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Harker. Virus Meeting:

“The meeting opened with a nunber of technical presentationg mstly from
‘the staff of the 03. pp, Dennig Donohue gaye rt_he‘op-eni‘ng‘remarks in

i

Dave Alronson made a Statement Tegarding the Problem and Pointed out that
HBY and KANg are the only Presently known Yiruses ip plasma Products, He
“indicated that there are othey viruseg (implied Candidate AlIDS agents)

which may contminatrplasma Products, namely HTLY and Serum parvo-1ike ' )
virus (SPLY). . The risk from hepatitis g today ig very low, whereas the , ’ ,
"HANB rigk 4pproaches 100X in plasma Products, Aaronson listed methods to .
reduce virys. load in Plasma products: 0 Lo b ' "
S Loy fractionation with pEg o A J
2.. By affinfty»chro:natography (S:an.ley Charm) - rr‘ . " .
$ 3. Chemical inactivation r2thods ' ‘ of {
4. Use of 14pyy solvents , T 1
5. Use of physica Rethods such a5 hegt ' v L7 : L’
Br. Hiatt, , former mamber of the Divis{gn of ‘Biologics Standards. (0BS) 1
. Staff, gave a ratmer theoretica) Presentation on Virus fnactivation -
referring back to work done some 30 Years ago, : e ~
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Following the closed sessions, the panel deliberated on what they had -
heard,. Some of the points made included the following: DOr. Bove stated
that he had heard nothing that in his opinion would allow licensing a
product without chimpanzee studies {.e., marker viruses had no meaningful

. correlation with results obtained in chimpanzees with hepatitis viruses. -
Then Bove stated that inactivation of marker viruses can be useful as a
guide in selecting. procedures which would be ultimatiey confirmed in
chimp studies. :

Reference was made to the so-called *hidden agenda® (referring to AIDS)
With the recognition that many users of plasma products are concerned
with this issue. Obvidusly, aothing in the regulatory responsibilities’
and Tabeling can deal with the AIDS issue. Bove further said that
markers are a process developing tool not & licensyre or labeling tool.
Donohue stated that a temporary position paper will be issued in the use
of marker viruses. This rust wait on input from Dr. Robert Gerety. :

Meeting with Drs. Purcell and Feinstbne:.

Following the opening meeting, we had a discussion with Drs. Bob Purcell
and Steve Feinstone in their laboratory regarding the use of chloroform
and inactivation of hepatitis. These gentlemen are the inventors on 2
patent application which Cutter has licensed from KTIS non-exclusively
from the the government., With respect to chloroform, these inyestigators
believed their system more efficient that the Ether-Tween 80 lipid
extraction method. Chloroform is classified as & carcinogen and it would
be necessary to insure total removal. o : o

TEL

Factor VIII preparations extracted dry and in solution retained most of
the VIII:C activity. : .

We discussed how they might interact with us in pursuing their chloroform

_procedure. Purcell indicated that they can 2id us in planning our chimp .
studies and give us counsel and advice but, as employeces of the ’ :
government, they cannot receive compensation. They indicated that they
could meke available to us the H strain of NANB plasma for studies that
we ®ig“t wish to carry out. -They could visit us and present a seminar if
the ir itation and expenses were paid for by a non-profit organization

. -@.8., CTunity blood bank or university. Our gereral impression was
that ‘Purcell and Feinstone would be excellent collaborators with whom we
could work. They 2re probably also involved with other manufacturers

" €.9., -Armour, Kabi? :
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We had an interesting hallway conversation with Alfred Prince, who {s
head of thé virology 12b 2t the New York Blood Center. Or. Pr1nge also
heads a chimpanzee facility in Liberia, where studies with hepatitis have
been carried out. We spoke to Dv. Prince about the availability of
chirps for studies we might wish to engage {n and he indicated that he

© could acconmodate us. We will need to follow this up in greater detail.
He further indicated that he did not believe his process emloying Tween
80 and ether infringed on the Shanbrom patent, but this issue will have
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Dr. Finlayson described a number of chemical inactivation procedures. He
pointed out that Dr. Lo Grippo had screened some 623 chemicals with a
battery of viruses in serum and ADC plasma and from that summarized 5
effective inactivators: : s

1. Ethylene oxide

2. Butylene oxide

3. Sulphur nustard

4. Kitrogen mustard
5. B-Propiolactone (BPL)

He focused on BPL and from this work emerged the products presently _
manufactured in Germany which are cold sterilized with BPL. BPL acts as
an acylating or alkylating agent depending on the chemical site on which
it reacts. - He referred to a paper by Stephan, who wis able to show by
irrunoelectrophoresis that albumin treated with BPL had a different -
migration.

Dr. S. Feinstone of the NIAID who works with Purcell gave a very
interesting presentation on inactivation of NANB -and HBY using lipid .
solvents but particularly focusing on chloroform. In his laboratory,
they have a source of NANB referred to as H-plasma from -a donor named
Hutchinson which contains 106 CID/m). Then he described his experiments
.on the use of ‘chioroform inactivation of hepatitis B and KAXB wirus.
These experiments were very interesting to us because the results were
verified in chimpanzees. He adlso described ‘Alfred Prince's work (New”
York Blood Center) on the use of 1% Tween 80 and 20% Ether for T
inactivation of "hepatitis B viruses ang KANB. Again, the Hutchinson
sirain of KAKB was used. It was mentioned that Dan Bradley at COC has
2¥so carried out experiments with chloroform which demonstrated its
effectiveness.,

N=NOCO.

Ed Tabor reviewed the requirements for carrying out chimpanzee studies of
hepatitis inactivation in plasma products, o
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Following these presentations, all of the manufacturers which included |
Alpha, Armour, Behringwerke, lImnuno, NYBC, Hyland, snd Cutter gave closed
session presentations to the Blood Products Advisory Committee on in- ‘
house work with inactivation of marker viruses. M. Mozen made the Cutter
presentation. Aaronson asked whether we have tested porcine parvo virus
in albumin sotution at 60° for 10 hours. .We have not done this but

intend to do so. Nothing substantive came out of the Cutter closed
session presentation. : .
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