OXFORDSUIRE HEALTH AUTHORITY
OXFORD HAEMOPHILIA CENTRE O/\(

Sl e Churchill Hospit.
Headingto

i . Oxford 0X3 7L

11th January, 1382

Ta all Haemophilia Centre Oirectars
' |

Dear Colleague, .l

You are na doubtiaware 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 risk of transmitting
hepatitis 8 and -non-A non-8. As e products -have been
subjectad to a heat treatmen
of the bulk of fibrinogen b ogther met
E-propiolactone and UV -ligh{ or differential adsarpt
used. Although initj : uction batches may have bi 7= faor
infectivity by injécting them into chimpanzess it is unlikely at the
manufecturers will te able ta guarantee this form of quality cohtrol far
all future batcheg. It is therefore very important to find out|by studies
in human taings tp what extant the infectivity of the varicus cgncentractes
nas been raducea.) The most clear cut way of doing this, is by agminis ring
those concentrpces to patisnts requiring treatment whe have not bteen pravicusly

s such as \treatment with
n-elution may be

exposad tao rge poal concentratas. Thaose patients are few in number buf a2
studv along thosa lines is being carrisd out at Oxford to determine the

inFectivit) of factor VIII concentrates produced by the Plasma Fractiopdticn
Laboratory, Vv shows

o

as possigle”whether the manufacturing methods used to reduce the hepatitis

is no cdoubt that the introduction of 'hepatil

Althaugh there
titute a major advance we hope vou will agre

products would can
their usz an a 'na
hinder ccntrolled
thinking this:-

with us theat

tudies in the future. There are

1. The best way af essessihg g recocvery <7 activity,
side egffectsz etc., is by prd iinical studiss. Sipce e
aumter of products ares likely to be initroducad in the nex:t 72w months a
core g7 'at riszk' patients will be neegsd Ffeor tnis asssssment. I ois
Tar the trzatment of such gatiznts thet sroducers will makes thsir

. orcoucts availiable. IF patisnts @t risk are trsa2tad on e 'nam=d patiant!

‘“  Dpasis they will be unavailabls Ffcor clinical trizls anc tne rssuliis will

Zs cF 2necqdotal value only.
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1 - 2.
2. For the purposes of a Product Licence the manufacturers are required to
set ocut to the Regulatory Authority in the U.K. the gvidence of
product efficacy and safety and details of pracessing, batch to batch
reproducibility 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 NIBSC. 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
a5 an ongoing caontrol, measurement of thtal protein, claottable protein,
factor VIII antigens- and activity ratic!etc.. will help to ensure that
the materials have been properly processed. Even if factor VIII . |
concentrates are subjected to similar p#stéurization processes as thase
used to sterilise albumin and othesr simple plasma protein fractions they
Y may naot withstand dematuration to the same extent. Formal trial of
{ efficacy and an-going monitoring af quality control is thus- important.
|

~—

en juatifiable but

Use of a procduct on a 'named pati
\‘ "been established in the

by-passes theses regulatory cont
. interssts aof patients.

We are therefore writi to let you knew that the Hepatitis Working
Party are discussing plans(for Clinical Trials of these products as they
become availzble and will 1+ necessary request exemptiaon from a clinical
trials cerzificate in resppct of individual products in order to expedit
trials. We hopoe that the ompanies concerned will collaborate in these
trials and will cffer a ropriate supplies of their concentrate as well as
financial support. '

Unfartunately tiere is insufficient time available to air these
prablems 2t -tha nex: eating of the Haemoghilia Centre Oirectors but i+ you
have a2ny cbservaticns\we would be mast grateful to learn of them as soon as \
passibls,

(J‘ With 2il bssi/wishes,

)—‘ Yaurs sincerelu P
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