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OXFtORL)S1!IRL HEALTH AUTHORITY 

Cj!FO};U HAEMOPHILI.a CENTRE 

To all Haemophilia Centre directors 

Dear Colleague, 

Churchill Haspit. 
Headingto 

Oxford CX3 7L 

11th January, 1982 

You are no doubt, aware that at least 4 commercial companies are 
about to introduce•preparations of factor VIII and possibly factor IX 
that have been processed in an attempt to reduce the r,sk of trainsmitting 
hepatitis 8 and non-A non-E. As s we know a products •have been 
subjected to a heat treatmen recess uch past urination after removal 
of the bulk of fibrinogen b other met s such as treatment with 
E-propiolactone and UV-ligh or differential adserpt n-elution may be 
used. Although inita uction batches may have b for 
infectivity by in cting them into chimpanzees it is unlikely at the 
rr.anufacturers wil be able to guarantee this form of quality cc trol far 
all future batche . It is therefore very important to find out by studies 
In human wings t what extent the infectivity of the various c ncentrates 
has bean reduces. The most clear cut way o- doing this.is by aomin 

s ring 
those concentr es to patients requiring treatment who have not been pr viously 
exposed to rge peal concentrates. Those patients are few in number bu a 
study alon those lines is being carried out at Oxford to determine the 
_ifectivit of factor VIII concentrates produced by the Plasma Fractio tion 
Laboratory, oxford and °load Products Laboratory, Elstree. This st y shows 
that it is p ssible to demonstrate infectivity using quite small n bars of 
previously u reated patients. It is very important also to find a t as soon 
as possIbJ.ewhather the manufacturing methods used to reduce the hep itis 
risk ha resulted in a product with undesirable characteristics such s high 
content of denatured protein, reduced factor VIII recovery in vivo. ducec 
factor 'TI !-life in vivo, increased incidence of =actor VIII ant ;,odies or 
of ir:nune ccmalex disease. 

Although there is no doubt that the introduction of 'hepatj is-safe' 
products would can titute a major advance we hope you will ogre with us that 
their use on a 'na ed patient' basis would be undesirable and rr ght sariously 
hinder controlled tudies in the future. There are - - reasons for 
thinking this:-

1. The best way of assessing f=icie y d cbserv-i a recovery ac_ivizy, 
side effect= etc.. is by pro v conduc inical studies. E'_Hoed 
number of products are likely 

to ce introduced ,n the next few months a 
care of 'at risk' oa Tents will be nesoed for t''_s ass sent. I .s 
-or the treatment o- such catients that croduoers will miaxs ti s-ii 
pr ccuct5 available . If patients at risk are __ _. _2d on a • and oatief 
oasis they will be uravailaele fcr clinical crals anc the _zs will 
be of anecdotal value only. 
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2. Far the purposes of a Product Licence the manufacturers are required to set out to the Regulatory Authority in the U.K. the evidence of 
product efficacy and safety and details" of processing, batch to batch 
r.epracucibility toxicity tests etc., which help to ensure quality 
control. In addition there would be a requirement for samples of each 
batch or batch protocol to be submitted if requested to the Regulatory Authority for assessment at NI65C. Manufacturers could be laible if 
subsequent batches failed to meet the original product protocols and 
import of such products could be prohibited'. Although it. will not be 
possible for the Regulatory Authority to check infectivity of batches as an ongoing control,-neasurement of tdtal protein, clottable protein, 
factor VIII antigens- and activity ratio! etc., will help to ensure that the materials have been properly processed. Even if factor VIII 
concentrates are subjected to similar Rast'eurization processes as these used to sterilise albumin and other simple plasma protein fractions they may not withstand denaturation to the same extent. Formal trial of 

f efficacy and on-going monitoring of quality control is thus- important. 

Use of a product nn a 'named pats basis s en ju tifiable but 
by-passes these regulatory cant s which ha been esta fished in the 
interests of patients. 

We are. therefore writi to let you know that the Hepatitis Working 
Parry are discussing plans far Clinical Trials of these products as they 
become available and 

will f necessary request exemption from a clinical 
trials certificate in resp ct of individual products in order to expedit 
trials. We hone that tha mpanies concerned will collaborate in these 
trials and will cf=era ropriate supplies of their concentrate as well as 
financial support. 

Unfortunately t.ers is insufficient time available to air these 
prables et the next eeting of. the Haemochilia Centre Directors but if you have any observations we would be most grateful to learn of them as soon as 
possible. 

With all best wishes, 

Yours sincer.2.lu.-._._. ._._c._._._._._._._._._._._._._._., 

G RO-C 
GRO-C 

.L. Bloom C.R. Rizzo 
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