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for circulaticn to all grouw members prior o 2xt zeebting of the group
on Thursday, 3rd June 1G22, $.30 a.m. at Zeadsuarzers Unit, Literton.
SITRMARY
Possivle courses of action ars Zescoming clzzrer, alszo limitations ars
very evident. It is proposed that action continue to investigate the effects
of neat, radiation and hydroghobvic adsorvtion on FVIII activitiss. It is

also procosad that action te taken o investigate other infectivity assays
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ned colonies.

than chilmpanzees, notably owl monkeys, using establi

proposed chat a model of nepatitis B inactivation %e set up using Woodchuck

hepatiifiis virus as the c¢lcsest analogue, This will
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egulre either assay of
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samples in the J.5. or estatlisnment of a2 Woodechuck colony nere.
i1t may also bte desiratle to write a research grant to apply for sufficisnt
funds Zo use the exisiing commercilal chlmpanzee infectivity model.

are coniinuing o make personal contact with leadin
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ture developments.

Apologies for abssnce were received from Zochky Sommerville,

Roughly sveaking, three coursss of action are teing undertaken

simultaneously. These are:

1. Study of fsae conditions of inactivation by =eat, irradiation and nydro-

Y

vrnctic adsorvtion on the various TVIII complex activities.

2. Investigation of possitle infecitivity assays.

3. Procurement of wnown gositirve, titrsd infective material, namely
megpatitis 3, non-3, non-3 arnd Woodchuck Z.V.

Cefaliled acticns under these nsadings are as follows:
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oster and ?) should coutinue fheir work
on ktne neat process as developed by Zenringwerke. This consists of

neating to £0°C for 10 nours in the presence 30% sucrose and 2 ¥

toe yield {igure considerably. This latter work could it in well
with existing work of Peter Zoster concerning metal icn and goly acid

salt additiwves. We are entitled to assume the resulis of 303 that
50°C/10 a inactivates non-A, non-3 by chimpanzee assay {(Tator =2t al).

{0} DSP will arrange for more samples to se irradiated at different
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temperatures and from differsent degrees of fitrinogen remowval, fo
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3 ect of these variacles. Supplies of vorcine high potency

FYIIIC may nave Lo te purchasaed 1if suitable marsrial is not



orocured zra<is from Spevwood. At present, it seems fhat low

Jitrinogen 1s a2 pre-requisite for a2 scoluble gproduct following 2.5 mfad,

though reduced water content and/or low temperature during irradiation
could otviate this proclen. Unfortunately, tre e2xisting commercial
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> ISP will synthesise capryl nydrazide agarose (as ver Elnarsson's paper

from Xacti) z2nd see if ii removes zhe different activities from a FVIIT

complex. Zf it does remove zhem, conditions must bte scught Lo prevent
malor loss of ZVIIL:C especially. If it does not remove them {(dssired

result) we are antitled bo assume Lhat U5V

)

tnis is ot a zaior benefit since H3V is a

will te removed. dowever,

minor risk now compared to

non-i, non-2 nepaiitis. There is a good chance (which will rezuire
sroving) that non-i, npon-3 will %e removed alse 3y this apoproach. LE
The TVITL:C is recoversed in nigh ri=ld, allernative chemistry for

Tecause of tre time rtaksn to solve thi

heating (H0°C/10 ars) is now widely neld to ta
infectivity, we aight be able to dispense with
2

and go straight to human trials (inis is what

. .
ter heatin
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could improve the yleld of FVIIL:C a
(a) 235 is contacting various persons in North

arranging infectivity trials of nepatitis

in destroying
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an infectivity model completely
enringwerke are doing), if we
5.

dmerica with a view TO

3 and non-4, non-3 in owl



e

Topkevs. Zoloniss exist in Panama (Corgas Institufe) and in Marvland
{Ft. Detrick). Other colonies exist iz J.X. and JW 1s pursuing these
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are atle to offer commercial rates of cclony care at
least an order of zagniifude less than ciimpanzees and wlih a much snorisr
=ime scale, Cnfortunately, on vaper at least, the owl monkesy is

o

The latier are YA viruses, belonging fo a separatz class ('slow

viruses'') from the nepatitis A virus, wrhlch 1s an RN virus, sizilar

many respects b0 the enteroviruses like volio.
(o) Information is still teinz gathered atous exisiing chimpanzee colonies,

and now trney are used, woat resulis are zeing coctalned and at what
costs. - i clear tra: chimpanzees can e used at a much youngsar
azs tran was previously meniicned {2 rrs vs. } jrs). It is also

than thoss La Literia. i3 we zre noit a2 scommercial comcera (7?7} it
zight Ze vossitle %o use Inis colaony instzad. Jo details havs come 0

(c) Since our last meeting, some details rnave surfaced conceraning the

Yoodchuck nepatitis rirus (Wernar 23t al, J. Yirol., 879, p.374-322)
wich 1s a close nomologus of numan nepatitis virus 2. £y has atouz

S% of ZMA rnomology and is physically identical fo fhe ~urman material,

o

Trne clinical seguslse are zlso similar. It is not known (to mel
Wwhebher fthis poses an infectiviiy Ihresat fo aumnans, subl L am assuning
it is of low risk. In addition %o Wernsr's groupr in Philadelpnia, a
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t iz a nrizme cardidate for modelling the pnysical ilnactivaltion

and we now propose thai it rerlace the esarlier vproposal of
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ifferent unrelated viruses. dost imporftantly, an infectivity assay

is availatle and it san 3e handled in an ordinary laboratory. This
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Procurement of
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This nas proved a Irustrating search.

out none had much o offer.

are running a prospeciive
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at regular intervals

CH has the liver enzymes done and all da
are entered on a computer data tase, tog
maemoprniliacs who report incidents. Ze
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Jarious veople were contacted in

C

2l concentrates,

and Craske uses these for putative screening

. Rlzza in coniunction with

tests.

ta relevant to hatch numbers
gtner wita ofher regular
vending on wne rou asx, hhe

{recsiving 3,000 uniis from tazches of 3,0C0 dornations) is eizher o
(7. Craske) or 30% (C. Zizzal). Clearly t2is is non-A, non-3 at low
dilution. Zepatiiis 3 15 much less commoen, LT 18 salid that 1t fakes
4 axgposure-years tefors this is acgulired. Trus, we must assumes trnas
all taitches of NZS IVIII concentrate znd commercial concantratss {of
5,000 donatic s or more) are positive Jor non-3, non-B. I doubi that

non-2) and thus

chimpanzse infeciiviiy Ziire might ve. In an effort to get nold of
titred concentrates, I nave wriiien/telephonad 2rs. Zerety, Tator and
Alter at NIH/BoB, but so far nothing nas materialised. They zre of
the opinion that "Jfactor concentrates' are one type of virus, 'T' and

plasma 15 another iype of virus 'H'. I

more complicated than that,

PN R I's
titre non-3i,

have to be obtained by plasmapheresis of infected hasmopniliacs.

buib the conclusion

non-B {p 107 ciu/ml) does not axist

suspect that the situat:

4lter at NIH Blood Rank is alleged to nhave this material.
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) Whilst pursuing the possible '"black list
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A9 naken J70%802, which was revorted in

1

‘hepatitis
Tnfortunately, thne

the concentrate
unreliazle. 3¢
zot mv nands on, but it illust
the impracticabilizy of doing
only an

such material, leaving

most TYIIL ba

is sean/reported, dut in a few
or smaller Centres, some recal
returned. I unders-zarnd that

se salvaged on atoui one

varticular catch

future work in this area.

Suncan Thomas at Ni3Z5AC, wro did have zwo liorary samples of Armour

Novemzer 1980 zo nave given rise

ir 3 separate individuals.

incidents
~on-4, non-3" and "uncharacterise

infacted or the clinical data
nave actually
nd

size

ratas the proclsm

I

cnimpanzee infectlviiy situdies on
e vial for sxperimental
tenes are consumad long

Favouratle cases of larger
1 do2s resul: in a numter of vials teling

Jim Smith/Tlstiree zets tfonis material,

to us is anoiher matter JS alleges it
occaslon per Fear.
tre interesting cuesticn as to wnat

L2 iz inconceivable trnal we do not nave

ation. Jo any vials survive long encush
nical reports reliagle? Jo "first

niion azs regzrds I7T's, repvorting of

toh numbers? Iz ssems entirely likely

grizl, alteiz dilutad. If we could
th gartainty, this would e of some value



