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Possitle courses of action ars zscoming clzarsr, also
very svident. It is provosed that action continue fo investigate the =ffactis
of reat, radiation and hydrophobic adsorviicn on FVIII aczivitiss. It is

also vrovosed that action be taksn to investigate other infectivity assays
Py - f=2

than chlmpanzeess, notagly owl monkeys, using
proposed chat a model of hepatitis B inactivation Se set up using Woodchuck

nepatitis virus as the cleosest analogue. This willl require either assay of
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samples in the T7.5. 2 staclisnment of a2 Weaodchuck colony here.
1t may also te desiratcle to write a research grant to apply for sufficiant
funds Zo use inhe existiing commercial chlmpanzee infectivity model. Efforts

are continuing o make personal contact with leading zroups in the field

(e.g. NIH) to stay abreast of current and future developments.

Roughly speaking ourses of aciicn are teing undertakan
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simultanecusly. These are:
T. Study of tae conditicns of inactivation by heat, irradiation and nydro-
vrczic adsorption on the various FVYIXI complex activities.

2. Investigation of possitle infectivity assays.

3. FProcuremeni of Wnown gposilifive, tiirsd infeciive material, namely
mzpatitis 2, non-3&, zon-3 and Woodchuck .V,
Cetailzd acficns under these headings ars as follows:

¥

oster and ?) should continue their work

on fne neat process as develcped by Zenringwerke. This consists of

nezating to Z0°C for 10 nours in the presence 30% sucrose and 2 W

salt additives. We are entitled To assume the resulis of Z03 that
£0°C/70 n inactivates non-A, non-B by chimpanzee assay (Tavor =t al).

{0} ©D5SP will arrange for more samples to 5e irradiated at different

f

temperatures and from differsnt degrees of fibrinogen removzl, fo

.

ect of these variatles. Supplies of vorcine haigh potency
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TYIII:C may have o be purchasad if suitfable material is not
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from Sgpewwood. At

ore-raquisite for a

tnougn reduced water content apd/or

could otviate this proclem. Unfort
irradiators do naot offer low Lempera
{c} 1232 will synthesise capryl nvdrazide
Zrom Xati) z2nd see if it removes the
complex. If it does remove :tnhem, ¢
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mator loss of :C especially.
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present, i1t seems thait low

following 2.5 m=ad,
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unately,

ce sought hto prevent
Tf it does not remove them {desire

23V will te removed. dowever,

thls 1s not a major Senefit since H3V 1s a minor risk now compared to
non-3i, non-2= naepatitcis. There is a good chance {(wnich will recuire
sroving) that non-3i, non-3 will Se removed also oy this approach. LE

infectivity, we zight be

and o straight fo human trials (fhis is
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could improve the yield of FVIIL:C a
35 is contacting various persons in

arranging

able to dispense with

infectivity trials of hepatitis 3 and non-A,
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n infectivity model completely

o))

We

b,

what Benringwerke are doing), i

heating.
to

North America with a view

non-o in owl
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TonkKevs. Coloniss exist in Panama (Corgas Institute) and in Harvland
{Fh. Daetrick). Other colonies exist iz J.X. and J%W 1s pursuing these
for mors details, 2otn Idinturzn University (Bush EZstatse) apnd

cars ax

laast an order of zagniiude less than chimpanzees and with a much snoort
=ine scale. cniortunately, on raper 2t least, the owl zonkey is

C¥A viruses, belonging o a separate class (!slow

similar

-

the nepatitis A wricn is an RNA virus,
enteroviruses like polio.

~impanzee colonies,

103
ot
[N
i
<l
-
73
]
(9]

and now they zeing ogtained and at what

costs. Iy mucn

jounger

aza than was previously meniioned {2 rs vs. } yrs). It is also
rumoured that MNIX cosis Jcontracted o 2 colony in J.S.) are leower

than thoss 1a Literia. i3 we zre noit a2 commercial conmcern (7) it
might te vossitle To use tnis colony instzad. Jo details navs come 10

London.

Py sie o Fyrels [ - B
2LOMET Zucxerman 3 ColnTanzeses 1o

doodchucik negatitis rirus {Wernar 2t al, 0. Yirol., 979, 5.374-322)
wnich is a close howmologus of numan aspatitis virus 3. It has azou:z
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second group

2.c. Tt i3 a prizme cardidate for modelling the pnvsical ilpactivation
processes and we now propose thai it rerzlace the earlier proposal of
different unrelated viruses. Host importantly, an infectivity assay

is availatnle and it
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tnis could

This nas proved a Ifrustrazing search. Yarious teople were contacted in
tre J.%X., but none had much Lo oifer. C. 2izza in conlunction with

are running a prospeciive
and conmmerciazl concentrates.

recelving HS

at regular interwvals
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and Craske uses Zhese for putative screeniag

nzymes done and all data relevant to

. PN o i
Tirgt time!

naemopniliacs

Samples (10 ml) are taken

batch numocers

are entered on a computer data Lase, togetner with other regular
naemopniliacs who report incidentis. Cevendlingz on who you &ask, the
infeciivity of NHS/Commercial concentraies in {irst time haemorzhiliacs
{recsziving 3,000 uniis from tatches of 5,000 donations) is eizher 100%
(7. Craske) or 30% (C. Zizza) Clearly ©tais 1s non-A, non-3 2% low
diluiion. Zepatiiis 3 13 much less commen, LT 18 said that it fakes
4 sxgosure-years tefors this i3 acgulred. inus, W2 must assume fhat

211 tatches of MNi5 YVIII concentrats and
5,000 donatic s or more) are posiiive Zor

The levels would te detactabls however,

RIA/IRMA 751 non-i, non-2) and thus we

cnimpanzeze infeciivifty Iiire might be. In an to get nold of
titred concentraies, I have wriiien/telephornzd Zrs. Gerety, Tator and
slter at NI¥/R0B, dut so far nothing "as materialised. They are of
the cpinion that "Iactor concentrates' are one type of wirus, 'T' and

plasma is anotner iype of virus 'H', I

more complicated than that, bui the conclusion is the same, namely high
titre non-4, nen-3 (3 103 ciu/ml) does no%t exist in conceniraiss, so will
nave to be obtained by plasmapneresis of infected hasmopniliacs. Dr.
Alter at NIH Blood Rank is alleged to nhave this material.

Wnilst pursuing the voasible '™lack list" of batch numbers, T was led
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to Juncan Thomas at N135AC, wro did have zwe library samples of Armour
A¥F batcn U70502, which was reparted in Novemter 1980 o nave given rise

incidents ir 35 separate individuals.

mon-4, non-3" and "uncharactsrise

so either the concentrate is multiply infected or tih nical data
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are very unreliatle, So far ihis 1s tne only material nave actually
sot @y nands on, btut 1t illustrates the proclem of small sample size and

tne impracticability of doing e.z. chimpanzee infectivity studies on
sucn material, leavingz only one vial for esxperimental work. It was
pointed out that most T¥IIL batches are consumed long tefore any nspaifltis
is seen/reported, but iz a few favcuratle cases of larzer batches and

or smaller Centres, some recall do2s resulf in a numbter of vials teing

returnad, T snderstand that Jim Smith/Tlsiree zets fnis material,
though waetner 17 is availaele to us is anoiner matier. 4S5 alleges it

Thig laktier informaiion raises Ine interesiing suesticz as to wnal

~appens Lo Scoiiisn maierial? % i3 inconceivaile trnat we do not nave
Iresuent non-A, non-~3 conTaminatlon. Zo any vials survive long enoush
to te withdrawn? Are the clinical reporrts reliatle? 2o "first
~aemopnilizcs ze:r special atisniion as regzrds 1TT's, reporting of
wmptoms and segrezatlon of btatch numters? 1: sesems entirely liksly

trnat PFC's litrary of FYIII:C concentraiss must contain significant
cuantitiss of non-A, non-B material, alteit diluted. If we could

identify =z particular tatch with cartainiy, this would e of scme value

for future work in this area.



