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courses of action ars

rars
ERaN

r is prorvosed that action

of neat, radiation and hydrophobic adscrption on FVI
also provosed that action be faksn to investigate ol
tran chimpanzees, notacly owl monkeys, using ssiapll

proposed that a model of nepatitis B inactivation be

3

nepati irus as the closest aralogue. This will

<

IT aczivities. It is

ner infectivity assays

shed colonies. Tt is also
set up using Woodchuck

assay of
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samples in the J.5. or estatlisnmen:t of a2 Woodchuck colony here.
it may zlso te desiracle to write a research grant to apply for sufficient
funds <o use the existing commercial chimpanzee infsciivity model. Efforts

are coniinuing tc maks personal contact with lesading zroups in the field

=

(e.z. NIH) to stay abresasc of current and future developments.
{
ipologiss {or abssnce were received from Zocby Sommerville. ?
Roughly sveaking, three courses of aciion are teing undertaken é
simultanecusly. These are: |
1. Study of the conditions of inactivation by neat, irradiation and nydro-
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, nor-i, non-3 arnd Woodcouck Z.V.

Tetailed acticns under these neadi: are as {ocllows: i

1. Zrnactivaction Proczsses:
() 2.7.C. (Al2x “cLeod, Teter Tosier and ?) should continue fheir work !
- '
on trhe heat process as developed by 2enriagwerke. This copnsisis of :
neating to 20°9C for 10 hours in the presence 0% sucrose and 2
slyjcine and ~zs a yisld of siological activity of 5%. Atterots
aust ce mads Lo existing intermediate purisy naterial,

salt additives. We are entitled to assume the resulis of 303  hat

[N

50°C/10 a inactivates non-A, non-3 by chimpanzes assay (Tazor 2t al).
(o) 582 will arrange for more samples o be irradiated at different

from differant degrees of fibrinogen removal, fo
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see the sffect of these variatles. Supplies of vercine high potency

IYITI:C may have o be purchased if suiitable marterial is not
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orocured grasis from Speywood. At present, it seems that low

following 2.5 miad,
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tnough reduced water content ard/or low temperature during irradiation

could otviate this protlem. Unfortunately, tre zxisting commercial

(<)
from Xati) a2nd see if it removes :he different activizies from a FVIII
complex. If{ it does remove tnem, conditions must te sougiat fo prevent
malor loss ¢f TVIIL:C especially. If it does not remave them (desired
resuli) we are entitled to assume that 3V will te removed. Jowever,
this is not a zmajor tenefit since H3V is a minor risk now cempared to
son-4, non-2 nepaiitis. There is a good chance (which will reguire
sroving) :that non-A, non-3 will Ze removed also Sy this approach. LE
Ty ofor
atad (e.z. 2noxide - marcaptfan coupling) %o
T2, out to avoid tne orotlem of
(since it is implied in Zinarsson’'s paper)
agarose will te ifried. The
Test candidate on the grounds of chemistry, rigidity and porosiiy is
Sspnacrri E-10C0.
| 2. Infectivity izsars:

=

Zecause of the time taken to solve this prodlem, iL is agpropriats

trait eiforts te mads now vefore any posiiive resulis are available {rom the

inaciivation study. One general point sniould Te made and that is thal since
. neating (£0°C/190 =rs) is now widely rneld to te effective in desireying
o2
infectivity, we might be able to dispense with an infectivity model completely

and zo straight %o human btrials is what Benringwerke are doing), if we

could improve ths yileld of FVIII:C after heating.
(a} 235 is contacting varicus persons in North dmerica with a view to

arranging infectivity &trials of aepatitis 3 and non-i, non-3 in owl
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monKeys. Colonizs exist in Panama (Gorgzas ILostitute) and in Marvland

. Other colonies 2xist iz J.X. and JW 1s pursuing these

for more dezails.  3otn Zdinturgh University (3ush Istate) and
Inveresk Research are atle to offer commercial rates of colony care at

least an order of zagniiude less Ilan cnimpanzees and with a much shoriar

zime scals. least, the owl nonkey is

3 (and non-%, non-3).

slass (Uslow

s, wrhicn 1s an XN& virus, sizmilar in
many respecis to the enferoviruses like volio.

{0) Information is aolonies,

and now they : uzed, whs :lis ¢ zein cral and at what
costs. iz is jounger
aze & Na3 also

MIE costs (contraciad fZo 2 colony in Y.S.) are lewer
tman trose La Litaria. i3 we are rmot 2 commercial concern {?) it
szz2ad. Jo detaills naves come 0
in Londorn.
(<) nave surfaced concerning Inz
, <. ¥irel., 879, p.3714-322)
2. It nas acoul

S% of ZMNA romology and is physical

o.C. It is a prizme cardidate for modelling the pnysical inactiration
procaesses and we now propose that it rerlace the earlisr progosal of
different unrelated viruses. Host izportantly, an infectivity assay
is availatle and it can 3e nandled in an ordinary laboratery. This
rakes 1t a very zood candidate for a research zrant submission. I am
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are entered on a computs
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This nas praved a frustrating searc

none had much
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were contacted in

Rizza in conjunctiocn with

1 cancentratss. Samples (10 al) are takea
raske uses Shese for putative screening tests.

ta relevant to
ata tase, togetner wita otine

Cepending on who

sou &as«<, =he

infaciivity of MNHES/Commercial concentraies in first time haemochiliacs
(recsiving 3,000 units from zatches of 5,000 donations) 1s eizher 100%
non-3 at low
thait 1t taxes
nusSt assume Lnas
sntrazss {of
3,00C donatic s cor mors) are positive Zor non-3A, non-B. I doubt trat
tne levels would ce deztectanls nowever, (even assuming that we nad an
JIA/IZMA for poa-d, non-3) and thus we cannot sven Zuess ab what thelr
chimpanzae infectivity Iiltre might be. In an efiort to get nold of
titred concentraies, I nave wriiien/felephonzsd Zrs. Jerety, Tazor and
Alter at NIY/B0B, hut so far noinhi They zre of
the opinion that '"factor conce rirus, '7' and
plasma is another type of wirus 'H'. I suspect that ifhe situation is
more complicated than that, bub the conclusion is the same, namely nigh
titre non-4, non-5 (p 107 ciu/ml) does nobt exist in concentrates, so will
have to te obtained by plasmapheresis of infected haemopniliacs. Dr.
Alter at NIH Blood 2ank is allesged to have this material.
Wnilst pursuing the possitle ™lack list® of taich aumters, vas Led
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to Duncan Thomas atft NIZSAC, wro did have zwe litrary samples of Armour

AL

LT satch J70902, which was revoried in Novemzer 1980 o have given rise

'nepatitis' incidents irn 3 separate individuals.

tne impracticability ¢f doing e.z. chimpanzee inlfectiviiy studies on

such material, leaviang only ore vial for sxperimental work. It was
pointed ocut ihat most TVILI batcheas are consumad long zefore any nezafifils

in a few Favouratle cases of larzer batches and
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recurnad. T unders-ard that Jim Smith/Tlsiree zets fnis material,

(¢} This latier information raises tne interesting suesticn as fo whatl
“aupens to Scotbtisn material? L= i3 inconceivatle tnai we do not nave

Treguent non-A, non-3 contar

ne c¢linical

-f.;'
)
cr

that PFC's litrary of rWILIL: cras must contain significant

of non-4A, maf ; Telir diluted. Il we could

some value

varticular zaitch with

Jor future work Lna thls ar=a.
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