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Thank you for your letter of the 18th ApP¥iI: ia-ﬁ._____________

I think the position, which is one I would support, of Dr LudIlam
is that if any evidehce could be generated that suggested the immunogenicity
of the heat treated product might be different from existing products (which
are immunogenic to about 10% of haemophiliacs) then he would be much more
cautious with regard to the speed at which the phase I clinical studies were
implemented.

Dr Ludlan's- approach is a well known one. You take the antigen and
compare 1ts reactivity, with known antibodies, with the other antigen. If
you discovered there was no difference then, as far as this test allowed -
inevitable lack of sensitivity and specificity - you: would assume the two
products were likely to be immunogenically indistinguishable, and press on,

r. post haste, with the trial. If the new product behaved differently then
you would assume thit the material had-been damaged in some way. This would
lead to a cautious approach (not .post haste) and a second patient would not
be infused until the first had probably had a second (or third) dose and
studies were completed with regard to the generation of an antibody to the
new product, This Second patient would go through the same laborious process - ;
because the first may be a genetically poor responder.

I do not, therefore, regard the study proposed by Chris Ludlam to be
either unnecessary or premature. It's partly about medical ethical consider-
ations and-also the time required to complete the phase I trials. The problem
is even more complex for the clinician because he will infuse patients who are
already pre-selected (the 90% who don’t develop antibodies). Even greater care
wlll be required on infants who have not been exposed to factor VIII. The 10%
who develop antibédies”fo‘normal‘VIII‘may react in very unusual ways to the heat
treated product.

Kindest regards,
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