivi" 
V b ?.!<<!.> p;whic<'i{ ii> thv Hvci-. Ijm is vjtftmin K Ui.-p!.s-xk'rn.> 
Cyrisu';;:ial {iel'icluntivj. yf of ihc four <!<> otiav- hi die 
obseVu'c of Y\w: disease, caclt i'vsuUis in a SicmorrTuî ic vwc*i>-
în:s. doOcî -ncy of ("new 11 Ipn.uhrombin) is l-,\-

It̂ r̂ v'iy rAiv. Ac<ruivi.'d ^vfictwcic? af 3! u» ihc <j?hcr hand ait1 

com:«<;n ;w\$f « i v  a lwovi  a s soc ia ted  i v n h  dcCktefttfiOs <.>! 
VU. ?X. ft«<j X ?.s vvdi. ,  

Severe  con.(ier>i^l d c t V k i ' . o '  y f  f a c i o r  \ ' I I  U ,-ils^ r a r e ,  rtbout j in  
400.1)00l but dcik*k"»icy is iiuxt common. A Stfvoiv o.cfi-
c k w  of VII  c^usch ;t n rx i lo t i^d  o!>c-s?ace p i o t h m n i b i o  t i ino ,  
b u t  :1k1 Rrtticn". e x h i b i t s  h n o r m a l  Z o n i n g  xI«no nrui rtoi m;?! P I T  
iinc r a t  

F s c l o r X  I 'cscmi))^  u«ct;>J V H  i «  ni:my r e s p e c t s .  B o t h  ^h<?w a 
(iifttij/.;- iosi t lancc v f t v u ^ n i t s l  dvfWwncv. 1hh}> a r c  esscntii i l  i o  a 
rtonnaJ (ji>o- ??a;a~ prwiufisiiuiri  time-, <!,i>U b u i h  a re  hsu i»  l iver 

» n d  i«  v i t a m i n  K de f j e i en t  scutes,  i lw&wcr .  ?hc c i o i t i n g  
j i m o  vf b lood in f a c o r  X is w r v  pro jongct l .  m conu'Asi  
t o  i h c  c l o n i n g  i i ; n c  o i  l?b;>u vk'/n i^vc iti  V i h  As m a n y  people  a s  i 
in ?!)!.> ni?.y W Uc!c!Vi7.ygoi:S for ilu- t k l i t . i nx 1  y e n e s  a s s y c i m e d  
vvuh M I  o i  X ( j c l k k o c y  ii;><i t lwjvbv  2?v tnikMy i t f f t ' t f t 'd .  He io ro -
KVg-ĉcs., cspv'c"ir4«y iVr̂ nles. as.iy meed e^ccssivdy «; iiiii^-j of 
s i  .U is 'jsnpoi i a n t  !o  r cm^nfec ! '  shnt n w s t  of thv  iniiiiTnaiivn 
cm p?ibJisJid<J }>ris>i" <w 1956 i'ciatcs n o t  l o  V}j a s  such ,  b- i t  t c  
tho  >:roj>crJtcs ivf Vl l  pivis X-

'fl;t: ivcoyoiuoR a»ui c l i ? ra fuu1zs ik i : s  - j '  f.-*c(oi i X  i n  1^52 ol-
kisvcd ?!iu u i s c i ' w i u a t w i  b c i ^ c n  bt-ioopliilia A a m i  bemo[>mU;i 
J3;' ! '  J-ot Jl\o iia$sk' r,iQ<k'J'n trcmiSc vn Skwcphî «s, ihv 
rv'-iii-.-r i< wfi-ri-ed wj Bjgfiy and MaofiirJiino.-1' 

The liicidcncc «!' severe congenital doiiticnc) of facior 5X 
<hc:»op1«i'li.i IV? i's in t»( i, hi 100-000. •*»;>£< the of ;* 
part;w ckfickntv with b^cdiog laulcncii-'S is mttdt higluT. IS û \-
possible to iiHlVr<n;i;«ic bifnvccn hu'mophtfJH A ami hvmophiU/t 

cunfcal gwunvij: aiwie. thva1 h a large prapor î̂ n 
of iwifd c«jcs of hvjiio|>ljiHa R which c^siiy escape avoaniiion. 

W h a n  ;Ik- losir  f a c t o r s  a r c  c t m s ^ o i v d  t o g e t h e r ,  t'netor X 
-.he key rot«? in t h e  c i o t t i o ^  m e l a n i s m .  I n  tlsy i t i i r i n n c  c b i l t i ' i j  
sys tem,  f a c t o r  IX H c s scn f i a l  f o r  aciivatiivg f.ivtur V'UI whicl i ,  in  
t u r n ,  act ivsK-i  fac :ov  X. f o  i b e e x i r i o s k  c l o t t i n g  sys tem,  f a v i o r  X 
{y a c t i v a t e d  iUrcc^v bv fHc<or VJf a » 4  t i s sue  t h m m b o p l a s t t n -  Ac-
i i m c d  f a c t o r  X c a o s c s  t h e  explosive coove/.slon of f;au>r II 
iprothrojn'oin  ̂ to ns nctlvatcc forr.i frfinHnbtnt, 
I N D I C A T I O N S  In ijeiter.i!. t h e  .xlmimMrat iots  of FACTOR IX 
C O M P L E X  IHUMAN? (FACTORS U.  V'fJ. I X  a w l  X>-Kwi5t5eJ i s  
(fttlie;ue<l vsiicoevcr o n e  o r  won*  of ' .W spLX-jfic <onj|uiiHioii fac­
t o r s  i L  VII, IX .  X m u s t  lie- ckv^ucd  Mi o r d e r  t o  c u r r u n  o r  prevent  \ 
GAfsgcrous bic<idinp cpiswde ot in  o r d ;  r ; o  p e r f o r m  su rpe ry ,  S 
D«mt>05Crati>d f a c t o r  i X  ( M i d c n c y  i o  c k i i d ^ c n  o r  s>ci»«hs 
(hetv.ophiiis C h r i s u n a s  DUe«se)  w i th  r a i l  o r  in^pending bleed­
ing i-pi.sodcs. Spof t t i t neou i  h!cc4i;'ig i«ny b e  Jn io  jo in t s ,  o r  « o f t  
tissuis-.  Tik' breeding m « v  zho b e  d u e  t o  s m w w .  ?„ Qctvtan-
suzimI f . ictor II, V'fT o r  X dcficicj i ty,  in Hvc s a m e  smiMior ts  i»$ 
a b o ^ e .  3.  OrtEy yoUer  l i fe  tbrt'fttcrifrtg ci i 'cufostancep,  Kon^j ie*  
eon corn r a t e  i s ' i n u l c a ^ d  i n  the  t r e a t m e n t  of" i i i f ams  u i t h  s i a m f i -
c a m  he t t to r rb«cc  d u e  so Hcmt»nha« ic  Disease  o /  <he X e w o o r / i  
wit l i  proven deucict tcy of f ^e to r s  11. VH.  fX  a n d  X, A. A)m». o o l y  
o m k n i s f e  threatcrt if tf tclrcwnii tanctts .  K i n a s e 6 c o m r e m r a u *  i s  i:\di* 
cn ie t l  in t h e  t r e a t m e n t  o f  c h i l d i e n  o r  a d u h s  u l t i t  ; i c<}ufw!  
hepittisr insoff le iency vvi;b n rosvu  def tek ' twy of {^ctois I I .  V O .  
IX .  X w h o  a r e  cUbcr bleeoittg » r  aa* hc i«g  c<;}isi<icfc<i for s u e .  
?.ieid nvu-rvfintioti. (Sve Pfeeuoclor.s ,)  

CAUTION;  BECAUSE O F  T H E  HEPATITIS  R I S K .  T H E  USH 
O F  K O N V X E '  C ON' C Jl X T  RAT {-, I N  UVF.R  DISEASE M<;ST B E  

C O K S f D C R E O  ONLY I N  C A S E S  W H E R E  T H E  E X P E C T E D  
B E N E F I C I A L  EFFECTS FAR O U T W E I G H  Tlit POTl-KTIAL 
HAZARD O P S l i P E R I M P O S I N O  A V l f t A l  H E f A T J T f S  O H  AX 
ALREADY DAMAGED L I V E R .  F U R T H E R M O R E .  DUK T O  T H E  
HEPATITIS  R I S K .  T H E  INDISCRIMINATE U S E  O F  KONYN'E '  
A S  A PRECAUTIONARY THERAPEUTIC P R O O i D U f c B  f N  FA-
T m X T S  iNOT HAV1XC T H E  f P E V I O U S L Y  D I S C U S S E D  SPE­
CIFIC INDICATIONS I S  HOT R E C O M M E N D E D .  

K a s p e r  a m i  K,touts- b a v e  coruTu<fe<i t h a i  iliosc ^ I t o  b a d  lkti<; 
e x p o s u r e  t «  bfooti prochtots  h a d  « h i g h  r i sk  o f  d e v d o p s n y  h e p a t i s  
i»ftt?r imrodt ic t toR o f  c lo t t ing  f a c t o r  concent  ra tes ,  f h e y  t v  com­
m e n d  f o r  ihuxe piUii'fKs. especial ly tSvosv w i i b  mUd  h t w o p b t H n .  
j i f l f J e  d o n o r  p m d u c i i .  H o v e v e r .  f o r  p a t i e n t s  w i t h  s e v e r e  
I t emopbf i i a  w h o  h ju 'e  received nuti^crmis t 'ofusioos o f  Wood ft(W 
Alssnv.i p r o d u c t s ,  they  tee! thftt t h e  r i sk  of hepa t i t i s  i$ sma l l .  They 
beileve t h a t  she e b t i ? « g  f a c t o r  e o n c e n t r j u e s  h a w  s o  gree t iv  i m ­
p r o v e d  t h e  m . m n g e m e n t  uf j e v e r c  hcinophiHu < b a t  t h e s e  p r o d u c t s  
s h o u l d  n o t  b o  den ied  t »  ?ippmm-j;tU' pa t ients .  

K o t e :  F o r  fmb l f ca t i ous  a;» t h e  ch»«c«1 JJSC of K<*oVnes c < w e » -
i r a t e ,  t h e  r e n d e r  is r e f e r r e d  i<"> r c k i t H i c e y : '  n-Ni  

C O N T R A I N J > J C A T X 0 N S  D a  oot  »jsc i n  e a s e s  o f  kw?\v« l ive r  dis­
e a s e  vvhete t b e t v  is s n y  s u s p k i o o  yf iut t 'avftseular  coagubf to r t  ot 
ObrinoJy^ 

W A R D I N G  H e p a t i t i s  Koi ivi ie 1  c t^ieetHrate  i s  a p t u i f t e d  
d r i e d  f r a e U o n  of pooled  p l a s m a  o b t a i n e d  frosn m a n y  puHl 
d o n o r s .  T h e  p r c s c n c e o f  h e p ^ t f t j s  v i a f s  s h o u l d  h e  o s b t t m c d  
a n d  t h e  h a z a r d  o f  a d m l n i s t s r m g  K < ' n j n c *  c o n t c m r A t c  
s h o u l d  b e  w-elghcd a g a i n s t  t h e  m e d i c a l  cox>sequc»ce o f  
w i t h h o U U « g  »t, n n r H c u I a r l y  i n  p e r s o n a  w h h  f e w  p r e v i o u s  
t r a n s f u s i o n s  o f  b l o o d  n n d  p i a s m a  p r o d u c t s .  
T h r o m b o s i s  C a s e s  oi'  p a u c r ' . s  dcveiDpins- p i ? « o p e i « ? h v  
tliUMtibosis a f t e r  t r e a t m e n t  w i t h  Fac tor  IX eot»p!c.v eonet'j'i-
t r a i e s  h»vc  beer, d e s c r i b e d .  A l t h o u g h  t h i o n t b o s i s  i s  a v.eU-
k : W R  r i sk  of pos tope ra t ive  p c r k x i  ii  wii^ h m n d  to b e  b i s h e r  
i n  tixesc -paUeiHs,'' ,\<j o t h e r  d a t a  is p resen t iv  sjvailable. L n t i i  
f u r t h e r  m r w y s  a n d  m o r e  conclusive n u d * e s  a r c  avaifubio,  
KonCsie' ' voHee^sra te  b not advised for  pat i<s«s w K k r ^ o i o g  
e j ec t ive  Sitigcry. \t«ks>s t h e  e.spectcd bciwfiviai  e f f e c t s  of St* 
u s e  oiHH-eigh i h e  inea-;ise<l >i<k of t h e  possibi l i ty  of t h r o m ­
b o s i s .  Thrs  'especia l ly  app l ies  t o  t h o s e  w h o  m a y  b e  p red i s ­
p o s e d  t o  fhrombosi*' .  i n  eir.crgeftev e a s e s  a tul  w h e r e  l a rge  
4)oav)!iues o f  Kiwt -ne '  e o o e e m r a t e  a r e  needed ,  however,  u s e  
o f  «;ne '>f she  e.fi/iblir.hed p r y p h y i a c t i e  wuic t iag^Lin t  r e g i '  
m e n s  m a v  b e  c o n s i d e r e d .  

S i n c e  ihvrv  is ihfs  d e f i n i t e  r i s k o f  iKPatitff ' .  we sugges t  t h a t  - b e  
p h y s i c i a n  g ive  eo»i ider ; i i )on  ?« expla in ing us t h e  jKUion; f » r  t h e  
pa t r enxs  family> ;hv  ?v)alive risks uf giving wi thhnWiny t h i s  
p w J w e t .  Thet i .  shou ld  t h e  p a t k n i  d e u J o p  hepa t i t i s  a s  a reftil* of 
i h e  injecti<«>. is us! )  n o t  cojise ?. s u r p r i s e ,  a m !  ?hen* is m n  
ne.\rly ( h e  !ikcHU««d <yf resen tmet t t ,  v j i i c i i  wi l l  airnost  .^urcJy fol-
!«n\'i»*n : iod infc'etitm. 

P R E C A U T I O N S  k P a t i e n t s  w h o  rece ive  Konvnc*1  c o n c c n t r a i e  
p f t s t ' opo r t t t I vu ly  o r  svhh  kn!>%«•'n l ive r  d i s e a s e  s h o u l d  hfi I<«pt 
u n d e r  d o s e  o b s e r v a t i o n  f o r  s i g n s  f ind syn ip tc?n«  o f  

reeoosxjuu:ot» .  adnunSs te r  p r .  
S t e r i l e  WtUcr f m  fn ie i i t ion .  U S P  4 ,  Adm\t»i.ster only  b y  t h e  ir.uv.-
v e n o w j  (xntic, 0<> m>( r e c o n s t i t u t e  t tnd ythninift ter  in u eon-
cen t r su ion  g r e a t e r  t h a n  50  p e r  m l .  6 .  T h e  sy r inge  \>r adsv.ijv 
w r a t t w n  s e t ,  a n d  a n y  r econs t i tu t ed  K o i ^ ' n e 4  c o n c e n t r a t e  n o t  
imDH'diateiy u s e d ,  s h o u l d  b e  d iscarded .  

N'otet T h e  ^ c o m m e n d a t i o n  t o  ,-».dmini$ier pivntpU1- a f t e r  iveon-
yUmttwi isv iftveaded l o  avoid the tl? effect of imv bacterial  cyn-
tamioatkwi  occu r r i ng  d u r i n g  tvccjustitutivn. FACTOR IX COM-
PLKX (HUMAN) OHACTORS II. V](. JX a m i  X> K o r ^ n e '  i< stabk-
f o r  a t  lea i t  12 hours  a t  rc<jm t e m p e i s n u e  a f t e r  reconsth'ntion. 

A D V E R S E  R E A C T I O N S  In <mv,' pa t ien t? ,  t h e  rapid adi-ninis-
t r j suon  of KonViic1  convefUnt te  car* <a«yo.  o n  r ; u v  o w a y l o n s ,  
tr:!H<.ient fever .  chHIs.  h c a d a c h e .  fltisnirij:, o r  tlngiiust. 

D O S A O E  K^eh bot l !e  <>f Kvriyno* c o n r e n t r a t c  h«i>; t h e  F<u;un I X  
a c u v i i y  j n  c l u t k a l  un i t ?  e l a t ed  y n  ; h e  lx>tilc label .  O n e  un i i  h e i n ^  
def ines t  a s  t h e  ac t iv i ty  pcesent  in i m l  of a v e r a g e  m i r n u i  i've«n 
p l a s m * .  T h e  po lenev  is ;id}«Me.d in t e r m s  v C f a c t o r  iX s ince  it h f ^  
b e e n  t h a t  ; h e  «vthec fecsors ( ! l .  VH. X) a r e  p resen t  
i n  apnroNimate ly  t h e  s a m e  a m o u n t ,  

T n e  a m o u n t  of Kosif-'nc1 concciUratv r e ^ u i i v d  for m>rmaiivins  
h e m g s t a s i s  wil l  d e p e n d  o n  ihe  )K'.'k';Y( o n  t h e  cSi-*onih\an're5, 
a n d  i t  is p r e i e m b f o  b y  (vtr t o  fcav^ t h e  a p p r o p r i a t e  cosniulatioji 
assa>s  p c t f o n u e d  p r i o r  i o  Jre«u:ne!i; a n d  at  su i t ab le  in te rva l*  
dtiiinii sreaimviH. 

S w i i e  gu ide l ines  c a n  b e s u y g ^ s t e d  a s  t h e  r e s u l ;  o t ' d i n k a S  e s p e -
r ief tce  t o  d a t e  tvitb K o n ^ n e '  eo iKvnt ra fe .  

I. In f34Wr iX deficiciU tttitients. w h e t h e r  bleeding o r  n n n -
b leed ing ,  adminis t ra i fo?)  of 5 uttf<s p e r  K g  of b o d y  v-ciylN wil l  
c a u s e  art a v e r a s e  ir.-eivv inercaNe of 3 ^  ( r a n g e  15 k/^-.^.CS^ -1  

w l w n  m e a s u r e d  H mi in j t e s  a f t e r  adn'^nlMtratfon. 2, I n  f a c t o r  VH 

f n t n u t e i  a f t e r  a d  fit i m i t r a l  ioti. .>. I n  fftcun- VII a n d  f a c t o r  ' X  def i  
c icu t  p a t i e n t s  u n a e r g o i m t  e.-s;teor.ivt' sus'atcai o r  de iua l  j»rocc-
dui'vS/ t h e  levels v f  f a c t o r  Vl,l W ^ i c j o j  IX s h o u l d  b e  nmsnt.Mned 
abn-ve 20^f o f  nnrn ta i .  An m i u n i  Im-£. dose ,  f e s o l i i n y  h i  a level of 
AP}>i'oximal<ilv snakes  it eas ie r  t o  nusi tn^iu heittMstaik' 
levels l a t e r  ,<nwMcr a n d  iev.er d o s e s .  A vri t tc ;d pe r iod  
rsbout 5 d«y,s pos t  .surgery, a n d  f u l l  proteetioiT ̂ b'.Mfki h e  p r o v i d e r  
f o r  a b o u t  £d«y< ,  F a c h  ̂ o:ie.-u prc.-ents .'i spec ia l  p ruWem.av 'd  m> 
spctifk d>reeHi*»s e^n «c ,i;iwii. 
P R O P H Y L A X I S  T h e  ideal  i.iv;u:nvat for  proven c o n g e r d t ^  <lelt-
ek-ney of t h e  pr<xo<tg>,itarns \ i o n \ d  b e  p rophy lac t i c  adnUni« i ' iv  
( i o n .  In a Ktudy i»f ;h"ec  a d o l t s  vekh e l in ical ly  severe f a t  f o r  IX d e ­
ficiency. a pri ipbylaet ie  s e h e d u k  500 u n k s  ).V. every week h a s  
b e e n  ef fec t ive  i n  o r even t ine  stnmtaneou.s bleeding ep i sodes .  A 
p r o p h y i a c i i e  s c h e i k d e o f  50f>-!,w0 uni t s  ever> ; u o  weeks  waf- i n -
s t i m c f e n :  i o  pveven! vili <,pfrtnai«i>!.{!i blcedintc «pisode£ btH d i d  
g r e a t l y  !c!»K'n choir .severity a n d  Kept i h e  p a t k a o  ux-y of bos-
j>3tu!iiation. Atklitior-al Kori5"neA eo!)cc,:?ran.' fiwiuld b e  jiivcii 
w h e n  a p a t i e n t  o n  prophylaxis- i s  s-s-pywd t o  t r a u m a .  O n e  m u s i  
a t t u n e  t h a t  w ich  p a t i e h i  s tsould tve ad.iu.'.icd \ o  hl> p t i i p e r  
psopisy iae i ic  d o s e .  

A t t e m p t *  a t  p r o p h y l a c t i c  m a i n i c n a n c c  o l  t i vo  a d u l t s  w i t h  se­
vere f a c t o r  VII def ic iency w e r e  n o t  s o  w e e e ^ k ? ! .  a schedMle of 
5,500 unis<» 1.V. every  o,cck vras insuff ic ient  t o  prevent  al l  spo i l t a .  
n e o u s  b l eed ing  ep isodes  a l t h o u g h  t h e  p a t k n t s  were  f r ee  of h<i«' 
pital iKation d n r i n u  t h e  $ - r » o n t b  s t u d y  p e r i o d .  However, M u r d e r  
«t ;d S h u  I m a n 4  ach ieved  s u c c e s s f u l  p r o p h y i a c u c  nvaimci tance  of 
ot\e p iu icn t ,  o s f n g  A d i f f e r en t  F a c t o r  VU' c o n c e n t r a t e "  a d w i n m -
t e r e a  hi a s m a l l e r  d o s e  bo?  given t^vicc a %vccl>. 

Prophyk»ct tc  ma i r t t c i i anee  o f  pa t i en t s  vrkb severe  f a c t o r  H o r  
f u c t w  X* d c f k i f u c y  w o u l d  a p p e a r  ideal b e c a u s e  of t h e  long  post-
in fus ion  haiMifs,- o f  Factors  i l  a n d  X-  However,  t h e  inc tdenee  i s  sp 
uncsunnion t h a t  s t u d i e s  of p rophy lax i s  tiftvi: no« been m a d e .  

O V E R D O S A G E  CAUTION; D o  not  overdose .  F a c t o r  X h a s  a lo»g  
poM-ioft is ion half- l ife,  R c p e a i e d  a d n j i n t s t r a t i o n s  gcncmlK- result, 
i »  successivclv l a r g e r  i nc reases  in blood levels, ' p a H i c u W h  of 
[ac to rs  iX ant )  X ,  W i t h o u t  c a r e f u l  m o n i t u n n i t  of t h e  pat ient ' s  
h'veis of U .  f.X. m d  X,  *jnik\ 'c$sardy h % h  levels c;tn o c c u r ,  t h e  
tt-«tlt of w?\k:h m a y  inetvasv t h e  r i sk  of in t ravascular  cu^sdr is ion .  

R E C O N S T I T U T I O N  A N D  A D M I N I S T R A T I O N  1. Reeon-
s t n u i i o n  wi l l  b v  m o r e  r a p i d  if t h e  di luent  b o u l c  is u ^ r m c d  t o  
r o o m  t e m p e r a t u r e .  D o  n o t  w a r t u  ahci^c *i0a C .  0 0 4 "  FT. 2.  Ftcmove 
t h e  p las t i c  fiip-toi> c a p s  f r o m  t h e  c o u e e n l r i u e  a n d  t h e  d i l uen t  
bottles, co e x p o s e  t h e  c e n t r a l  p o r t i o n s  of i h e  r u b b e r  s>!oppcis J .  
C l eanse  .Ktop|?c?.< gc ro t i e tda i  sohuk" ! -  T h e  Konyae* concen-
i r a t e  b o t t k  i i  not, sca led  u n d e r  v a c u u m .  ReeonsUto t ion  w i t h  2i) 
ni l  o f  t h e  a c c o m p a n y i n g  dUucnt  i s  rceommetsded ,  a l t h o u g h  re> 
ci>nstitnulon w i t h  n o  i c s s  t h a n  10 m l  c a n  b e  e f f e c t e d  i i  d e s i r e d ,  i .  
With  a s t e r i l e  needle  a n d  syr inge ,  w i t h d r a w  2 0  m i  of diiuertt  a n d  
t r a n j l e r  t o  t h e  bo!t ie  o f  fvophih*ed  K « n t f l c =  c o n c c n t r a i e .  Add 
t h e  waver  gen t ly  s o  a s  t o  iivind excessive f o a m i n g .  D o  o o t  b leed  
o u t  n i r  e i t h e r  before  o r  a f t e r  reeon,si imiion- 5. Gen t lv  a g i t a t e  t h e  
b u t t l e  f r o i o  t i m e  to  t i m e  u n t i l  t h e  powder  k dissolved,  Rccosvm}-
tutiott  u s u a l l y  r e q u i r e s  t w o  m i n u t e s  o r  less .  6 .  A f t e r  t h e  con­
c e n t r a t e  pow<ter is comple te ly  dissf^ved w i t h d r a w  t h e  KotKnc 
so lu t i on  i n t o  t h o  .vvriii^e through thv fiho f r  w h i c h  is 
suppl ie t l  m t h e  p a c k a g e .  

S T O R A G E  FACTOR IX COMPLEX <HUMAN> (FACTORS U, VU 
IX a n d  X)  — KonYnc5  s h o u l d  b e  s t o r ed  u n d e r  r e f r ige ra t ion  U *  w 
$-s C . :  ,?5° i o  4 6 s  F5. Freezing s h o u l d  h e  avo ided  a s  b r e a k a g e  of 
t h e  d i l uen t  b o t t l e  migh t  occu r .  

KwKiie'* cwnceim'a te  m a y  b e  Moved for  a p e r i o d  of u p  i o  o n e  
m o n t h  a t  t c m p e r a t u n s  tv>! t o  excccd  3 ? "  C f I <i«ririy, < r a w l .  

H O W  S U P P L I E D  KonJ-ne1  conecnrr f t ie  s«ppltc<j tnst«3?ie fltjse 
b o t t l e s  w i t b  rhe  t o t a l  Uni ts  o f  f i tc tor  IX ac t iv i ty  s t a i r d  (?n t h e  
l abe l  o f  e a c h  b o i t k \  A s u i t a b l e  v o h m w  o l  S t e r i l e  Water  for lajc-o 
t ion ,  USP, a n d  a s t e r i l e  f i l t e r  t teedic a r e  p rov ided ,  

U M I X E D  W A R R A N T Y  A m i o i b c r o f  iactyr.s beyond y t n  coTt?ro5 
eot'W red t iee  t h e  e f f i c a c y  «>f t h i s  ptTxiuct o r  even  : v$uk  mi aa ill  
e f fec i  iollowirtK i t s  u s e .  T h e s e  i nehu jc  s t o r a g e  a n d  IsandHi-'K uf 
t h e  p r o d u c t  a f t e r  n ifavieKour h a n d s .  « j : t d ^ n C ' ; .  ;;i--(>)f>d 
o f  admin i s i r a t iDo .  a n d  b io i t ^ i ca l  differences- in intHvid'.iai pa-
f i c n t f ,  B e c a u s e  of ?h«j.e I ' aclorf .  ii is rmj iorusm ?,hts p r w i u c i  
b e  Morsd proper iy '  to»d t h a t  t h e  d i rec t ions  b e  fo'lo.ecd eaivkd!*-
d u r i n g  »y.'. a n d  t h a i  ! h e  ri?k af ti'ao^mU^ii'L: hepai^!^. in* c«<c. 
f u i f v  ueicrited before  t h e  p r o d u c t  i s  i x e s r n b u o .  

N o  w a r r a n t y  e x p r e s s  i?r imoi icd .  i a c iud ing  «r,;- s \ n r n : o f -  of 
merchaiUiibili ' ty o r  fisncs-s n iadc .  Rci>tesciHat:'.c-, of she C u m  
party a r e  rtot '.n'ulvorizeti u» v a r y  (he- tersns  o r  t h e  vtmients* of de.: 
prtVitcd labeimf,.. iiicfudtug the package >•»*,'!'!, (.;•;• this puKb<-.-; 
except  b y  p r i n t e d  w n i e e  froni  t h e  Company ' s  fkv ' ^ fvy ,  Cnfifor-
n.ra Off ice .  F r c s e r i b e r  a n d  u s e r  of t h i s  pri>e.uci m o s t  ; u v c p t  fh<-
t e r m s  hereof .  

R E F E R E N C E S  
k .-Xg^eler P M .  W h i t e  S C .  Clendcnf t ig  MB,  e ;  as: Piasimt !i;rom. 

bop la s i i n  c o m p o n e n t  iPTC) deficiency! A t v w  dss taxe  r^s-em 
b i ing  h e m o p h i l i a . Pmc 5 o r  Exp ftivi .X/e</ V9:6?3-69J.  1952 

j J .Whi ' t c  S O .  A g j i e k r  P M .  C i e n d v n t n g  M B :  Phiscntt t h r o m -
h o p b s t i n  c o m p o n e n t  (PTC). A h i t h e r t o  u n r e c o g n i s e d  i>lood 
eoagu l s t t i on .  f a c t o r  "• c a w  remvv! o l  PTC def ic iency.  M o w i  
$:10|.i:-J. 1953. 

J .  R .  Douglas  AS.  Macf r i f f aue  HC, e t  a h  <. bris-tmas disca.u' 
A c o n d i t i o n  previous! ' ,  u m i n k e u  t o r  h f temophi l i a .  & r  \ U ' J  J 
2;T.̂ 7S-t3S2.1952. 

4. S o u l i e r  JP, I ^ r r i e u  M.k  Dif lc tvot ia i  ion of h e m o p h i l i a  i n t o  t w o  
'.troupe; a s i u d v  o f  t h i r t c - t l u v c  cases .  {;>>>; .< Ucrt .V)9:>I7 
1>3,1 ' )53.  ' . 

5 .  flkiys R ,  .MacfrirUfie k G  Jcils): Trea tment  a !  hrtemopMHu a n d  
y ; n e r  coaKul.uio,-! dtsordet''!». Philadelphia^ Davis. M 6 .  

(•, K a i p e r  C K .  Ktpn l s  SA; H e p a t i ' b  a n d  c lou i i i ^ - f ac to r  concert-
: rases ,  Sii ' .siO. J972. 

'/, J-kvoj; MS. iohnsc r t i  ? f \  Rob inson  A J . e i  TVeatmeo- o l  inriao-
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name of product: KRYOBUL!N™ 
Dried Human Antihaemophilic Fraction B.P. 

presentation; Dried Human Antihaemophilic Fraction is a white 
to yelfowish amorphous powder or friable solid 
without any characteristic odour. 
It is prepared from the piasma of donors whose 
transaminase levels are constantly checked and 
whose donations are shown by R.i.A. to be free from 
HBS Ag, Pooled plasma and the finai product are also 
tested for freedom from H8 Ag. 
It is packed in vials each containing approximately 
250,500 or 1000 International Units of Factor VIII. 
Separate vials of solvent are also provided, these 
being Water for injections B.P. 
1 Internationa! Unit is the amount of Factor VIH 
activity contained in 12.745 mg of the 2nd 
International Standard for Blood Coagulation 
Factor V i l l  Human. It is approximately equivalent 
to the Factor VIU activity in 1 ml. of average normal 
plasma. 

uses: Kryobulin corrects Factor Vi l l  deficiency, and is 
used in the treatment of bleeding due to such 
deficiency in: 

Haemophilia A 
von Willebrand's disease 
Haemophilia complicated by Factor VIII 

inhibitors 

dosage and 
administration*. Frequent tests of the patient's plasma level of 

Factor Vl i i  must be made to allow correction of 
the deficiency by Kryobulin administration, bet 
for guidance an estimation of the required dosage 
can be mads by the following calculation: 
To achieve an increase of Factor VH! concentration 
of 1% it is necessary to administer 1 i.u, of 
Kryobulin per kg. bodyweight, both for adults and 
children. 
Initial treatment requires doses to be given at 
shorter intervals than in maintenance therapy, to 
provide an initial high level of activity and to 
replenish the extravascular compartment. 
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Bleeding from skin, nose and oral mucous membrane: 
Initial dose should be 10 i.u./kg. at intervals of 6 to 
12 hours. 

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

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

Heavy bleeding into muscles: 
immediate treatment is required to prevent ; 
permanent deformity and loss of" function, and ! 
initial immobilisation of the affected area is 
important. An initial dose of 15 to 20 i.u./kg. { 
should be given, the maintenance dose to ba 10 j 
i.u./kg. at intervals of 6 hours from the first to the j 

.second day, and at intervals of 12 hours from the 
third to the fifth day. 

Haematuria: j 
The initial dose should be 15 to 20 i.u./kg., and | 
the maintenance dose 10 i.u./kg, at intervals of } 
12 hours. 

Major surgery on haemophilia patients: 
The initial dose should be at least 25 to 50 i,u./kg„ j 
and the maintenance dose 20 to 40 i.u./kg. at j 
intervals of 4 hours from the first to the -fourth day, j 
of 8 hours from the fifth to the eight day, and of j 
12 hours until all wounds are heaisd. ' j  
The effect of treatment must be checked daily. • j 
Factor Vi i l  activity should not be allowed to fall - i 
below 50% of the normal 100% average value. It is j 
important that treatment be continued until all . i 
wounds have healed completely, as the risk of t 
haemorrhage persists till then. 
In addition to monitoring Factor VIS! activity, tests 
for the development of Factor Vi l l  inhibitors should 
also be made. 

Dental extractions: 
The required dosage depends on the number and type 
of teeth to be extracted, and on the severity of the 
haemophilia. If one or two te'eth are to be extracted 
from a patient with severe haemophilia, an initial i 

1 
J 

i 



dose of 10 to 20 i.u./kg. should be given. 
Maintenance treatment with this dosage at intervals 
of 6 hours from the first to the third cSay, and 8 
hours from the fourth to the eighth day after 
extraction, should be given, If more than two teeth 
are to be extracted from patients with severe 
haemophilia a minimum initial (Joss of 20 to 30 
i.u./kg, should be given, and a maintenance dose ol 
10 to 20 i.u./kg, at intervals of 6 hours from the 
first io the third day, and of 8 hours for twelve 
mors days. The plasma concentration of Factor VI I! 
should not be allowed to fail below 10% of the 
norma! 100% average value. 

Factor VUl assays should be used to monitor the 
effectiveness of treatment, as partial thromboplastin 
time gives a 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. 

comra indications. 
warnings, etc.: Although the danger of volume overload is small 

with Kryobulin, during major surgery monitoring 
of the patient's central venous pressure and blood 
pressure, and serial chest X-rays, may be advisable. 
In disseminated intravascular coagulation associated 
with low Factor VIII levels Heparin should be 
given to  irstenupt imrawascutef 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 
AH forms of allergic reaction from mild and 
transient urticaria to severe anaphylactic shock 
are possible when human piasma derivatives are 
administered, if such reactions occur, treatment 
with Kryobuiin must be interrupted at once. 
Allergic reactions should be controlled with 
antihistamines and corticosteroids and routine 
treatment given for anaphylactic shock. 
Monitoring of pulse rate and blood pressure is 
essential. If the pulse rate increases and/or blood 
pressure falls transfusion of 5% Dextrose should 
be started. 

2 .  Hepatitis 
Despite the precautions taken "m the selection 
and testing of donors and donations, the risk of 
transmitting hepatitis cannot be entirely exciudeti. 
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pharmaceutical 
precautions: 

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

Kryobulin must be stored between 2° and 6°G, and 
protected from light. It then has a shelf-life of two 
years. When stored between +20°C and + 30°C it has 
3 life of six months. 

legal category: 

package quantity: 

further 
information: 

product licence 
number, name 
and address: 

date o f  
preparation: 

P.O.M. 

Kryobulin Home Treatment Pack 
Each pack contains: 
1 rubber capped vial containing 250 or 500 i.u, 
Oried Human Antihaemophilic Fraction 8P 
1 rubber capped vial containing Water for Injections BP 
This pack also contains a syringe l/V needles, 
winged adaptor needle and filter needle. 

Kryobuiin Hospital Pack 
Each pack contains: 
1 rubber capped vial containing 1,000 i.u. Dried Human 
Antihaemophilic Fraction BP 
1 rubber capped vial containing Water for Injections BP 
The pack also contains a filter needle. 
All three presentations of Kryobulin are available in 
red packs where the product is obtained from 
European plasma and blue packs where the product 
is obtained from American plasma. 

Kryobulin is especially suitable for Home Treatment 
Packs contain all requirements and can be stored 
in a domestic refrigerator for two years and for up 
to six months at room temperatures not exceeding 30°G. 

Product  Licence Number :  
0215/0003 

Product Licence Holder*. 
Immuno Limited, 
Arctic House, Rye Lane, Dunton Green, 
Nr. Sevenoaks, Kent TNI4 5HB 
Tel. No: Sevenoaks {0732} 50342 & 58101 
Telex No: 95413 

February 1979 

Kryobuiin is a registered trade-mark-



PROTHROMPLEX 
Partial Prothrombin Complex i Human) 

D A T A  S H E E T  

name of product: 

presentation 

uses 

PROTHROMPLEX M Partial Prothrombin Complex 
(Human). Prothromplex contains coagulation 
Factors i 1,1X & X and is indicated for the treatment 
of Factor IX deficiency {Haemophilia B! 

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

It is prepared from the plasma of suitable human 
donors" whose transaminase levels are constantly 
checked and whose donations are shown by RiA to be 
free from HS Ag. Pooled plasma and the final product 
are also tested by RIA for freedom from HBsAg. 
Prothromplex is also tested to discount the likelihood 
of causing disseminated intravascular coagulation. 

Treatment of cases of Factor IX deficiency 
'Haemophilia 8) 

! and 
administration 

By administering an appropriate dose of Prothromplex, 
i t  is possible to achieve a prompt and sufficient rise of 
Factor IX in the patient's piasma. 

The effectiveness of treatment can be checked by 
simple laboratory tests. The activity of Factor IX is 
assayed through determination of the Partial 
Thromboplastin Time (PTT), however the most 
reliable results are obtained by quantitative 
activity assays of Factor iX. 

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

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

*Sustable human donors as described in the British 
Pharmacopoeia Addendum 1978 under Dried 
Antihaemophilic Fraction. 
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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 IX 
deficiency is given in the guide below. 

Dosage guide for the treatment of severe and 
semi-severe cases of Factor IX deficiency: 
Formula for the calculation of the necessary quantity 
of Factor iX: 
One unit of Factor IX/kg body weight = 1% 'increase 

of Factor IX in the patient's plasma. 

r>< u n t A  i . Maintenance dose 
C L I N I C A L  Therapeutically Initial dose in at intervals of  $ t o  

wanted minimum units Factor IX 12 i24) hours in . 
Mani festat ion Factor I X  (evoi per kg bodyweight units Factor IX per 

kg bociywetgM 

surface bleedings of 
the skin and mucosae 

superficial or deep 
haematoma 

haemarthoses 5 -10% 15U 7 - 15 U 

slight bleedings 
following injuries 

uncomplicated dentai 
extractions 

severe muscle 
haematoma 

moderate bleedings 
following injuries 

gastric and intestinal 
haemorrhages 

bone fractures 15-30% 20-30U 1S-30U 

cerebral bleedings 

haematuria 
complicated dental 
extractions 

minor surgery 

major surgery more than 50% 75 U 50 - 75 U 



i t  is suggested that a high initial dosage be chosen to  
ensure a rapid and sufficient increase of factor IX 
thus achieving a reliable cessation of bleeding. Hers, 
as well as with the subsequent maintenance therapy 
the initial short half-life of the coagulation factors 
has to be considered. Depending on the in-vivo 
half-life of Factor iX, which is approx, 12-30 hours, 
a successful result will be achieved by repeated 
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 iX activity. 
Treatment should be maintained up to the resorption 
of the tissue haemorrhage or until the wounds have 
heated completely, thus ensuring a complication-
free post-operative course. The special advantage of 
Prothromplex lies in the fact that by application of 
small volumes of fluid and a slight amount of 
protein a high concentration of circulating coagulation 
Factor IX is achieved. The danger of volume or 
protein overloading of the patient is avoided even 
with the administration of high dosage. 

contra-tndications, 
warnings, etc, : With patients suffering from disseminated intravascular 

coagulation, (DIGS, Prothromplex should not be given 
unless consumption of the coagulation factors has 
been previously interrupted by Heparin. 

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

1) Allergic reactions: 
AM forms of allergic reactions from mild and 
temporary urticaria! 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 glucocorticoids and routine 
shock-treatment given for anaphylactic shock. 
Careful and frequent recording of puis® rate and 
blood pressure is essential. If the pulse rats 
increases and/or the blood pressure falls a 
transfusion of 5% Dextrose should be started. 

2) Despite the precautions taken in the checking of 
donors, donations and the final product, the 
transmission of hepatitis cannot be entirely 
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excluded following the administration of 
coagulation factors. 

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

pharmaceutical 
precautions 

legal category 

i quantity 

further 
information 

product licence 
number, name 
and address 

Prothromplex has a shelf life of one and a half years 
when stored between +2 0 G and +6 C, 
protected from light, 

P . O . M .  

IX and X in each 200 units or 500 units of Factors i 
container. 

1 rubber-capped viai containing lyophilised 
Prothrompiex. 
1 rubber-capped vial containing 10 ml Water 
for Injections 8.P. 
1 10 ml disposable syringe. 
3 disposable needies. 

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

Product Licence Number: 
0215/006 

007 

date of 
preparation : May 1979 

Product Licence Holder: 
' Immuno Limited, 

Arctic House, Rye Lane, Dunton Green, 
Nr. Sevenoaks, Kent TN14 5H8 
Tel. No: Sevenoaks (0732) 58101 & 50342 
Telex No. 95413 

Prothromplex is a trade mark 


