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:afec t£= t> Assays 

Procureneat of infective Nace !al 

For c r rat:o= to all &r ;2 ::er0ers g=W e to a: _ «£:; of me group 
oa Thursday 3rd tun ,982, 9.30 a.m. at 7a d — r:«a Snit, 2: rt n. 

Foes 1e courses of action are tecomi= clearer, also i i t.ns are 

very evident. It is prorosed that aCtion con :_ to :n'restigate the effects 

of het, radiation an E " 4mo oafs adsorption on FVITI activities. :t is 

also proposed that action be taken to investigate  other infectivity  essays 

the chicmanzees , notably owl monkeys, using established colonies. :t is also 

prorosed that a model or hepatitis B inactivation  be set ;2 using Wôodchuk 

hepatitis virus as the closest a og e. This will require either  assay of 
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samples in th e U.S. _ox estaclish;nen_t of a -rloodchuck colony ::ere. _ _nary 

it -.aj also oe desirable to write a research grant to apply for sufficient 

funds to use the existing commercial cni;,panzee .nfectivitj model. Efforts 

are continuing to :make personal contact with leading groups in the field 

(e.g. NT4 ) to stay abreast of current and future developments. 

:.pologies for absence were received from =oeay Son;iervi.l_le. 

Soughly speaki v, glee courses of action are being undertaken 

=i.:ul_aneously. These are: 

1. Study of the conditions of inactivation by neat, '_  radiation and ydro- 

n^c'bic adsorption on the various %1fi1= co:^nlex activities. 

2. 'nveszicatioa of possible infectivity assays. 

]. ._^OC'N_s...e:2t o: nnonn cositive, tit red infective nat_rial , namely 

hepatitis 3, nom--, :on-3 and ',Joodc .:c!c ".'f. 

etailed .actions _under these __eadi ncs are as follows: 

1 nac 'ia o^ Processes: 

(a) ?.F .C. (Alex cf eod Peter Foster and ?) should continue their wort 

on the heat process as developed by ecringwerke. This consists of 

.eating to 30° C for 0 ..ours in. .he Presence 50% sucrose and S

lycine and ._ac a yield of biological activity of tea. t tec p s 

nusc rade to confirm this with existing in`eroedia`e purity raterial, 

see :ow the newer higher purity : aterial behaves, and try to Improve 

,Held figure coneiderrbly. This latter work could I'_. in well 

with existing 'work of Peter Poster concerning zeal ion and poi;.- acid 

salt additives. we are entitled to assume the results of no that 
/,.J. 

✓ i t  , €e n i^ (Tabor ec 60°x/10 ~ acEi ra'-..s non-A, on-8 by c _..:aanzee assay  _ al). 

(b) DS? ',will arrange for tore samples to be irradiated at different 

temperatures and from different degrees of fibrinosen removal, to 

see the effect of these variables. Supplies of porcine high potency 

fliI:C may have to be purchased if suitable material is not 
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procured 3 s from Sney ood. t present, it seems that low 

._brinogen is a ore-red isite for a soluble product following 2.5 au.ad, 

:hough reduced water content and/or low temperature during irradiation 

could obviate this proble.n. Unfortunately, the existing commercial 

Irradiators do not offer low tecperature nrocessi 

(C) _;;? will synthesise CaAr:i? hydrazade ax?r05c' (as per winars8orl's paper 

from _(act) and see if it recoves -..e different activities from a YVILI 

cor..plex. __ it does remove c..et, conditions .must be sought to prevent 

-a or loss as V ti :C especially, If it does not remove them (desired 

result) we are entitled to assume that H3)I will be removed. However, 

...is is not a macor benefit since : BV is a minor risk now compared to 

Or^^_- , non -c hepatitis. There is a good chance (which will require 

Proving) that non-A, non-8 will be removed also by this approach. If 

is recovered in hin yield, alternative C eoistry -Or 

s t esis will be invest ~a`_d re eooxide - :7ercaotan couo_- _g) to 

,._7B the sane  A,.,C^??"3?C. " :.3  aLtyl oydrophoce, but to avoid the Problem of 

oacent riracy. Yurchernore, (since _- is Lied in ,irarsson' s ape.: ) 

a better alternative to non-cross linked a_arose will be tried. he 

best candidate on the grounds  of chemistry, rigidity ad porosity is 

..epnacr•rl -"GOO. 

2. £r.= ti -Jity - ssa -:sr 

3ecacse of the time taken to solve this problem, it is appropriate 

that efforts -ace now before any positive results are available from the 

inactivation study. One general aoirit snoudd .:e made and that is -:.at since 

;heating (o0°C/'iO =rs) is now widei,r held to be effective in destroying 

infectivity, we night be able to dispense with an infectivity model completely 

and Eo straight to human trials (this is what 3ehringwerke are doing), if we 

could improve cite yield of 4'Il=:C after heating. 

(a) .`R•C7 is contacting various per5ons in North America with a view to 

arranging infectivity trials of hepatitis B and non-A, non-3 in owl 
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nan]Ceys. Colonies exist in ?aoama (Gor as rnstit.,_e) and in :iaryland 

(Ft.  Detrick).   Other colonies exist in _ . K. and J' is pursuing these 

for more details. pot di., ark= nwversity (Bush LState) and 

_nveresk Research are able to offer con ercial rates of colony cars at 

least an order of _agni:ude less than c _istianzees and with a muc— shorter 

tine scale. t~na;ely, on raper at least, the owl -or-key is 

unlikely to be susceptible to -.wan h ,a.i tis virus 3  (and non -A, nan-f) . 

he latter are :i,'A viruses, belonging to a separate class ("slow 

viruses") from ohs nena:. _`_i5 'fis us, 'N` ich is an RA 'fi nus , similar ' n 

-any resnecis to the enteroviruses like polio_ 

Cb) l._ orna ion is still he: fathered about exis-i: x chi.msar.zee colonies, 

and 'now they are .used, what results are being obtained and at ire at 

costs. __ is clear _r.at c inoamzees can to .used at a ..-ace yo•u_ cer 

ate than uas .r_,iousi,; mentioned (2 - rs ";s. 3 ;rs) . Lt is also 

rumoured that "_-- costs (contracted  to a colony in J . S ) are lower 

:an those :i Lberae. .-s we are not a commerC_al concern (?) it 

night be ross_ble to ..:8 this colony .._-stead. No details have cone to 

_and ret acout Zuckerrn n's c_i
,. ^anzees in London. 

(c) Since our last '.neetarg, some details have surfaced concerning ____ 

oodC__..CK ._ aCi.. S virus ('.4emmer et a_, a rn:. , ^ 979, o.5t G2 > 

whica LS a close . _̂OmoLov ..e of human .. :i _is i ria 3. it has acout 

j% of ':l _omolot and is ahysical,ly identical to t_._ human material. 

he clinical seauelae are also siallar. It is not known (to .-e) 

ehetner this Josees an infectivity  threat to .i - .ar.S, cut _ a(:7

it _S of low risk. Ln addition to '.~erner's smcu -n in ?dil=deloh is . a 

second _roue headed by Dr. Gerin is also 'using this model i rI `,has^ington 

C. It is a crime candidate for modelling- the ph-i Lcal nacti'ration 

processes and we now propose that it replace the earlier propose]. of 

different unrelated -riruzes. ;••`_ost i::portantly, an infectivity assay 

is available and it can be dandled in an ordinary laboratory. ---s 

sakes it a very rood candidate for a research great submission. I am 
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presently unaware of any 'rloodcbuc'k colonies i:t t e U.K. , but this could 

be pursued by DS? or :;'.d. 

3. Procurem,en` of tnfec_ire ' ,material: 

(a) Th s has proved a frust:a;inz search. `carious people were contacted in 

the U.-f., but none had :such to offer. C. Pizza in con-unct_on with 

J. Craske are running a rrospeeti're tr,al of ufirsc ti"e" ::"aeno niliacs 

receiving HS and •conrnerctal cnncentra'n5. Sa:•ales (10 al) are taken 

at regular intervals and Craske uses these for ru`.ative screening tests. 

CY .-as ..he liver enzymes done and all data relevant to batch numbers 

are entered on a conputer data base, together with other regular 

nae.nopniliacs who report incidents. =eoending on who you ask, the 

infectivity of N1 S/Commercial concentrates. in first tine haereoehiliacs 

(receiJing 3,000 units &from catches of 5,000 donations) is either 100% 

C . Craske) or 50;61 (C. ..-zza) . Clearly this is non-A, non-3 at -ow 

dil..ia_on. _ oat=ti5 - is nucn less cotrron, -_ is said tftat it ta.ceS 

ex:os-u _-pearS before t.-i5 is acquired. thus, '.le must ass ::e ,n at 

all b at c es of i S '[IT: concentrate end co-Mercial concentrates (of 

5,000 donatic s or Tore) are positive for non-A, non-B. I doubt that 

he levels would be detectable however, (even assuming that we -ad an 

or r_on-A, non-B) and _::us we cannot even guess aL e ac their 

cninranzee infectivity titre night be. In an effort to get cold of 

tit.ed concentrates, I have wrt an/telephonen Ors. Gerety, =abor and 

Alter aL NTH/3B, out So far nothing has na`erialised. They are of 

the opinion that "`actor concentrates" are one :jpe of virus, and 

plasma is another type of virus ''.'' . I sucoect that the situation is 

more complicated than that, out the conclusion is the same, namely high 

titre non- , non -n (>, iO3 ciu/:n1) does not exist in concentrates, so will 

'-ave to be obtained by plasmaaheresis of infected :haemonailiacs. Dr. 

Alter at TIH Blood Bank is alleged to have this material. 

(b) ;)Mist pursuing the possible "black list" of batch: numbers, : as Led 
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to Duncan Tbom.as at NiSSAC, wn.o did have -wc library sacples of a_rnour 

batch J7C902, h ic^. was reported in November 1980 to :have given rise 

to three separate 'hepat_ti..s' incidents in 3 separate individuals. 

J,_fortunatel -,, the 3 episodes were "8" "on-A, non-3" and "uncharac rises 

so either the concentrate is multiply infected or the clinical data 

are very unreliable. So far this is the onlymaterial _ have actually 

got miry hands on, but it illustrates the problem of small sample size end 

ne 

i:'.^:nrocticabi_ity 

of doing e.g. chimpanzee infectivity studies on 

suc n material, leaving only one vial for e:cperinental work =t 'etas 

pointed out that sOSt FV fI  babC :eS are consumed long before a n d  coati:is 

is seen/reported, but in a few favourable cases of larcer batches and 

or smaller Centres, some recall does result in a number of vials being 

returned. - ; nders:and that Jim Snit^/-1s fee sets ,.:.is material, 

:ncu;h whether _: .c avaalabl.. :o .:a is another .natter: JS alleges it 

could be salvaged on about one Occasion per year. 

(c) This Latter in;or:'.ation raises _nterescing :uest'o n as to what 

ba pens to Scot__sh material? is i::concei able tnat 'tle do not rate 

.re ,.ent non-.-t., non-3 concami at on. -O any vials survive 'song enaus 

to be withdrawn? Axe t.:e clinical reports reliable? "' St ti a .

aeco_biliacs get special at:ei?tio.n. as :es rds _r"s, retorting of 

smptoms ana seg_egatLo.^. of hatch numbers? seems entirely 1ucely 

that PFC' S librarr of ^ :! l:'C concentrates must contain significant 

:antities o' flan-A, non-B naterial, albeit diluted. If we could 

identify a particular batch wwit:. certain:;,:. this w,rouid be of some value 

for Future work i1 this area. 
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