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11.5.87

To: Or. Schoppmann

Following our discussions last Friday, please find. attached
the questions and proposcd response,

I have now had a chance to discuss :thesc further with
Peter Coombes ancd the DI15S are giving apparent priority to our
( Kryobulin application at the present time in the hope that it
' will be considered in July. If possible a reply by Tuesday
would he much eppreciated and as discusssd if you can let us
. have some preliminary ststement on the Hepatitis re-challenge
test in relation to Kryobulin then we would very much like
to mention these results at this timas.

Thank you again for your help last wesk,

With best wishes.

GRO-C

—

R. Nicholson,
Immuno Ltd
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Whot 15 the essay for specific activity and whot ore the limits
of error?

The assay for spscific activity is the Two-Stage Fartnr VIII
aasay and ¥joldskl Tesl. I1ne limits of error for the Factor
Y111l assay are 72 to 128% and for the protein assay 96 to 104%.

2. What is meant by "Stability satisfactory™?

This means 1n accordance with the requirements of the BP and EP,
-1

3. Is the antibody used in the Two-Dimensional Laurell Electrophoresis
a spiecitic antibody to the iatoch molecule or will it react with
fragmentg?
If fregments or aggregates were generated during the vapour heat
trustment process then a different pattsrn would be found in the
( Two-Uimensional Laurell Flectrophoresis as the generationiof
fragments and apgregates would affect the elsctrophoretic mobility.
" The SOS page electrophoretic separation is in any case a much mors
sensitive method for detecting neoprotein: formation and the data

presented in the analytical raport indicates that significant
amounts of fragments or aggregates are not generated during the
vapour heat treatment process.

4, Please comment on the inactivation data given for Kryobulin.heat
trested, steem treoted ond vapour heuatsd with references to the
apparent differences shown due to the purity of the product.

Inactivation data is presented for three products in order to
allow comparicon with producis previously submitted for
licensing and to show the impreovements in inactivation shown
by Kryobulin vapour heated.

Kryobulin beat treated is our current licensed product (10 hours
L 6000 Dry heat). Kryobulin studm treated was the subjsct of our
uhsuccussful variation submittsd on 5th March 1986 (1 hour 600C
’ increased moisture and pressure). Kryobulin vapour heasted is the
subject of this variatioun (10 hours 800C incressed moisurs and
‘pressure),

The difference in log steps inactivation of HTLVIII due to

freeze drying is not attributed to the differing purity of the
steam and vapour heated products but reflects a small variability
in the prusclution of the reverse transcriptass assay. Irrespective
af the product tested, in 3ll assays purformed on the "steam” or
"vapour” huated praduct, the inactivation shown by freszae drying
and ane hour hesting at B09C slwovs showed a four log step
reduction cverall. However, the reverse trouscriptase assay whllst
retuining & scnsitivity of one infecticus unit HTLVIII hes s
resolution of + 1 log step. 7The difference Letwsen 4 and 3 log
stops reduction roflects this feature of the assay.

The tigurs of zero WTLVIII activity shown at the end of the 10 hours ;
¢f vapour heat trcstment is howsver not called into question as
the absolute sensitivity remains at one infectiocous unit due to the
way Lho assay is performed as outlined in the seclions relating to
the assay procedure.
TOTAL F.Q3
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