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Introduction 

During my evidence to the Inquiry on 29th August 2007, I 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 1 a) in which the warnings are highlighted 

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

1. SNBTS Documents 

(a) Product Licence Applications (extracts) 

Extracts from the initial product licence applications submitted by SNBTS for 

coagulation factor concentrates are attached. These extracts demonstrate that 

warnings concerning hepatitis were included in licence applications that were 

submitted to the Medicines Control Agency. The following documentation is 

attached: 

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

SNBTS Factor IX concentrate, unheated: PLA of 30t'' October 1978. 

(b) SNBTS Product leaflets 

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

Factor VIII 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 VIII concentrate, unheated 

Factor VIII 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) 
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2. Commercial Company Product Data Sheets (miscellaneous) 

Copies of product information leaflets provided with a number of commercial 

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

used in UK for comparative purposes. 

Copies of the following leaflets are attached: 

(a) Alpha Therapeutic 

Factor VIII concentrate, unheated (Profilate) — USA leaflet (1979) 

Factor VIII concentrate, (Profilate heat-treated) — UK data sheet (1986) 

(b) Baxter (Hyland/Travenol) 

Factor VIII concentrate, unheated (Hemofil) — UK data sheet (1977) 

Factor VIII concentrate, unheated (Hemofil) — USA leaflet (1975). 

(c) Cutter (Miles/Bayer) 

Factor VIII concentrate, unheated (Koate) — USA leaflet (1978) 

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

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

(d) Immuno Ltd 

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

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

Provided by SNBTS 
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PL 201 
It•DICIY6S ACT 196A a,A 1471 - APPLICATION roe plmnt1ur LIo! s Pa;e I 

i.1 . hose of product Human Antihaemophilic Factor: Factor VIII (Lyophilised) 

1 .2. Pull am* sad ssdxvas Of 

proposed lis000a bolder1 Committee of Management 

Scottish Health Service 

Common Services Agency 

Trinity Park House 

South Trinity Road 

EDINBURGH 

EH 5 3PY 

1 .3. trading style to b. show. w Scottish National Blood Transfusion Service 

liooaov if different from aboroe Protein Fractionation Centre 

21 Ellen's Glen Road 

EDINBURGH 

EH17 7QT 

1 .4. Rote of proposed Itaeene holdorl 

(i) as person r.s sills for soupssitiou of pre4sat wardaoturo8 La UK. 
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1.6. Applicants om refer ae: PLA 004/77 

1 .7. Details of earlier applioatieasi None 

1.8. to oovor MftlC7memt supply d U. prodwet assrafantured bate ":'o draut at the lioeaoes TT8 

1.9. scioatifis llrideaoal (i Chemistry —4 P.arrsof PgoS 
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I. All Pb. dtasdard Prerisisae applicable to prodoet boons.. nmder rvgalatiaao for the tiara being is foroo 
radar Booties 47 of Tfo Modiolaoa Act 1968. 

2. Tha predict Mall not be r oa®oadod to be rood for am parpoao otter thsa those specified is the Product 
Partioulare as Wes. sod shall be sold or sappliod to a000rdanoo sit► the Sald Psvdoot Partioalars vaoopt 

I ts so tar as say from tine to tins be approved by lbo llooaaia[ authority. 

7. The spooitiootion of the oemetitu♦ste sad of to. fialahod pxvduot stall bo 1n s000rdasoo with Pb. 
iatormatios ocataiosd in or fcra,iaaad is ann&atioa with the applioatioa. 
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y
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r 4 201 qtr. 2 

rroSa.1 PI'tieslare 

2.1 Pan. or tre"Ott Human Antihaemophilic Factor: Factor VIII 
(Lyophilised) 

2.2 rharwao.itia.l torwr 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. 
2.3 Active dwtitv.rrtar Human blood coagulation factor VIII as 

expressed in international units from the extant 

British standard for factor VIII activity. The product, 
should dissolve at room temperature to produce a clear 

or slightly opalescent solution in 15 minutes when 
treated as described in the British Pharmacopoeia (1973) 

page 65. 
2.4 as.., 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. 

2.5 R.ac~aad.d des. 
am doses. soh.dolsr There is no recommendation for dosage 
beyond that required to achieve adequate haemostasis in 
the patient as judged by clinical manifestation or by 
laboratory assessment. 

2.6 Contra-ledleatioaa, 
Preo.ntioaa am rarnipra, 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 w. 'bin three 

hours of preparation of solution. Prods::.. may carry 
the risk of transmitting serum hepatitis, 

2,7 Meths .f r.tai1 sale 
or sspp1Tr The product is distributed free of charge 
to the Haemophilia Treatment Centres through the agency 
of Regional Transfusion Centres. 

2.8 Raaufaoi.rer .f 
doss`. form, Scottish National Blood Transfusion Service, 

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

APy11oant. »l'.mj. 

Applieants air:wtare.. 

P',r lioeneirg autbortty ,,a, 

4 

"xa y 4 j~~ ~~ . 
a 4 

~ ,. ~,. .. " , " 
. .yam,  ", -•:.?f. '~~ a~ _~-, n.:~r ~,s ~~,n.:x-:-- .. - 

P RS E0003793_0006 



LIT.001.4494 

I 
APPENDIX II 

I 
PROPOSED PACKAGE LEAFLET INSERT 

P RS E0003793_0007 



LIT.001.4495 

N 
HUMAN ANTIHAEMOPHILIC FACTOR - FACTOR VIII CONCENTRATE (LYOPHILISED) 

Description 

This preparation, which is rich in coagulation factor VIII is recovered from 

frozen indated human plasma by the Scottish National Blood Transfusion Service 

at the Protein Fractionation Centre, Edinburgh. The method of preparation is 

based on extraction from 1' 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 haemagglutination or 

radioimmunoassay and the preparation has also been examined by more searching 

techniques applied in at least two laboratories external to the laboratory of 
manufacture. Nevertheless none of these tests are of sufficient sensitivity to 

eliminate the possibility of transmitting hepatitis. Methods for examination of 

the product continue to be developed but the risk of transmission cannot be 

disregarded. 

Factor VIII concentrate contains natural blood group antibodies derived from 

the plasma of origin. The amounts present are not significant except in 

circumstances where very large volumes are being administered over a long period 

(as in major surgery). In such circumstances patients of the blood groups 

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

Storage 

Factor VIII concentrate should be stored in the dark at temperatures below 5°C. 

Maintenance of potency is best achieved at temperatures below --35°C but at 
least 90% of the stated potency should be recoverable after 12 months storage 

at temperatures between 2 and 5°C. It should not be stored for prolonged 

periods in the range of -+l to -1°C and the accompanying vial of water for 

reconstitution cannot be stored safely below 0°C. 

Resolution from the Dry State 

If the material has been stored below freezing point it should be allowed to 
remain at room temperature for at least 15 minutes before resolution is commenced. 

The volume of water stated on the label, which is calculated to provide a solution 
approximately isotonic with human plasma, should be added by aspiration from the 

accompanying vial and addition to the dry powder using a syringe and employing 

strict aseptic techniques. The addition of water should be a gentle process. The 

bottle containing the mixing solution should be rolled gently on a flat surface 

using the palm of the hand so that at least three complete revolutions occur. It 

should then be allowed to stand without further agitation. 

After approximately five minutes the solution should be seen to have become 

slightly opalescent but with no solid material visible. If a clot or gel 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 

3m1/minute. A slower rate is to be recommended for the first administration 

of a series. The administration should be by intravenous injection or infusion 
using plastics or siliconised glass equipment. A catheter or butterfly needle 

may be used for injection. Continuous infusion over long periods is to be 

avoided and the product should not have addition made to it nor should it, be 

added to other infusion fluids. 

The actual volume of solution required for any administration depends on the 

haemophiliac status of the individual patient and the purpose of treatment. 

As a general guide it can be stated that, in a patient without active haemorrhage, 

an infusion of 1 international unit per kilogramme body weight will produce an 

average increase of about 2 IU/100 ml of plasma. Presence of abnormally low 

response in absence of blood loss from the circulation may indicate the presence 

in the patient of an antibody specific to factor VIII. Treatment will require 
to be repeated at varying intervals to maintain the required concentration 

of factor VIII activity in the plasma. Intervals between administrations are 

usually 4, 8, 12 or 24 hours as appropriate. 

Side Effects 

Complications in the use of factor VIII concentrate are rare. Apart from the 

general complications of hepatitis and intravascular haemolysis (see above) 

some patients may occasionally experience slight irritation at the site of 

injection. A transitory headache or nausea following the administration of 

factor VIII concentrate has also been reported and for individual patients 

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

References 

1. Newman, J., Johnson, A.J., Karpatkin, M.H. and Pusz.kin (1971) British Journal 

of Haematology 21; 1-20. 

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

Scottish National Blood Transfusion Service 

Protein Fractionation Centre 

21 Ellen's Glen Road 

EDINBURGH 

EH17 7QT 
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MA 201 
iMIOIm hof t?dl roi 1971 - VILIIMYIa Pff PsN*" LI00M P01p t 

1.1 maps of Pr.Mct Human Factor II Concentrate (DE.F.IX) 

1 .2. Pall arise usd alLrosoe •t 
p.P•.od promo. b34-e Committee of Management 

Scottish Realth Service 

Coaimn Services Agency 

Trinity Park Souse 

South Trinity Road 

EDINBURGH 

EH5 3PY 

1 .3, lwdws style to b. on Scottish National Blood Transfusion Service 
lioeoo. if ditty.®% from .le►.r Protein Fractionation Centre 

21 E11en's Glen Road 

EDINBURGH 

EH17 7QT 

1.d, Aypu.aato Asia refermm.m Met PLA 008/78 

¶.V. so$MIe of earlier appli.stisrae None 

1.$. P0 Mal sale amd wPfly of tb. p04$ apmsf••tarsd bmfer. ws gra•t of tl3 1Ls.ao.i i>pAM 
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(Lim) altalal trials Pq.. 
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_______
PartiMLra• sa P00 2 rotes std in ss•.rdsa.e with qa •ttrr artloelsn art 4 /Ye said 

IL seos to N hr • Period of fire 1•Q'• mad .bi.mt 40 *a fsllewiog tawioieme - 

I. h11 ttr stdars Prwi.i •PPliadl• to p.d•et 11. . r r•galatl.ma for the tlas being is fee.. 
sado:'Nader 47 of 4!s NNi.imsr Lot 1 . 

2. the part sma11 met be 110  I. tie sa.d for .w prpim• •t40T them tSoe. specified in tho vVeas.l 
Parlisalaos .. Demo., amd email N mold or aiPPliM is sesoadauo. rich the weld Prtaot Partiwelarm es.$ 
is so for as aq free tie,. to time M appeww d by the ussamdjg antaoAty. 

9. TU.pssifisatiom of the aamsrtitusats mod it tbs fiaided p.duet shall be is saoords.. ri1 the 
lafsematism .ost~taod in or feu+ided Ls oemrootios With tip applloatios. 

4. dfee p+dot to to be waaf.. a4 0311 is aoesadmwo vith lb. sstbodo wt wAt is tfle agylts.tiem or 
fobaisb® L. o®.•tire with it. 

3. !ia neabwr of tho limes.. call appsr ea oil esa®a1EOr. or _ _ _ j° chid_the_pool.!_ to po s4md 
so wpu i irssrts or utu t r. .

GRO-C 

/' " G

rJ elm t tl  ! 
~.~t~iuid 

a 
~ rr 

PRSE0003793_0010 



LIT.001.4498 

42O1 grre 2 

I Per 11es a au*ertty a" 

2.1 It" K Troleati Human Factor IX Concentrate (DE. F. IX) 

2.2 sisal fast, The product is a dry powder or white 
triable solid dispensed as a single dome unit for 

intravenous injection after resolution using "water for 
injection", and is in a form suitable for administration 
to human beings. 

2.] se*v. a tiseessa, Human blood coagulation factors II, IX 

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

2.S ObM, The material is intended for the repair of 
deficiencies of the coagulation factor IX as 
encountered in persons having the condition known as 

Haemophilia B. It is intended for administration by 
the intravenous route. It is also used on physician 
judgement for repair of other acquired deficiencies of 
factor IX. 

2.S a I M$1 N.e 
ee9 aseei/e a ti.arl.I There is no recommendation for dosage 
beyond that required to achieve adequate haemostasis in 
the patient as judged by clinical manifestation or by 
laboratory assessment. 

2.6 C.stae`iati..tiaee, 
►r,..a/iw see vasaiasa, Warnings include storage below 5o C, 

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

27 r o 1f Llow1ng use of products of this type. 

w aep1y, The product is distributed free of charge to 
haemophilia Treatment Centres through the agency of 
Regional Transfusion Centres. 

2.0 saredarAree K 
dead fee®, Scottish National Blood Transfusion Service 

Protein Fractionation Centre 

21 Ellen's Glen Road 

EDINBURGH 
EH17 7QT 

Aprli.aste refewsmto_ kt91 .1.a.._aw._asra_.1.)._._._f3.Of1/_.78 
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APPENDIX III 

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

Description

This preparation, which is rich in coagulation factors II, IX and X is recovered 

from frozen indated human plasma by the Scottish National Blood Transfusion Service 

at the Protein Fractionation Centre, Edinburgh. The method of preparation is based 

on extraction by absorption from plasma volumes requiring up to 720 donations of 

plasma'. 

All plasma used for preparation of factor IX concentrate is derived from blood 

collected from volunteer donors and has been screened for the presence of the HB 

surface antigen using reverse passive haemagglutination or radioimmunoassay and the 

preparation has also been examined by more searching techniques applied in at least 

two laboratories external to the laboratory of manufacture. Nevertheless none of 
these tests are of sufficient sensitivity to eliminate the possibility of 

transmitting hepatitis. Methods for examination of the product continue to be 
developed but the risk of transmission cannot be disregarded. 

Storage 

Factor IX concentrate should be stored in the dark at temperatures below 50 C. 

Maintenance of potency is best achieved at temperatures below -350 C but at least 

90% of the stated potency should be recoverable after 24 months storage at 

temperatures between 2 and 5
0
 C. It should not be stored for prolonged periods in 

the range of +10 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. 

a Reconstituted/ 

J 
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Reconstituted factor IX concentrate solution should not be stored. 

Administration

Factor IX concentrate should be administered as soon as practicable after solution 

is complete and should continue slowly at a rate not exceeding 3 ml/minute. A 
slower rate is to be recommended for the first administration of a series. The 
administration should be by intravenous injection or infusion using plastics or 

siliconised glass equipment. A catheter or butterfly needle may be used for 

injection. Continuous infusion over long periods is to be avoided and the product 

should not have addition made to it nor should it be added to other infusion fluids. 

It may be diluted using saline injection BP but should be administered quickly 

following dilution. 

The actual volume of solution required for any administration depends on the status 

of the individual patient and the purpose of treatment. Treatment may require to 

be repeated at varying intervals to maintain the required concentration of factor IX 

activity in the plasma. Intervals between administration are usually 4, 8, 12 or 

24 hours as appropriate. 

Side Effects 

Complications in the use of factor IX concentrate DE.F.IX are rare. Apart from the 
general complications of hepatitis products containing concentrations of coagulation 

factor IX have a well documented reputation for causing diffuse intravascular 

coagulation or thrombosis at the injection site. Although factor IX concentrate 

(DE.F.IX) has not been implicated in episodes of this nature the reason of freedom 

from such side-effect is not known and caution in use is advised; especially in 

circumstances where the recipient may have liver disease or any acquired deficiency 

of factor IX. 

Heparin

This product does not contain heparin. 

Reference

1. Middleton, S.M. Bennet, I.H. and Smith, J.K. (1973) Vox Sang. 24 : 441-456. 

Scottish National Blood Transfusion Service 

Protein Fractionation 

21 Ellen's Glen Road 

EDINBURGH 

EH17 7QT 

I 

I 

I 

I 
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HIJMAN ANTIHAEMOPHILIC FACTOR— FACTOR VIII CONCENTRATE 

(LYOPHILISED) 

Description 

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

All plasma used for preparation of factor VII! concentrate is derived from blood col lected 
from 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 two laboratories external to ,he place of manufacture. Nevertheless none of 
these tests are of sufficient sensitivity to eliminate the possibility of transmitting hepatitis. 
Methods for examination of the product continue to be developed but the risk of transmission 
cannot be disregarded. 

Factor VIII concentrate contains natural blood group antibodiesderived from the piasma 
of origin. The amounts present are not significant except in circumstances where very large 
volumes are being administered over a long period (as in major surgery). In such circumstances 
patients of the blood groups A, 3 or AB should be observed for evidence of intravascular 
haemolysis. 

The reconstituted product contains not more than 6091 1 total protein less than 200 m, 
mol!I sodium ions and not more than 50 m, moifI citrate ions. 

Storage 

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

Resolution from the Dry State 

If the material has been stored below 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 added to the dry 
powder using a syringe, 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. 

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

Where more than one container is required to provide a clinical administration there may 
be advantage in pooling the contents of several containers but this should be done using care to 
avoid rnicrobiologicai contamination. The volume of the concentrate col lected into one pool 
shot Id not be greaterthan will ht 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 exceed`ng 3m1%minute. A slower rate is to be 
recommended for the first administration of a series. The administration should be by intra-
venous injection or infusion using plastics 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 addition made to it nor should it be added to other infusion fluids. 

The actual volume of solution rega ired forany administration depends on the haemophiiiac 
status of the individual patient and the purpose of treatment. As a general guide it can be stated 
that, in a patient without active haemorrhage, an infusion of 1 international unit per kilogramme 
body weight will produce an average increase of about 2 IU,•'F00 ml of plasma. Presence of 
abnormally low response in absence of blood loss from the circulation may indicate the presence 
in the patient of an antibody specific to factor VIII. Treatment will require to be repeated at 
varying intervals to maintain One required concentration of factor VIII activity in the plasma, 
intervals between administration are usually 4, 8, '.2 or 24 hours as appropriate. 

Side Effects 

Complications in i:he use of factor VIII  concentrate are rare. Apart from the general 
complications of hepatitis and intravascular haemo!ysis (see above) some patients may occasion-
ally experience slight irritation at the site of injection. A transitory headache or nausea follow-
!no the administration of factor VII I concentrate has also been reported and for individual 
patients this appears to be related to a particular batch of the product_ 

References 

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

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

Scottish National Blood Transfusion Service, 
Protein Fractionation Centre, 
21 Ellen's Glen Road, 
Edinburgh El-117 7QT. 

P.F.C.35B Waddle & Co. Prod.Lic.3473/0007 
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HUMAN ANTIHAEMOPHILIC FACTOR — FACTOR VIII CONCENTRATE — HT 

(LYOPHILISED) 

Description 
This concentrate which is rich in coagulation factor Viii is prepared from frozen 

indated human plasma by the Scottish National Blood Transfusion Service at the Pro-
tein Fractionation Centre, Edinburgh, The method of preparation is based on extraction 
from controlled cryoglobulin precipitate (1, 2) recovered from plasma volumes requiring 
up to 4000 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 a radieimmunoassay and the preparation has also been 
examined by more sensitive techniques applied in at least two laboratories-

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

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

The reconstituted product contains not more than 60g/I total protein, not more than 
40g11 sucrose, less than 200 m_mol/l sodium ions and Tess than 50 m.molll citrate ions. 

Storage 

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

Resolution from the Dry State 
If the material has been stored below freezing point if should be allowed to remain 

at room temperature for at least 15minutes before resolution is commenced. The volume 
of water stated on the label, which is calculated to provide a solution approximately 
isotonic with human plasma, should be added by aspiration from the accompanying vial 
and added to the dry powder using a syringe, 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. 

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

Where more than one container is required to provide a clinical administration 
there may 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 solu-
tion is complete and should continue slowly at a rate not exceeding 3mllminute. A 
slower rate is to be recommended for the first administration of a series- The 
administration should be by intravenous injection or infusion using plastic or 
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, ari infusion 
of 1 international unit per kilogramme body weight will produce an average increase of 
about 2 111/700 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 Vill. Treatment will require to be repeated at varying intervals to 
maintain the required concentration of factor Vlll activity in the plasma. Intervals bet-
ween administration are usually 4, 8, 12 or 24 hours as appropriate. 

Side Effects 

Complications in the use of factor 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 
Newman, J., Johnson, A.J.. Karpatkin, M.H. and Puszkin (1971) British Journal of 
Haematology 21:120. 
James, H.L. and Wickerhauser, M. (1972) Vox Sanguinis 23:402.412. 
MMWR Vol 33 No 42 1984 Page 589-591. 
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HUMAN FACTOR IX CONCENTRATE— DE.) .IX 

Description 
This preparation, which is rich in coagulation factors 11. IX and X is recovered from frozen 

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

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

The reconstituted product contains 300 iu Factor IX, not less than 200 iu Factor II and not less than 
200 3.0 Factor X. It contains not more than 20g/ I total protein, less than 80 iii mau l citrate ions and 
less than 50 m.mol/I phosphate ions. 

Storage 
Factor IX Concentrate should be stored in the dark at temperatures below 5°C. Maintenance 

of potency is best achieved at temperatures below-35°C but at least 50 per cent 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. 

Indications 
Human Factor IX Concentrate—DEFIX is issued for treatment of congenital factor IX 

deficiency (Haemophilia B). 

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 withoutfurther agitation. 

Within ten minutes the solution should be seen to have become slightly opalescent but with 
no solid material visible. If a clot or gel is seen to form the solution should not be used for clinical 
administration but should be returned and a report made of the incident to the Transfusion Centre 
or Haemophilia Treatment Centre from which the product was 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 microbiological contamination. The voluma of the concentrate collected into one pool 
should not be greaterthan will 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 slowly at a rate not exceeding 3ml/minute. A slower rate is to be 
recommended for the first administration of a series. The administration should be by intravenous 
injection or infusion using plastics or siliconised glass equipment. A catheter or butterfly needle 
may be used for injection. Continuous infusion over long periods is to be avoided and the product 
should not have addition made to it nor should it be added to other infusion fluids. It may be 
diluted using sodium chloride injection BP but should be administered quickly following dilution. 

The actual volume of solution required for any 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 or24 hours as appropriate, 

Side Effects 

Complications in the use of Factor IX 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 diffuse intravascular coagulation or thrombosis at the 
injection site. Although factor IX concentrate (DEFIX) has not been implicated in episodes of this 
nature the reason of freedom from such side-effects is not known arid caution in use is advised; 
especially in circumstances where the recipient may have liver disease. 

Heparin 

This product does not contain heparin, 

Reference 

1. Middleton, S. M., Bennet, I. H. and Smith, J. K. (1973) Vox Sang.24r441-466, 
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HEAT TREATED 

HUMAN FACTOR IX CONCENTRATE (H.T. DE.F.IX) 

Description This preparation, which is rich in coagulation factors II, IX and Xis recovered 
from frozen indated human plasma by the Scottish National Blood Transfusion Service at the 
Protein Fractionation Centre. Edinburgh. The method of preparation is based on extraction by 
adsorption from plasma volumes requiring u p to 25,000 donations per batch. 

All plasma used for preparation of factor IX concentrateis derived from blood collected from 
volunteer donors and has been screened for the presence of the HepatitisB surface antigen 
using a radioimmunoassayand 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 HTLVIII. The 
producthas been heat-treated at 80°C for 72 hours in the freeze dried state. This treatment is 
expected to inactivate viruses associated with the Acquired Immune Deficiency Syndrome 
(HTLVIII, LAV, ARV) (2,3, 4). The effect of this heat-treatment on Hepatitis B. and Hepatitis. non 
A-non B has still to be elucidated and therefore, this product cannot be assumed to be non-
infective with regard to the hepatitis viruses. 

The reconstituted product contains 300 iu Factor IX, not less than 200 iu Factor II and not less 
than 200 iu Factor X. Anti-Thrombinlil isad deda t a concentrat ion no greaterthan 5 iu per vial. It 
contains not more than 25g/l total protein, less than 80 m.molll citrate ions and less than 50 
m.mol/l phosphate ions. 

Storage Factor IX Concentrate should be stored in the dark at temperatures below 5°C. 
Maintenance of potency is best achieved a ttemperatures below -35°C but at least 90 percent 
ofthestated potency should be recoverable after 12 months storage at temperatures between 
2°C and5°C. It should not be stored for prolonged periods in the range of+ 1° Cto-1°Candthe 
accompanying vial of water for reconstitution cannot be stored safely below 0'C. 

Indications Human Factor IX Concentrate-H,T. DEFIX is issued for treatment of congenital 
factor IX deficiency (Haemophilia B). 

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 com-
menced. The volume of water stated on the label, which is calculated to provide a solution 
approximately isotonic with human plasma, should be added by aspiration from the accom-
panying vial and addition to the dry powder using a syringe and employing strict aseptic 
techniques. Th e add ition of water sh ould bea gentle process. The botl le containing the mixing 
solution should be ro Iled gently ona flat surface u sing the palm of the hand so that at lea stt hree 
complete revolutions occur. It should then be allowed to stand without further agitation. 

Within ten minutesthesolution shouldbeseen tohavebecomeslightlyopalescent but with no 
solid material visible. If a clot or gel is seen to form the solution should not be used for clinical 
administration but should be returned and a report made of the incident to the Transfusion 
Centre or Haemophilia Treatment Centre from which the product was obtained. 

Where more than one container is required to provide a clinical administration there may 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 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 slowly at a rate notexceeding 3 mllmin.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 norshould it be added toother 
infusion fluids. Itmaybe dilutedusing sodium chloride injection BPbutshould beadministered 
quickly following dilution. 

The actual volume of solution for any administration depends on the status of the individual 
patient and the pu rpose of treatment. Treatment may requ i reto h'e 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 Apart from the general complications of virus transmission (discussed above) 
products containing concentrations of coagulation Factor IX have a well documented 
reputation for causing disseminated intravascular coagulation or thrombosis at the injection 
site. Unheated FIX (DEFX) manufactured by the Scottish National Blood Transfusion Service, 
had a good safety record for products of this type. Laboratory data and evaluation in an animal 
mono l both suggest that HT DEFIX is superior in th isrespecttothe un heated product. However, 
as HT DEFIX is anew product, caution in use is advised, especially in circumstances where the 
recipient m~v have liver disease, until complete freedom from such side-effects has been 
confirmed. 

Heparin This product does not contain heparin. 

References 
1. Middleton, S. M., Bennet, l.H. and Smith, J. K (1973) Vox Sang. 24:441-456. 
2. MMWR (198403:589-591. 
3. Levy, J. A., Mitra, G. A., Wong, M. F., Mozen, M.M., (1985) :Lancet 1.1456.1457. 
4. McDougall, J. S.. Martin, L S., et al (1985):J. Clin Invest 76:875-877. 
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SNBTS COAGULATONFACTOR  CONCENTRATES T 

VIAL LABEL 

1. Factor V Concentrate (unheated) 

2. Factor VU Crnceitrte (heated at 8C) 

3. Factor 1X Concentrate(unheated) 
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excess cleaning agent in indentation on stopper. 
4. Remove all covering from one end of a double-ended needle. 
Insert this exposed end of the needle through the depression in 

ocentre of the stopper in the  bottle of diluent. 
5. Remove plastic flip-off cap from the concentrate bottle. Tap 
bottle gently to dislodge concentrate from sides of bottle. 

DATA SHEET 6. Swab the exposed rubber su_r'ace with alcohol. Do not leave 
excess cleaning agent in incentaticr on stopper. 

PRO ELATE HEAT-TREATED 7, Remove plastic cap from the upper end of the double-ended 

Wet Method 
® 

needle now seated in the stopper of the diluent bottle. Hold 
concentrate bottle in one hand, invert the bott?eof diluent in the 

Presentation AnThaemo hilic Factor !h: r p man), Proilate, Heat -Treated reated'rs a 
other hand and push the exposed end of the needie throughh 
the depression in the centre of the stopper, making certain that 

stable freeze dried concentrate of Factor VIII (AHF, AHG) pre- the diluent is always above the bottle of concentrate. There apron from pooled human plasma. The potency (AHF activity) should be enough vacuum in the bottle to draw in at the diluent. 
is Given on the label of each vial in Internatlonai units (i.u.), one 6. Disconnect the two bottles by removing needles from the 
u. being defined as the activity present in t ml of fresh pooled concentrate bottle stopper. Shake vigorously for ten seconds, 

normal plasma. then agitate or rotate concentrate bottle until all concentrate is 

Uses For the prevention and control of bleeding in patients with 
cissoived. Reconstitution recuires approximately five to ten 

moderate or severe Factor VIII deficiency (Classical haemo- 
minutes, When the reconstitution procedure is strictly followed 
a few small particles may occasionally remain. The filter spike 

philia A) or acquired Factor VIII deficiency. will retain particles anc the labelled potency wig not be reduced, 

Dosage and Dosage'. Administration: 
Administration Antihaemophilic Factor (Human), Profiiate, Heal-Treated is By syringe:- Use Aseptic technique 

intended for intravenous administration within 3 'Hours of 1. Peel cover from filter spike package. 
reconstitution with the diluent suppliec. The formulae below 2. Remove protective cover from sterile disposable plastic 
provide a guide to dosage calculations:-- syr'nge (not included). 
Numberof Bodyweight Desired increase 3. Securely install the syringe into exposed iuer inlet of filter 

i.u. ofAHF = in lbs x20x in Factor VIII spike usino a sl nt twisting motion. 

required percentage 4. Remove biter spike from blister-pak cup. 

Numberof Body weight Desired increase 
5. Insent tapered spike into reconstituted concenrate bottom

i.u, ofAHF =inks x44x lo Factor VIII g 
perpendicular to stopper. If spire is not helc perpendicular rt
may push stopper into bottle rendering contents unusabie. 

required percentage 6. Remove and discard the filter spke from the syringe and 
Mild to moderate haemorrhages may usually be treated with a attach syringe to an infusion se-., expel air from syringe, make 
single administration sufficient to raise the plasma AHF -level to venipuncture and administer slowly, 
20 to 30 percent in the event of more serious haemorrhage the ' . 7. if the patient is toreceive more than one bottle of concentrate 
patient's plasma AHF level should be raised to 30 to 50 percent the infusion set will allow this to be done with a single veni-
infusions are generally required at twice daily intervals over puncture. 
several days Surgery in patients with Factor VIII deficiency 8. Discard at administration equipment after use. 
requires that the AHF level be raised to 50 to 80 percent with By Infusiuon set:— Use Aseptic technique 
the level maintained at or above 30 percent for approximately 1. Cose clamp on administration set. 
two weeks post-operatively. For dentai extractions, the AHF 2. With bottle upright, thrust piercing pin straight through 
level should be raised to 50 percent immediately prior to the stopper centre. Do not twist or angle. 
procedure', further Factor VIII may be given if bleeding recurs. 3. Immediately invert bottle to automatically establish proper 
In patients with severe Factor Vii deficiency who experience fluid level in drip chamber (half full). 
frequent haemorrhages, Antihaemophilic Factor (Human), 4. Attach infusion set, open clamp and allow solution to expel 
Profiiate, Heat-Treated is administered prophylactically on a air from tubing needle, then close clamp. 
daily or every other day schedule so as to raise the AHF level to 5. Make venipuncture and adjust flow. 
approximately 15 percent. 6. Discard all administration ecuipment after use. 
Reconstitution: 
Use Aseptic technique:— 
1. Warm diluent and concentrate bottle to at feast room tern- Contra-Indications, Contra Indications: 

warnings, perature (but not above 37°C). warnings, etc There are no known contraindications to the use of Antihaemo-

2, Remove plastic flip-off cap from the dtuent bottle. 
pniic Factor (Human), Prof late, Heat-Treated. 

3. Swab the exposed rubber surface with alcohol. Do not leave 
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Warnings: 
This product is prepared from pooled units of human plasma 
which have been individually tested and found nonreactive for 
hepatitis B surtaceantgen and antibodyto human T-lymphorropic 
virus type Ii! (HTLV-ilq by an FDA approved test. Other screen-
ing procedures are used to eliminate high risk plasma donors 
and a heat-treatment step in the manufacturing process is 
designee to reduce the risk of transmitting v:rai inieciion 
However, testing methods presently available are not sensitive 
enough to detect all units of potentially nfectious plasma and 
treatment methods have not been shown to be totally effective 
in eliminating vial infectivity from this product. 

The causal factors of Acquired Immunodeficiency Syndrome 
(AIDS) have not been fully defined. However HTLV-Ili/LAVvirus 
has been implicated as the agent of the cisease. It is not known 
if other transmissible agents are involved. Despite the careful 
selection of donors and a heat-treatment step in the manufac-
turing process, it may be possible that the AIDS causative 
agent may still be present in and transmitted through this 
product. 

Precautions: 
Antihaemop'r,Nic Factor(Human), Prof Nate, Heat-Treated should 
not be administered at a rate exceeding 10m1Vminute. More 
rapid administration may result in vasorrotor reactions. 
Some patients develop inhibitors to Factor V!II. Rarely, other 
patients acquire similar inhibitors. The management of patients 
with inhibitors requires careful monitoring, especially if surgical 
procedures are indicated. in patients with inhibitors, the res-
ponse to Antihaemophiiic Factor (Human), Profilate, Heat-
Treated may be much less than would otherwise be expected 
and larger doses are often required. Patients with high inhibitor 
!eve's may not respond to Antihaemophilic Factor (Human), 
Profilate, Heat-Treated at all. 

Nurses and otherswho administer this material should exercise 
appropriate caution in handling because of the risk to exposure 
to viral hepatitis. 
Discard any unused contents. Discard administration equip-
ment after single use. Do not resteri!ize components. 

Adverse Reactions: 
Nlay include urticaria, fever, chills, nausea, vomiting, headache, 
somnolence or lethargy. Some patients develop reactions of a 
mild nature following the administration of Antihaemophilic 
Factor (Human), Profiate, Heat-Treated. Adverse reactions 
may be or an allergic basis. If a reaction is noted and the 
patient requires additional Antihaemophilic Factor (Human), 
Profiiate. Heat-Treated, product from a different lot should be 
administered, MaSBive doses have rarely resulted in acute 
haemolytic anaemia, increased bleeding tendency or hyper-
fbrinogenaemia. Antihaemophiiic Factor (Human), Profilate, 
Heat-Treated Goes contain blood group isoagg!utinins and 
when large and/or frequent doses are required in patients of 
blood group A, B or AS, the patient should be monitored for 
signs of intravascular haemolysis anc falling haematocrit. 
Should this condition occur, thus leading to progressive 

Pharmaceutical 
Precautions 

Legal Category 

haemolyi:c anaemia, the administration of serciogicaliy corn 
patible type 0 red blood cells should be considered. 

Antihaemophslic Factor (Human), Proflate, Heat-Treated may 
be stored at temperatures between 2`- 8`C for two years. Dc 
not store componer:is above 31 ̀ C. Do not freeze. 

POM. 

Package Quantities Antihaemophiiic Factor (Human), Profilate, Heat-Treated is 
supplied in single close bottles with suitable volumes of diluent. 
The ur,its of AHF activity expressed as International Units (i.u.), 
are stated on the iabei of each concentrate bottle. 

Further Information 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 Irvclves heating a liquid sus-

pension of the product for 20 hours at 60`C, 

The effectiveness of the heat-treatment step was assessed by 
in-vitro inactivation studies using live viruses added to Anti-
haemophilic Factor (Human), Profilate, Heat-Treated. A newly 
recognised retrovirus has been implicated as a possiblecausa-
tive agent of AIDS. This virus has been given several names, 
inclucing human T-iymphotropic virus type III (HTLV-Ill), 
Lymphaderopathy-associated virus (LAV), and AIDS - asso-

• ciated retrovirus (ARV) anc has been commonly referred to in 
the literature as HTLV-III/LAV. The heat-treatment process 
used in the manufacture of Profilate Heat-Treated has been 
shown to inactivate a minimum of 3.25 logs of HTLV-IR/LAV 
virus when the virus was intentionally added to the product. 
The following table shows thetotal number of logs of each virus 
inactivated. 

VIRUS t- 'OGS INACTIVATED 
HTLV-IIULAV Atleast3,25 
Cytomegalovirus(CMV) >2.0 
Sindbis 4.61 
Vesicularstomatitis Virus 5.83 

(sv) 

Chimpanzee studies demonstrate that the heat treatment step 
is effective in inactivating at least 50C chimpanzee infectious 
doses (CID) of Hepatitis S virus. Neither of two chimpanzees 
receiving 500 CID of Hepatitis B virus contracted Hepatitis B. 

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

Product Licence Number P.L. 4447/0005 

Address ALPHA THERAPEUTIC UK LTD. 
Unit 10, Lodge Way, 
Thetford, Norfolk P24 1 H E 

February 1986 
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Provided by Baxter (Hyland/Travenol) 

P RS E0003793_0026 



LIT.001.4514 

However, each unit of the plasma has been 
found to be nonreactive for hepatitis B 
surface antigen by radioimmunoassay. The 
concentrate has not been subjected to any 
treatment known to diminish the risk of 

DATA SHEET transmission of hepatitis since such 

ANTIHAEMOPHILIC FACTOR (HUMAN) treatments greatly increase the loss of AHF 
activity during preparation. The concentrate HEMOFIL 

METHOD FOUR should, therefore, be used when its expected 
effect is needed in spite of the hepatitis risk 

Presentation Antiheemophilic Factor Human). HEMOFIL, associated with its use. Special consideration 
Method Four is a sterile, lyophil ised should be given to the use of this concentrate 
preparation of human antihaemophilic factor in newborns and infants where higher 
(Factor VIII, AHF, AHG) in concentrated morbidity and mortality may be associated 
form. It contains minimal quantities of other with hepatitis. 
proteins and approximately 3 % w/v dextrose Each lot, after reconstitution as for use. has 
in the reconstituted material as a solubilising been found nonreactive for hepatitis B surface 
agent. The product also contains a trace antigen using a solid phase radioimmunoassay 
amount of heparin, 1.0 unit (0.010 mg) or technique, The significance of a nonreactive 
less per and of reconstituted material, as a test result with concentrated antihaemophilic 
stabiliser. factor has not been established. Therefore, 

the product should continue to be considered 
Uses The product is intended for use in the therapy to carry a risk with respect to hepatitis. 

of classical haemophilia (haemophilia A). The preparation contains blood group 
It can also be of significant value in patients isoagglutinins in amounts which are not 
(not true haemophiliacs) with acquired clinically significant in the dosage needed to Factor VIII inhibitors, control haemarthroses and other relatively 

Dosage and 1. Dosage slight bleeding episodes in the absence of 

Administration Each bottle of HEMOFIL is labelled with inhibitors. However, when larger or 
frequently repeated doses are needed, as the number of International Factor VIII Units when inhibitors are present or when pre-which it contains. 1 unit being defined as the and post-surgical care is involved, patients activity present in 1 ml of average normal 

pooled h ;man plasma less than 1 hour old of blood groups A, B and AB should be 

(100% AHF level), monitored for signs of intravascular 

The amount of AHF which a haemophiliac haemolysis and falling haematocrit values. 

requires for normal haemostasis varies with Haemolytic anaemia may be corrected by the 

circumstances and the patient. The following administration of compatible group 0 cells. 

formulae can be used to calculate Since all solutions containing fibrinogen, as 
approximately the expected response from a does HEMOFIL, tend to cause the ground 
given dose or the dose required for a given surfaces of glass syringes to stick, plastic 
effect: (disposable) syringes are recommended 

whenever administration by syringe is desired, 
a) Units required = The administration set and any reconstituted 

body weight (in kg) x 0.4 x desired 
"normal") 

concentrate not immediately injected should 
%AHF increase (in  of be discarded. 

or 

b) Expected AHF increase (in % of Pharmaceutical HEMOFIL should be stored under ordinary 
"normal") = Precautions refrigeration (2 to BCC, 35` to 46°F). 
units administered Freezing should be avoided as breakage of 
body weight (in kg) x 0.4 the diluent bottle may occur. HEMOFIL may 

The data of Biggs et a/ would call for a 
be stored at room temperature for time 
periods up to 4 weeks. 

factor of 0.5 instead of 0.4 in the above 
formulae. 
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There is some evidence that in haemophiliac 
with severe bleeding, particula f he has Legal Category The statutory provisions of the Medicines , 
not been recently treated, up to double the Act, 1968 shall apply. 
calculated initial dose may be needed to Package Quantities HEMOF'iLis supplied as a complete package, 
produce the desired AH F level, after which Each package contains all the necessary 
the formulae apply, equipment for administration of the 

Although dosage can be estimated by these concentrate plus a suitable volume of Sterile 

formulae, it is strongly recommended that. Water for Injection for reconstitution and a 

whenever possible, appropriate laboratory comprehensive direction sheet, 
tests be performed on the patient's plasma at HEMOFIL is available in the following sizes 
suitable intervals to assure that adequate and activities: 
AHF levels have been reached and are Vial Average Code 
maintained. Size Activity (I.U.) Number 

10 ml 250 KD-060-209 
2. Administration 30 ml 750 KD-060-205 

It is recommended that the solution be 30 ml 1050 KD-060-207 
administered within three hours after The minimum activity of the concentrate 
reconstitution, although when reconstituted after reconstitution is 10 International Units 
as directed. the AH F activity is not per ml. The actual potency, as determined for 
diminished by holding the material at each lot, is stated in International Units on 
20` to 25`C for as long as 1 hour. The the label of each vial. 
reconstituted material should not be Further Information HEMOFIL is not known to contain clotting 
refrigerated as irreversible precipitation of factors other than AH F in sufficient quantity 
active material may occur. to be useful therapeutically. 
HEMOFIL can be administered by intravenous Other advantages of HEMOFIL are: 
drip infusion or intravenous syringe injection It is of homologous origin and carries no risk 
and details of these methods and the rate of of foreign substance reaction, 
administration are included in the direction 2. It supplies higher potency AHF than glycine 
sheet. High potency HEMOFIL {code or cryoprecipitate preparations with relatively 
KD-060-207) is a special preparation smaller amounts of fibrinogen and other 
containing at least 34 I.U. per ml of protein, furnishing adequate AHF without 
reconstituted material and must be excessively overloading the circulatory system, 
administered at a controlled rate, not exceeding 3. Sufficient amounts may be administered to 
2 ml per minute. overcome inhibitors, thus eliminating the need 
To avoid precipitation of cold-insoluble for bovine or porcine preparations. 
globulin containing AHF activity, the solution 4. Because of predictable effect, therapy may be 
should not be below room temperature during managed without repeated determination of 
infusion. AH F level when the patient is very young, 

when veins are poor or when laboratory 
Contraindications and 1. Contraindications service is not immediately available. 
Cautions There are no known contraindications to the For more detailed information on 

use of this concentrate. Antihaemophilic Factor (Human). HEMO~IL, 
2. Cautions Method Four refer to product direction sheet. 
Identification of the deficiency as one of 
Factor VIII is imperative before administration Product Licence Number 0116/0011 

of this highly purified Antihaemophiiic Factor. •. . Great Britain Patent Nos. 1,178,958, 
No benefit may be expected from this 1,372,515 and patent pending 
product in treating other deficiencies. HYLAN D DIVISION 
This concentrate is prepared from large pools TRAVENOL LABORATORIES LTD., 
of fresh human plasma. Such plasma may Thetford, Norfolk, England contain the causative agents of viral hepatitis. April 1977 

00—XD-00--040 
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For Use in Treatment of Acquired Factor Vill Inhibitors. 
The concentrate is not known to contain clotting 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 
Vill inhibitors. For example, prompt clinical response 
was obtained with a similar preparation in a 54 year old 
female with renal hemorrhage.' Prior to infusion, 1 ml of 
her plasma neutralized 15 unitsof AHF. After intravenous 
drip infusion of 35,000 units of AHF in 90 minutes, circu-
lating inhibitors were overcome and hemostasis was ob-
tained. A month later, her inhibitor level dropped from 
15 units to 4 units, and her partial thrombopiastin time 
shortened from 140 seconds to 88 seconds. In such 
other uses, the dosage of the concentrate should be 
controlled by frequent laboratory determinations of 
circulating AHF. 

Cautions 
Identification of the deficiency as one of Factor Vill is 
imperative before administration of this highly purified 
Antihemophilic Factor. No benefit may be expected from 
this product in treating other deficiencies. 
This concentrate is prepared from large pools of fresh 
human plasma. Such plasma may contain the causative 
agents of viral hepatitis. However, each unit of the 
plasma has been found to be nonreactive for hepatitis 
8 surface antigen (HbsAg) by counterelectrophoresis or 
radioimmunoassay. The concentrate has not been sub-
jected to any treatment known to diminish the risk of 
transmission of hepatitis since such treatments greatly 
increase the 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 of this concentrate in newborns and 
infants where a higher morbidity and mortality may be 
associated with hepatitis. 
No reactions have been reported similar to those de-
scribed In individuals receiving multiple transfusions of 
plasma 2' However, the 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 hemarfhroses and other relatively 
slight bleeding episodes in the absence of inhibitors. 
However, when larger or frequently repeated doses are 
needed, as when inhibitors are present or when pre and 
post surgical care is involved, patients of blood groups 
A, B, and AB should be monitored for signs of intravas-
cular hemolysis and falling hematocrit values. The only 
reported case 6 showing this phenomenon is that of a 
young 140 pound adult surgical patient of blood group 
A who received 43,000 AHF units over 40 days without 
ill effects, then in the following 9 days received 57,000 
AHF units, During the latter 9 days, he exhibited progres-
sive hemolysis, falling hematocrit, positive Coombs test, 

and circulating anti-A agglutinin. His anemia was cor-
rected by the administration of compatible group 0 cells. 
The reported anti-A content of one lot of Antihemophilic 
Factor (Human) which he received is not typical of cur-
rent production. 
Since all solutions containing fibrinogen, as does HEMO-
FIL'a AHF Factor, tend to cause the ground surfaces of 
glass syringes to stick, plastic (disposable) syringes are 
recommended whenever administration by syringe is 
desired. 
The administration set and any reconstituted concentrate 
not immediately injected should be discarded. 

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

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

Storage 
HEMOFIL Antihemophilic Factor (Human), Method Four, 
Dried, should be stored under ordinary refrigeration (2° 
to 85C, 35° to 46°F). Freezing should be avoided as 
breakage of the diluent bottle might occur. 
NOTE: Directions for use are provided with each product. 
These directions should be read and understood before 
testing, Particular attention should be paid to all warnings 
and precautions. Should you have any questions, please 
contact your Hyland representative. 
1- 8rinkhous KM, Shanbrom E, Webster WP, et at A high Potency 
ytycine.precipitated antihemophilic factor concentrate: Use in hemo-
philia and hemophilia with inhibitors. JAMA 205:613. 1968 
2, Dameshek W, Neber J: Transfusion reactions to a plasma con. 
stituent of whole blood. Blood 5:129, 1950 
3. Mendes de Leon DE, van der Hart M; A severe plasma reaction 
after transfusions of blood and serum. Vox Sang 5;30, 1955 
4. Hutchison JL, Freedman SO, Richards BA, el at: Plasma volume 
expansion and reactions after infusion of autologous and non-auto. 
logous plasma in man- J Lab Clin Wed 56734, 1960 
5. Mollison Pt, stood Translusion in Ctin;cai Medicine, 3rd ed, 
Philadelphia, F. A. Davis Company, 1963, p. 541 
6. Rosati LA, Barnes 8, Oberman HA, et al: Hemolytic anemia due 
to anti-A in concentrated antihemophilic factor preparations. Trans. 
fusion 10139. 1970 

HYLF\ND 3300 Hyland Avenue I P.O. Box 2214, Costa Mesa, Cal. 92626 
oik15N)k raAVmson IABOPAroa,tS 1CC 

Costa Mesa. California 92626 No-Charge, Direct Dial (800) 854-3235 

THE DISCOVERY PEOPLE In Alaska, California, Canada, Hawaii call (714) 540-5000 
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+ 7. t y 1 r h i z .heft

A:.'ti TIHEMOPHILIC FACTOR (HUMAN) 

SEE SECTIONS ENTITLED "INDICATIONS" AND 
" t%ARNING FOR DESCRIPTION OF HEPATITIS RISK 

DESCRIPTION Antihemophilk Factor (Hunan), Koatee, is a 
sr_blc, purified, dried 'oncentrate of human Aatihenlophilic 
F:,.>or'Factoe VIII, AHE AHG) intended for use in rhvrapv of 
dessiva, hemophaia (hentophilir, A). Koate is purified from the 
rota insoloblc frac[instol pooled fresh frozen plasma he mofifi-

- < t and mfiucmenrs of the methods first described by )let
-I' ok, Pool acid Pappenhagen.' Koae, contains Factor 'iii) in 
- -:.entrated any in highly purified (urns being smite 40 to 170 
tint's purified oocr whole plasma. Consequently Koate is a 
highly' potent sourer of Factor VIII activity. containing approx-
intttick 25-30 tines as much Factor Vll: as an equal volume of 
In  liasma Rciaure Is small t oluntcs of Koate are needed to 
ra.< stenifi.and, :he yin: uniting level of Factor VIII activitt-. 
I -n;_- ct.aazplc 500 clinical unit: of Factor V!11 (equivalccit to 500 
n +, It -,3 f ozen plasnm) cci Iv adnsinssren+ d in a rolunm of 

o 0 of centaratag a total protein of aoout 05 grant The 
tie. . pi , dut c h n reconstituted as <1ircoted trill contain 13b 
De- .t,zi •tan to drousl e- -SP a rd is hepcnor. u. 

c ohiliu 1 is as f:recrary olc'00.5r5 disease characterized 
b i.. ai uac t it, of a specific pia n protects tein elotang factor, 
Ft rt eci ll), The disease is ,cam linked being tr amsmined by 
Iona k;: 'out oc,urritg: almost e:aclosic cly in males, Its individuals 
so ,itlic:eel. :he ryditced Icy-el of Factor VIII activity'toss besuffi-
c :c ihat hcntorehnge a tardy occur spoutaneousis or after rdy 

- 
s

-,coma. Surgery on such persons is not feasible without 
(it:' Cort.e[ii:ft the clottime factor abnormality,

a) mrtagencm of hemophiliacs 6 based on rr-
14 ;err nt to the circuiauorr. of the blood plotting facto,' which is 

Se mi et 000ter. PI rot ts'hr is a- tlah,rl.tr at slotting fe.tor 
- t hi: a a- ) lisped t - a. its of nlaod. 

tree alesure or froth feelers plasma. T tacit t f th.scic 
tu ,v, s u ntied St r helaigge culutncsrequinc, to_c Itic.c and 

r irta-n hetr.ostasis The blrwd i•risole becomes ccuaod,'il le-
,e of prouir, overload: trnrbral rik-ma, put:non,in edema, 

atdiac cntbarrassnretlt nta'result
souse of those limitations, much ef(ori has been expended 

:.umber of inrestigatut's in separannb•' and ern. c're'ating 
En cn err VIII front plasmic It, a form suitabk for ubsi rtiton 
th.•rape' in hemophilia A patients. A number of conccntr arc •srep-
a r=: ions of varvicig degrees of purification have c -oft cd and Aare 
be~a used tritl clinical success. Koate is a highly p unified potent 

ncmtraec which call beeffectivelt used to loot -easy' the Factor 
Vill !reds of patients to normal Or near normal values without 

- oratory overload. Antihenophilic Facto (Human). Koate 
off rs nrano advantages over whole blood, plasma, single unit 

j oprecipi,ate or loss potent ConCenirates. Among the Most sig-

ccv,,:cr0 if these are I. Higb,cx potency Factor VIII than crvo➢➢ra" 
t etc-or other available concentrate preparations. Ihetrtore" 

ol- octe Factor VIII can be supplied with relatively smaller 
'a n' cots of fi'orinogen and other non Factor VIII proteins. This 

n'lr- important whets high circulating levels of Facto: 
l ll r u ct be caaintainul to: ortilongcd periods, or where iuhib' 
t .ua tea orsrtmC.2. Each lot of Krairc Cc essa d and tt1)..L f 
to Fe to, till content This pe>rmrs more etc r imation 
of -i c-,nd,rtdt;,ton of fie -u- 3. Asaloephifitcd protect. 1-ac-

1. 111 it st..,ble i <otutasr ; ncck,zc! ,  c gseg 
{ci. , t FleAIc ccons xt-,cs .,,yid env! :a ❑d dies s 

n er csec.:i dnakincnui Foam In' ma,i cut c0i:,hc,c nets 
t t -:or 3111 >. B iag of human or gr there e no Jarlee r 
>p ~-'cC antig n. .i.: as occuu with concemn'arcs fan' bit-tit, , o, 

crc coin- - . 6. The 'nigh Factor 1 III po env: ai tic recoasti-
t 1 d ,. ill -rateaous infusion di' cv ticritigir in- 

c.t , e drop i1 c-esio.• '.tihtaut signihcett Ice 'rice n,. -Il is pee' 
mtcs offtcz and honzc .reanneot. r, Knee is tree of •.hrcmoin. 
too •:ri)oplascin-like acriv it depressor ac-Its tit'. and co+ttains 
ant,-d-ami•B blood group tsciagglutinivs (sec discussion under 
Pre':zurioas). It is free of Sepat in and rw heparin need be added 
before its use. THIS PRODUCT IS PREPARED FROM HUMAN 
VENOUS PLASMA. EACH INDIVIDUAL UNIT OF PLASMA 
ANE EACH 1.01 OF FINAL PRODUCT HAS BEEN TESTED BY 
THE RADIOIM:MUNOASSAY METHOD AND FOUND NON-

"iCTIVE FOR HEPATITIS B SURFACE ANTIGEN. 
(FORTUNATELY THIS TEST DOES NOT PRECLUDE THE 
.SF,NCE OF HEPATITIS VIRFJS. SEE WARNING, 

AC410N Arstihenophilie Factor (Humeri) is a plasma protein 
Wltidt a-or-reels the coagulation defect of patients with ale ssiesi 
hemophilia lh.anophilia A). It is needed (or the transfornststion of 
pro'. ht ombin to thrombin by the intrinsic pathway, 

INDICATIONS .Anrihcma ltilic Factor(Hmnan). Koate. is indf-
cared for the treatment of classical hemoplsiiia (hemophilia Q. 
in which there is a demonstrated deficiency of activit)' of the 
plaSO:r-. clotting factor, Factor VIII. Koate provides a means 
of 'o•nporarily replacing the missing dotting factor in order to 
cot trot or orcrznt bleeding episodes or in order to perform 
emergency and elective surgery on hemophiliacs. 

Antihcteophiic Factor (Hunrad is not effective in the: ur:a-
ntcn of can Willebrand•s disease. 

WARNING Koate' concentrate isa purified dried fraction of 
prided plasma obtained fruit many paid doctors, The prey 
ono' of hepatitis virus should be assumed and the hazard of 
odmicisterins Koate comcentrate should be weighed against 
rite medical consequence of withholding it, particularly in 
persons with few previous transfusions of blood and plasma 
products. 

Kasper and Kipnis' have concluded that those who had 
little exposure to blood products had a high risk of dc%elop-
ing hepatitis after introduction of dotting factor cancer, 
orates, such as this product. Far those pericnu, especially 
those with mild hemophilia, they recommend single conor 
products. Hors- err for patients tciih moderate or severe 
itemsphilia who have reached numerous infusions a( blood 
and plasma prod'sets, they feel that the risk of hepatitis is 
.shall. The)' believe that the clotting factor concentrates 
have so greatly' improved the management of severe 
hemophilia that these products should not be denied to ap-
propriate patients. 

PRECAUTIONS I. Antihemophilic Factor (Herman), Koate', is 
intended for ucatmcns of bleeding disorders arising from a defi-
cicmca' in Factor VIII. This dcfk:iencs sht:uld be proven prior to 
administering Koate since no benefit may be expected from its 
use in treating other causes of hemorrhage. 2. A icy recuistio-

tios. administer promptly (Within 3 hours). Do net refrigerate 
after reconstitution. NOT E: The recommendation to administer 
pronlpily after reconstitution is intended to avoid the ill effect of 
any possible bacterial contamin Lion according during recon-
stitution. Koate is fully stable. tritheut potency loss for at least 
24 hours at, onto ten)pereture after recoristitutios. 3. Administer 
only by the intravenous route. 4. A filter should ba used prior to 
adnin isr:rimg the recoostit tired No-Ate solution- This hoar bean 
corsrplishcd using the acidosed sterile liter necd;c. See Recon-
stitution and Administration directions. i. Kant, contains levels 
of blood grou i isaaggg )sciinirs which are riot diaically significant 
when coutroliing trlalively minor bleeding episodes. When large 
or frequent tic repeated doses are requires) in patients of blood 
groups A, B, or AS. the possibility of intravascular henlolysis 
sltonfd be considered. 6. Admhlistration equiprir n: and any' re' 
constituted Name not used should be ducarled. 

ADVERSE REACTIONS No severe adverse reactions were re-
ported during the clinical trials of !Grata. One patient 'open' 
enced sransicnt chc.,t dinnconlfort and cough beginning 20 min-
utes after infusion and lusting for one hour. During subsequent 
tofu sion, rid s patient had no surther reaetwns, A :1551 ottd patient 
dcvcloped ,ransient di zzirc vs Collars hog each to tight infusions 
Wild allergic reactions ma;,' result from the administration of 
AHF preparations, 

33 hot large or frequently rt gated doses arc required in pa-
tients other than those of blood tc'pe 0. there is a possibility of 
imtrasasculai hcntol sis. Should this condition occur leading. to 
progressive anemia. administration of serologicailc contpsttuoln 
ty!!)e 0 paek::d red blood cells should be eonside>red,' Also the 
administration of type specific cryopreci ttate hems been I eeom-
mended for nainrafniag adcquateYaetor VIII let-els:,

DOSAGE Each bottle of Antihemophilie Factor (Human). 
Kaate', has the AHF activio, in clinical units stated oil the label 
of the bottle. Ono AHF unit is defined as the activity present in 1.0 
lilt of humus plasma pooled front at least 10 donors and tested 
within three hours of collection of the first unit represented in 
the pool. 

Dosage of Koate required for normalizing hemostasis must be 
individualized -according to the needs of the pitsent. The dose is 
dependent upon the acTcht of the patient. rho severity of the dc. 
ficrency. the severity of rcctorrhagc, the presence of inhibitors. 
and on the Factor \'III level desired. A'ofidpaard cc alt have re. 
ported L-on studi as in hennpltilic daldren a lima' dose-
response relation ccith an appproxtmale yield of 2 percent rise in 
Factor VIII activity (or osels unit of Factor VIII per Kg of 'nod)• 
weight transfused. Clinical experience with Koate has demon-
strafed an essentially identical dose response relationship.° The 
follocriag generalized dose schedule is suggested for various 
-li iral situations: I Joint hemorrha es.I(aspiration is not car-

:ied cut, 10 units/Kg body weight should be administered at 
cizht to ncelce bout' icitersals for a period of title or mote days 

-hc irfng on sc'cr1-its, and patient respomo The latter may be 
etsurcd by raker of poli s:selling and rests iuion of joint 

.+ovtwnent. Earl i >nt I, Sods (associated with mild pain and 
minimal or no sy mfg) iF treated prone?dye stay respond to e 
;ng:c dose of 10 , iriS K-:;° If ,werrariO is carnet# Out, 10 

rt e /K .h. l ib. ,doitnici d td lustpro - t a t stubt 
mi dcc giieii 0." to c.ghit I >ur, Into <m peat d ci f es-

If l ' - cl 1 coo, f car rinsccus also root y t _ica 
Facto: ' 'III le 

c. .1 z 

>~
 tn 

0 
do cri 

2. llusc thutu.ct hage"  A
xi ct tt 

Slictor hentot rt
6 ,

'n he 
miat'.es of th.i eft nuucs o, v "ilk (non- -I rat areas)_ Ados,' n' 10 
units/Kg should b, adir . :nt t d cot : eight to tt,eke hours 
until :rain and swellmg arc 10,101 ad. d. \r,ts> r e hanorrhages in 
non-c gal arras. A dose of 10 units/Kg should be i'.nfused at eight 
Io tae-)ye hour intervals for tiro da-s or mar, depending an re• 
lief of panne inrprovenncm' u, hematocrit it this has railer , and 
relief of other syntpcoms depending on the area d hemorrhage. 
C. Hemorrhages neat vital organs (neck, threat. subperitoneal
-tc.). A 20 uait/K . dose should be adntinisterad initially, fol-
lowed by 10 units/ g every eight hours for 48 hours. Then half 
the dose should be administered at those time inte:'sals Ior 
another 48 hours or mtare, 3. Overt bleed'ag. The initial dorm 
shc,uld be 20 units/Kg foltecvedbc 10 units/Kg every eight hours 
for the first 24 hours, chin esrr,: twelve hours for three to four 
days as cecessaro. 4. ,la ire tc unds. Koatc' should be infused 
until the bleeding stops. Then a reaintecre nee cote of 20 units/Kg 
should be ad,uiousicrc d s-ten eight bout s. Leeds of Factor Vill 
should be obtained and enough Koate infused 10 maintain a 
minimum Factor VI11 levei of 4Ce't in rho patient. 5. Surgery:°°" 
Factor VIII levels of at least 401 are rcquii-ed for surgery, For 
surgery m the central nervous system cyca }nigher keels ac-n rec-
ommended Thirry to fore' stoics 'K" body t. eight should be ad' 
mintistered prior tosurgerp fol:osetIbr 20 units/Kg even: eight 
hoursafter surgery. This should be done with laboratory control, 
and the dosage should be increased if the Factor VIII level falls 
below 30c'c just prior to the nest infusion. The post infusion le•.el 
should beapproximately6093,and It has'ooeo stitnutesnoiltlial the 
Factor' 3111 level be raised loll) to 401b01 no[aa ally r at least ten 
days postopet aiieelv," For each unit of anti-hemophilic factor" 
adaninistcrcd per Kg of bads- wzigght.a 2% riscin Factor VIII a,' 
loin bas been o d.-Shsery e fo llunLig formulae can ther,#ore 
be used to calculate approximately the expected response from a 

gi Eapec cd Factor 
dose

increase
rred for 

(ina 
given 
-of trxmap = 

2.0 X units administered 
body sccig tt itt K() 

Chits required == body' weght (Kg) N d.:sired Factor VIII ion ease 
(4i normal) X 05 

It should be emphasized howvever, that all efforts should be 
made to follow the course of therapy with Factor \1111 les'el as-
say's, It nray be dangerous to assume any certain level has been 
reached unless direct evidmue is obtained. 6. Prophylaxis. Et-
perience with Factor VIII in the prophylactic nnanagemenr of 
secerc hemophilia A has been published.'t_""' Kasper, es -1'e 
have recommended a dosage of 2s0 units of Factor VllI pc r day 
in the morning for patients weighing less than 30 Kg, and 530 
units of Factor Vill Sir hcavicr patients. If bleeding episodes still 
occur too frequently, the daily' dose is prugressiref;' increased 
until a satisfaelory degree of pi otcaiom is ohtaincd, 

The clinical effect of Factor VII) on the patient is the most 
important element in ec aluatimg the a ffecti,'eness of treatment. It 
may be necessary to administer snore Koate' than scould bin es. 
rim aced in order to attain satisfaesoi v clinical results. If the Fac-
tor rill level fails to attain :hat expected, or if bleeding is not 

controlled after adequate calculated dosage, the presence of 
tor Vill inhibitor should be suspected By appropriaae lab 
tor, procedures the 1x51•sett: r of as inhibitor can be subs8t 
atcd and quatltif cd thus al,otrimg calc uladtsc of the amour 
Factor Vill n.-tided fiat Ire erurn clnation. When inhibitor is I 
gilt, the dosage ..cyuir,rmc:tu fur Factor VI]) are extreneh-
abte•. and the dosage cant be cserntined only by the clit 
response. 

RECONSTITUTION AND ADMINISTRATION I. Warm 
opened diluent (Steril,t Water for Injection. USP) and 
tiinemophilic Factor (Human), Koate. Ill room temperature, 
not higher than 37°C (99°F). 2. Remove the plastic Ilipp-mop < 
front both batiks to expose the central portions of the rul: 
stoppers and cleanse each stopper with ;a suitable antise' 
im ntediatdc before each piercing. We recommend nIne follo•.r 
p 3'ari First set ale the cropper cei.h iodine Tmuure I'Sf 
Ivt< :. oc a>tenl. awrscptic nab. 3. V t;n a stcrdo txedlc 
svritge tai:hdratc the apnrepriate volume of diluent :t oci :ran 
to lit bottle of l'„ol liiced 6 -''city Tla- K_ac b .. -1e is not se: 
under iacuum. .4rhi rte Stt_ne Arater fax lMlcu.oct, US? Jilt 
tsentl,  so its to xo + _.. - . ii anunp. D x h d cue 
either before ,n .,rte  ,ceonsriiuuon. 4, R•itl o last zu.,cf 
the earcenuatc bottle stopper ard ezaQv agitate the ooctie f 
I in:,: no tine "aril One KokAii'. p0i,dcr is ,on:phxelc dissol, eel_ 
constiiutioa usually requires i ss than P minutes. °. Attar 
eoncrnrra 1e pntv -her is eonnpletdr dissolc eel cyfthdt;ic hv K< 
solution silo the syringe tirro:,It li ra jcru needle whirl 
supplied is the package. Re:)la.c the fdtor needle trill, is at) 
priate swrile lap::aion n ac to, c. e' 21 cause A t! i is h, acrd to 
inu'aveeously. 6. r. the same necot is toiecefvc more than 
pout, of KaNe Lill coca tin'- c b -d - av oe eft ,ncn into 
carne s.i tinge throingh - t , . tl . 3o attaeh.Mg the 
needle. Additional bo  es lilaclie dr atvc into the sync syri 
through filter necdfes supplied. 

STORAGE Anrihctr,c philic Fader (Iitunan), Koatr. should 
stoned umd,:r :eirigcratioa :2' to S°C: 3c' to 46°F). Sterag 
,yophili,,id pcudoor rrxsn tr•rnperarm'e(up toH°Cto' 77°F 
six ntoctlts, such as in hone trcartnent situations, may be d 
without loss of Factor Vill activity: Freezing should benroide; 
breakage of the dik<em bottle might occur. Reconstituted K< 
should not berefrigerated and should be used Within dime hr 
of recattstituti on. 
HOW SUPPLIED Antihemophilic Factor (Human). Kaatu 
supplied in single dose bottles with the total units of Factor' 
activity and total grams of protein stated On the label of c 
bottle. A suitable volume of Sterile Water for injection. LISP, 
a sterile filler needle is provided. 

LIMITED WARRANTY A number of factors beyond ourcon 
could reduce the efficar_e of this product or even rnitdt bum 
inflect following its use. These include storage and handliM:, 
the product after it Ie:,ces our hancs, drezgnosis derctpe. met 
of administration, 'md biological dr( s aces its ,nuniduol 
uenu Bee nose oft he iactors It 0110, hnu ,&ai .;its prod 
be s tureu latdl rir,,ct 6,e i,'iCec.I,0ft" i - trAlc d caret 
aitrinigu. <- 41,n :,k r.>; ., utr r, iit'c' a <nne,tus in' care) 

No t,rria c'cpt t,st or , nmlr d, incledime any a.,rrnno 
merchan rabni nc or rl mess is tnadc. Represctitat)r L's o: the C 
parr are not authorized to tar c the trues o, the contents oh.
pt sited labeling including the package Insert 'w this pros 
ex,:apt by printt:d nosier' from the Cotnpands Berkeley. Cal 
Mill office. Prescriber and user of this product must accept 
to Ins hereof. 
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DATA SHEET 

NAME OF KOATE"—HT 
PRODUCT Dried Factor Vlll Fraction Heat-treated 

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

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

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

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

DOSAGE Fr Dosage 
ADMINISTRATION Each vial of Koate—HT has the Factor VIII activity in IU's stated 

on the label. 

The following formulae provide a guide for dosage calculations:-
Expected Factor Vlll increase (in a/c of normal = 

IU administered x 2.0 

body weight (in kg) 

It should be emphasised, however, that all efforts should be made 
to follow the course of therapy with Factor VIII level assay. It 
may be dangerous to assume any certain level has been reached 
unless direct evidence is obtained. 

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

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

Thus, factors to be considered include the weight of the patient, 
the severity of the deficiency, the severity of haemorrhage. the 
presence of inhibitors and the °actor Vlll level desired. All efforts 
should be made to follow the course of therapy with Factor VIII 
level assays. 

The clinical effect of Factor VII on the patient is the most 
important element in evaluating the effectiveness of treatment. 
It may be necessary to administer more Koate--HT than would be 
estimated in order to attain satisfactory clinical results. If the 
Factor Vlll level fails to attain that expected, or if bleeding is not 
controlled after adequate calculated dosage, fl-e presence of 
Factor Vlll inhibitor should be suspected. Its presence should be 
confirmed and the inhibitor level quantitated by appropriate 
laboratory procedure. When an inhibitor is present, the dosage 
requirement for Factor Vlll is extremely variable and the dosage 
can be determined only the the clinical response. 

Reconstitution and Administration 
1. Warm the unopened diluent (Sterile Water for Injection LISP) 

and Factor VIII concentrate to room temperature but not higher 
than 37°C, 99°F. 

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

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

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

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

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

7. After the concentrate is completely dissolved, withdraw the 
Koate—HT solution into the syringe through the filter needle 
which is supplied in the package. Replace the filter needle 
with an appropriate sterile injection needle, e.g., 21 gauge x 
1 inch, and inject intravenously. 

8. If the same patient is to receive more than one bottle of 
Koate—HT the contents of two bottles may be drawn into the 
syringe through filter needles before attaching the injection 
needle. 

CONTRA Contraindications 
INDICATIONS, There are no specific conti:aindications to the use of Dried Factor 

WARNINGS, ETC. VIII Fraction. (Please read Uses section carefully before use). 
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Precautions 
1. Koate—HT is intended for the treatment of bleeding disorders 

arising from a deficiency of Factor Vlll, This deficiency should 
be proven prior to administering Koate—HT, since no benefit 
may be expected from its use in treating other causes of 
haemorrhage-

2. After reconstitution, administer as promptly as possible and 
within 3 hours. Do not refrigerate after reconstitution-
NOTE : Koate—HT is fully stable without potency loss for at 
least 24 hours at room temperature after reconstitution. The 
recommendation to administer promptly after reconstitution is 
intended to avoid the ill effect of any possible bacterial con-
tamination occurring during reconstitution. Koate—HT, in the 
unopened vial, is sterile. 

3. Administer only by the intravenous route. 

4. A filter needle should always be used for transfer to syringe 
prior to adminis-.ering. 

5. Koate—HT contains levels of blood group isoagglutinins which 
are not clinically significant when controlling relatively minor 
bleeding episodes. When large or frequently repeated doses 
are required in patients of blood groups A, B or AB, the 
possibility of the onset of intravascular haemolysis should be 
considered. 

6. Administration equipment and any reconstituted Koate—HT not 
used should be discarded. 

Warnings 
1. Allergic reactions including chills, fever and hypersensitivity 

reactions, may result from the administration of Factor VIII 
preparations. 

2. When large or frequently repeated doses are required in 
patients of blood groups A. B or AB, there is a possibility of 
intravascular haemolysis. Should this condition occur leading 
to progressive anaemia, administration of serologically com-
patible type 0 packed red blood cells should be considered. 
Also, the administration of type specific cryoprecipitate has 
been recommended for maintaining adequate Factor Vill levels. 

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

4. Koate—HT concentrate is a purified dried fraction of pooled 
plasma obtained from many donors. The presenceof hepatitis 
viruses should be assumed and the hazard of administering 
Koate—HT should be weighed against the medical consequence 
of withholding it, particularly in persons who have had few 
previous transfusions of blood or blood products;

PHARMACEUTICAL Koate—HT should be stored under refrigeration 12 to 8°C). Storage 
PRECAUTIONS of lyophilised powder at room temperature (up to 25°C) for three 

months, such as in home treatment situations, may be carried out 
without loss of Factor VIII activity. Freezing should be avoided 
as breakage of the diluent bottle might occur. 

LEGAL P.O.M. 
CATEGORY 

PACKAGE Each pack contains:—
QUANTITIES One single-dose vial of Factor VIII Fraction containing approxi. 

mately 250, 500, 1.000 or 1,500 IU's, one vial of the appro-
priate quantity of Water for Injection, a sterile filter needle and 
a sterile double-ended transfer needle. 

FURTHER After infusion of Factor Viii, there is an instantaneous rise in the 
INFORMATION coagulant level, followed by an initial rapid decrease in activity, 

and then a subsequent much slower rate of decrease 'n activity, 
The early rapid phase may represent the time of equilibrium with 
the extravascular compartment, and the second or slow phase of 
the survival curve presumably is the result of degradation and 
reflects the true biologic half-life of the infused Factor VIII. 
Studies with Koate—HT in -iaemophiliacs have demonstrated an 
initial 5C°i disappearance time of five hours, and a biologic half-
life of approximately 13 hours. There were not significant 
differences between bleeding and non-bleeding patients. 

Koate—HT has been heated at 68°C for 72-77 hours and there 
is no evidence of any adverse effect upon the properties of the 
product. The heat treatment step has been introduced to reduce 
the risk of transmission of infectious agents. 
Studies have demonstrated that the heat-treatment process used 
in the production of Koate—HT inactivates potential infectious 
viruses, including a retrovirus, but it has not yet been established 
that agents of any major transmittable disease would be inacti-
vated. 

PRODUCE PL 0055/0107 
LICENCE No. 

NAME AND Cutter Division, 
ADDRESS Miles Laboratories Limited, 

OF LICENCEE Stoke Court, 
Stoke Poges, 
Slougri, 
Berkshire, 
SL2 4LY 

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

February 1985 
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FACTOR IX COMPLEX (HUMAN) 
(FACTORS II, VII, IX AND X) 
Konyner 

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

AND THROMBOSIS RISK. 
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C.\L'TfO\: BF.CAL'SE OF THE HEPATITIS RISK. THE USE 
OF KV` i \Es CONCENTRATE IN LIVER DISEASE \4US'f BE 
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Kasp< a n I Kotios  hi­ ' onalut:ed it,., thus. hu had little 
a :cpusurc ;o blood pruuui is !;ad a high riskui Or, ek,pmg I <polos 
.ilia» tut du-t ; t i i i f Itti ('0111 0,1 I r. II to- 

ld for ihusa Is' <Ills a>a~J I thox• s -ith nnld haino,thilia, itoi 
ogle dun,:' 'p r due... H........ Iii' paticnu .rill, SC'. 01< 

henwphil i sell, hart recd,. d nun,rr.nl, inliisiuns of blood laxl 
plasma p„duis. ;h t I II t ill ,( 1 .l h )mutt i snia ll Till 
;cli , c that ills six u , fa.: 11,1  't,, ,list.( , Kama w In,.. 1 1 
1110 td ills' lit ci t lot s- t C t1 t o 1hil:.1 that 1)1000 0! adu.0 
>h ,id not Ix I n, l Ic, ap,1 psi.'', i- Fa 

an 
ults 

Ce: F c;uu, nibli is a, o, IL:c1 ifnlaal use of Kuni'no 0 c<xu'on-
?rate. ill s' ,lads', is nlerrc-d ;u rasa: a•ns.s,''"_" 

CON IRAINDICAT'IONS Do is,,, uw in cue+ of knots it iir er dis-
,ahar 0101';' is an. suspicion u( nit, rv::scu r cal:: oeuLulutt or 

1,11 I5'  is. 

WARNING Fkepailtls Kcnj'ne' concenu•a:c is a purilied 
dried frantien of pouted Plasma obtzunad Norm nuts)\ paid 
donors. The presence of h:n•siltls alrus should beassumed 
and the hazard of adln:nlstering Konenc` cuncenlraie 
should be weighed ag l ,st the medical eonsuqueitco of 
tvIttholding It. particula-ly In persons with few• previous 
transfusions of blood and pla>ma products. 
Tlrombosl C", I p mlirtt do v hp Paso prlat ice 

j 1 , con Ill F tar 0' t nip 
(~

r
 Is't.i ihs .. A,1 cam, <Ii ht aotbocia scr ics Ii' 

r k f sus } r1 n' p d found to b: .ha: 
n th c pa .0 is I On otha:' v t : islim e,.lido asmilabk. Until 

(u, II',,'; cm,,'.' act 1 tuts .1 s .slue cs cis watt ilablc. 
ony`nr- I ulc-a, hit • is no ail - ,t d 'tin  ic,nt_, dv ttgu 

,Icrtn urger,, ..,ill, , ry .It.G n ,, I a
u•n
f.<u of its 

s: uutacrilh the T, a: , crd hiss u! x` pwsi!>dicc of 0110111' 
basis, 'Otis espcct Imt ttllpd,.ntu tl , h,, roar Ix- prcdi>-
posc-d to ,bn'mibosis. In Na as',_ i cs and cellos Ltrga' 
qu_mtIinves of Kos , - •:.vans ,. c corded hoseiscr . list'
of O.L. .if the asi;IblBhod pruphdart;c aniiroagu Ian) re!-
Hams mac besonsidrred- 

S-n,a therm is this ! it \ L 11 <11 Uit Si.,' ,, .1 °hat the 
ph, atriaa g1.r <s.iii,l in 11011 III,' , 1 lu i ,u II. ill- pat .ini (ut the 
mr:,.nth fanilvi ills' t_hu • licks of k sae or s,ahhuldn, ihts 
product. The t should it,,, put,utrid -a1op hrpat(is as a result of 
the i cain. it „d m a il nu. . e as ,ar<. these is nut 
nearly 

u 
th be krhhuud of renln --. intent Sr Ft h will aknust surely fal-

low an unaspl:tinvd .Ind una.poctcd an:a,uuo. 
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2d. Examples of Warnings in Documents 

Provided by Immuno Ltd. 
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DATA SHEET 

name of product: KRYOBULINTM

Dried Human Antihaemophilic Fraction B.P. 

presentation; Dried Human Antihaemophilic Fraction is a white 
to yel lowish amorphous powder or friable solid 
without any characteristic odour. 
It is prepared from the plasma of donors whose 
transaminase levels are constantly checked and 
whose donations are shown by R.I.A. to be free from 
H B Ag, Pooled plasma and the final product are also 
tested for freedom from HBs Ag. 
It is packed in vials each containing approximately 
250,500 or 1 000 International Units of Factor VIII. 
Separate vials of solvent are also provided, these 
being Water for Injections B.P. 
1 International Unit is the amount of Factor VIII 
activity contained in 12.745 mg of the 2nd 
International Standard for Blood Coagulation 
Factor VIII Human. It is approximately equivalent 
to the Factor VIII activity in 1 ml. of average normal 
plasma. 

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

Haemophilia A 
von Wille brand's disease 
Haemophilia complicated by Factor VIII 

inhibitors 

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

Factor VIII must be made to allow correction of 
the deficiency by Kryobulin administration, but 
for guidance an estimation of the required dosage 
can be made by the following calculation: 
To achieve an increase of Factor VIII 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. 

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 1 2 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 
6 to 12 hours may be required. 

Heavy bleeding into muscles: 
Immediate treatment is required to prevent 
permanent deformity and loss of function, and 
initial im mobilisation of the affected area is 
important. An initial dose of 15 to 20 i.u./kg. 
should be given, the maintenance dose to be 10 
i.u./kg. a t intervals of 6 hours from the first to the 
second day, and at intervals of 12 hours from the 
third to the fifth day. 

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

Major surgery on haemophilic patients: 
The initial dose should be at least 25 to 50 i.u./kg., 
and the maintenance dose 20 to 40 i.u./kg. at 
intervals of 4 hours from the first to the fourth day, 
of 8 hoursfrom the fifth to the eight day, and of 
12 hours until all wounds are healed. 
The effect of treatment must be checked daily. 
Factor VIII activity should not be allowed to fall 
below 50% of the normal 1 00% average value. It is 
important that treatment be continued until all 
wounds have healed completely, as the risk of 
haemorrhage persists till then. 
In addition to monitoring Factor VIII activity, tests 
for the development of Factor VIII inhibitors should 
also be made. 

Dental extractions: 
The required dosage depends on the number and type 
of teeth to be extracted, and on the severity of the 
haemophilia. If one or two teeth are to be extracted 
from a patient with severe haemophilia, an initial 
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dose of 10 to 20 i.u./kg. should be given. L 3. Factor VIII Inhibitors 
Maintenance treatment with this dosage at intervals The appearance of a circulating Factor V!!! 
of 6 hours from the first to the third day, and 8 inhibitor is possible. Its appearance cannot be 
hours from the fourth to the eighth day after predicted as it does not relate to the amount of 
extraction, should be given. If more than two teeth Kryobulin administered, nor to the frequency of 
are to he extracted from patients with severe administration. As far as is known neither 
haemophilia a minimum initial dose of 20 to 30 corticosteroids nor immunosuppressive agents 
i.u./kg. should be given, and a maintenance dose of significantly influence the formation of inhibitors. 
10 to 20 i.u-/kg. at intervals of 6 hours from the 
first to the third day, and of 8 hours for twelve pharmaceutical Kryobulin must be stored between 20 and 6° C, and 
more days. The plasma concentration of Factor VIII precautions: protected from light. It then has a shelf-life of two 
should not be allowed to fall below 10% of the years. When stored between +20° C and + 30° C it has 
normal 100% average value. a life of six months. 

Factor VIII assays should be used to monitor the legal category: P.O.M. 
effectiveness of treatment, as partial thromboplastin 
time gives a less accurate value when large package quantity: Kryobulin Home Treatment Pack 
quantities of Kryobulin are being used. ck pacck contains: pa

1 rubber capped vial containing 250 or 500 i.u. 
SolutionsSolutions  Kryobulin must be administered of

fy,at 
Dried Human Antihaemophilic Fraction BP 

intraveno 1 a rate not exceeding 10 ml. in rubber capped vial containing Water for Injections BP 
3 minutes.

contra indications This pack also contains a syringe 1/V needles, 
warnings, etc.: Although the danger of volume overload is small 

winged adaptor needle and filter needle. 

with Kryobulin, during major surgery monitoring Kryobulin Hospital Pack 
of the patient's central venous pressure and blood Each pack contains: 
pressure, and serial chest X•rays, may be advisable. 1 rubber capped vial containing 1,000 i.u. Dried Human 
In disseminated intravascular coagulation associated Antihaemophilic Fraction BP 
with low Factor VIII levels Heparin should be 1 rubber capped vial containing Water for Injections BP 
given to interrupt intravascular coagulation before The pack alsc contains a filter needle. 
therapy with Kryobulin is started. All three presentations of Kryobulin are available in 
A low incidence of adverse reactions is experienced red packs where the product is obtained from 
with Kryobulin, but the following may occur: European plasma and blue packs where the product 

is obtained from American plasma. 
1. Allergic reactions 

All forms of allergic reaction from mild and further Kryobulin is especially suitable for Home Treatment. 
transient urticaria to severe anaphylactic shock information: Packs contain all requirements and can be stored 
are possible when human plasma derivatives are in a domestic refrigerator for two years and for up 
administered. If such reactions occur, treatment to six months at room temperatures not exceeding 300C. 
with Kryobulin must be interrupted at once. 
Allergic reactions should be controlled with product licence Product Licence Number: 
antihistamines and corticosteroids and routine number, name 0215/0003 
treatment given for anaphylactic shock. and address; 
Monitoring of pulse rate and blood pressure is Product Licence Holder: 
essential. If the pulse rate increases and/or blood Immuno Limited, 
pressure falls transfusion of 5% Dextrose should Arctic House, Rye Lane, Dunton Green, 
be started. Nr. Sevenoaks, Kent TN 14 5H B 

Tel, No: Sevenoaks (0732) 50342 & 58101 
2. Hepatitis Telex No: 95413 

Despite the precautions taken in the selection date of 
and testing of donors and donations, the risk of preparation: February 1979 
transmitting hepatitis cannot be entirely excluded. Kryobulin is a registered trade mark. 
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DATA SHEET 

name of product: PROTHRONPLEX TM Partial Prothrombin Complex 
(Human). Prothromplex contains coagulation 
Factors II, IX & X and is indicated for the treatment 
of Factor IX deficiency (Haemophilia B) 

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

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

uses Treatment of cases of Factor IX deficiency 
{Haemophilia B) 

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

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

dosage and 
administration : Immediately before use Prothromplex must be 

dissolved in 10 ml of the solvent provided. 

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

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

.:,:•.v:e1{y~,.~~,::ta+4Ye, x;,NwA:ua„̂~. :4.K.u:kv:5.v:nYn54Ont,a ti4:.:::7,w,t:xn'1n~n.~~:.u.1'-v~w'.r 4bx'F, Y.eV+:tA)'~'4t+.'F~~cicra: 

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 bodyweight w 1% increase 
of Factor IX in the patient's plasma. 

Maintenance dose 
CLINICAL Therapeutically Initial dose in at intervals of 6to 

wanted minimum units Factor IX 12 (24) hours in 
Manifestation Factor IX level per kg bodyweight units Factor IX per 

kg bodyweight 

surface bleedings of 
the skin and mucosae 

superficial or deep 
haernatorna 

haernarthoses 5- 10% 

slight bleedings 
following injuries 

uncomplicated dental 
extractions 

severe muscle 
haernatoma 

moderate bleedings 
following injuries 

gastric and intestinal 
haemorrhages 

bone fractures 15 -30% 

cerebral bleedings 

haematuria 

complicated dental 
extractions 

minor surgery 

15U 7-15U 

20-30U 15-30U 

major surgery more than 50% 75 U 50 - 75 U 
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It is suggested that a high initial dosage be chosen to 
ensure a rapid and sufficient increase of Factor IX 
thus achieving a reliable cessation of bleeding. Here, 
as well as with the subsequent maintenance therapy 
the initial short half-life of the coagulation factors 
has to be considered. Depending on the in-vivo 
half-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 I X activity. 
Treatment should be maintained up to the resorption 
of the tissue haemorrhage or until the wounds have 
healed completely, thus ensuring a complication-
free post-operative course. The special advantage of 
Prothromplex lies in the fact that by application of 
small volumes of fluid and a slight amount of 
protein a high concentration of circulating coagulation 
Factor IX is achieved. The danger of volume or 
protein overloading of the patient is avoided even 
with the administration of high dosage. 

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

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

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

1) Allergic reactions: 
All forms of allergic reactions from mild and 
temporary urticarial rashes to severe anaphylactic 
shock are possible when human plasma derivatives 
are adminstered. 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 pulse rate and 
blood pressure is essential- If the pulse rate 
increases and/or the blood pressure falls a 
transfusion of 5% Dextrose should be started. 

2) Despite the precautions taken in the checking of 
donors, donations and the final product, the 
transmission of hepatitis cannot be entirely 

excluded following the administration of 
coagulation factors, 

3) During every type of therapy involving blood or 
• coagulation factor concentrates, the occurrence of 

a circulating coagulation factor inhibitor is a 
• possibility. The time at which such an inhibitor is 

produced cannot be predicted and depends neither 
on the amount of the plasma preparation 
administered nor on the frequency of the 
administration. As far as is known neither 
corticosteroids nor immunosuppressive agents 
significantly influence the formation of inhibitors. 

pharmaceutical 
precautions : Prothromplex has a shelf life of one pnd a half years 

when stored between +2 0 C and +6 C, 
protected from light. 

legal category P.O.M. 

package quantity : 200 units or 500 units of Factors I I. IX and X in each 
container, 

1 rubber-capped vial containing lyophilised 
Prothromplex. 
1 rubber-capped vial containing 10 ml Water 
for Injections B.P. 
1 10 ml disposable syringe. 
3 disposable needles. 

further 
information : 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 I icence 
number, name 
and address . Product Licence Number: 

0215/006 
007 

Product Licence Holder: 
I mmuno Limited, 
Arctic House, Rye Lane, Dunton Green, 
Nr. Sevenoaks, Kent TN1 4 5HB 
Tel, No: Sevenoaks (0732) 58101 & 50342 

date of Telex No. 96413 

preparation May 1979 

Prothromplex is a trade mark 
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