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To all Haemophilia Centre Oirectors
- - | [

Oear Colleagus, ‘! 1
H i
You are no duuht:awara that at least 4 commercial campaniesiare
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 B and -non-A non-c. As e products .have been
subjectad to a heat tresatmen

af the bulk of fibrincgen b S such as \treatment with
E-aropioiactone and UV -lighi or differential adsorptign-slution may be
used. Although initiz uction batches may have b = for

at the
trol far

cting them into chimpanzees it is unlikely
be able to guarantee this form of quality co
. t is therefore very impertant to find out|by studies
what extant the infectivity of the varicus cgncentractes
The most clear cut way of cdoing this is by acmifl
s to patients requiring treatment who have not Ezen p

infectivity by in
manurtacTurers wil
all future batche
in human Teings ©
nas been raduceag.
those concentr

exposad tao Tge poal concentratss. Those patients ars few in number but a
study along thosa lines is being carried out at Ox¥ord tc detarmine the

infectivity of factar VIII concentrates produced by the Plasma Fractigpdtioen
Laboratory,\Oxford and Elood Products Laboratory, Elstres. Thisz study shows

resulted in a preoduct with undesirabls charactaristics such

content |of denatursd protein, reduced factor VIII recavery in vivc, ducec

Although there is nc coubt that the introduction of 'hepatigis-safe’
products would constitute a major advance we hope you will agrep with us that
their usz on a 'napmed patient' basis would oe undesirable and ght sariosusly
hincer controlled studies in the future.  There are sa T reasons for
thinking this:-

d chsarviag recsvery o7 activily,
side gffectsz etc., is by pro i ALinical studiss. Since a
aumber of oroducts are likely to be introducac in the next 2w months 2
core of 'at =~iszk' patients will ba nesgsd for InLs gsssssmant. It 1s
far =he tr=zatment of such patisnts that sraoducers will maks thsi

. nrecucts availanle, If patisnts et risk arg trsatsd on & ‘nam=d oatisnt’
‘~ pasis they wiil be unavailabcls for clinical trizls enc thne rIzuals will
s of a2necdotal value aonly.

1. The best way of assessing



i = 2.
2. For ths purposes of a Product Licences the manufactursra are required to
sat put to the Regulatory Authority in the U.K. the evidence of
product efficacy and safety and details of processing, batch to batch
reprogucibility toxicity tests etc., which help to ensure quality
contral. In additicn there would be a reguirement for samples of sach
bateh or batch protccol to be submitted if requested to the Regulatory
Autherity for assessment at NIBSC. Manufacturers could be laible if
subseguent 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 cngoing control, .measurement of total protain, clottable protein,
factar VIII antigens and activity ratin' atc., will halp to ensure that
tha materials have been properly nrunus:ud. Even if factor VIII
concentrates are subjected to similar phutau—izatinn processes as those
used to steriliss albumin and other simplas plasma protein fracticns they
may not withatand denmaturation to the same extant. Formal trial of
efficacy and cn-going monitoring of guality centrol is thus important.

fifiable but

Use of a procduct on a "named patl
ished in the

"* by-peszas thasa regulatory cont
. intersata aof patients.

Wa are therefore writ ta lat yocu knew that the Hepatitis Waorking
Party are discussing plans|for Clinical Trials aof thaas products as thay
tecome available and will {f necassary reguast exemption from a clinical
trials cartificats in rasgjct of individual products in order to expedit
trials. Wa hooe that the anies concamed will collaborata in thase
trials and will cffer apgfopriate supplies of their concentrate as well as
financial support.

Ln‘:r'_nntuly there is insufficient time available to air these
protlems st-tha naxt\meating of the Haemoghilia Cantra Oirectors but if you
have any coaservaticzns would be most grateful to learn of them as soon as
poasiblse.

("] With 21l bBaat

@



