BLOCD TRANSFUSION RESEARCH COMMITTEE
Usrkin; Pariy on Posc-Transfusion Hepacitis

Minutes of the first meeting held on Thursday, 14 -Februsry lﬁsd;ia;_z,oopm _'?
st 20 Park .rescent, Lendon WiN 4AL ' .

Present: ” Oxford RBTZ)
‘ ~ (PHLS. Manchester) :
# North b.st Thames RBTC and

P35 Advisory Group on Testing

fsenc.e. ¢ HB g and its Antibody)

l;:.;inbufg and South East Scotland

Qe

‘ . RBTC)

i Colindale) -
6 Royal Free Hospital Medical Schoo), (representing
Professor Dame Sheila Sherlock)’
Oxford Regional Public ealth
o _ Laboratory)

R (DHSS) .
- (London S:ihool of Hygiene and Tropicel

Medicine]

In actrendzpoe: D

1. Membershl

welcomed the members to the WP, (i"TH 80/2). An apology IRT
was received from # who was reprgsented

of the Royal Free Hospital School of Medicine.

absence

-
L of the Working Party

. \-—————\ , \ . ) .
openeg the discussion by asking lhe meeting to defime the function
the Working PaTfy. _ . . '

1L was noted that ogher bodies carried out functions i = tield of post-
transfusion hepatiti P d the Chairman explained| that it was important
to define clearly the object d the Workimg Parvy (WP)Y so as to avoid negdless

duplication of effort in this tield.
. on Testing
The DHSS Advisory Group{for the presence of HB Ag and its antibody advi sed on
methods and policy with regard to the screening of blood donations and the
preparation of national standards. An ad hoc group had met at the MRC at the -
.. Tequest of DHSS in February 1979 as a result uf discussions in the Advi sory
; ‘Group, and this had resulted in the establishment of the MRC PTH WE.
D)’-Z,-/ said that a new DHSS Advisory Group would shurtly be formed: to advise omn the
t}_?‘/ public health aspects of hepactitis. | " .
- 1t was agreed tPat the function ¢ the MRC WP was to promote research £O 855838
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.cases of acute hep

1

v asture and sies o che p obiem of FTH i the Ur.. ok opesiioulyr refevence

Lo hanges in trauniuria proltice, g the use -1 p.. eis prepaved Srom pooled

sumercial produces
further need

fu: research into hepaiilis ¥, ey Lhe ueed for o ve. e, (2} investigations

Lo assess Lhye incidence of @onm-A, nun-B hepatitis i the UK pazticularly with

tie risk of introduring the infection by blood iran ! :sicns, and {3) the

noaition of researchi Le char.ctarise the apeprfsids - izted with thig form

of heparitis, and w desive Glagnosiic testis.

plastee from lavow aucitiery oi donors end the intredu: " on of
frem abroad. Siudics should innlude (L) an ar ass £

3. Transmission - of hep:titi- by biond derivatives:

3.1 . There was some dis~ussi. a about the methud: of .~wlection of blood donors
and testing for hepatitis B curface antigen, Ii wa. ..greed Lhat this macter
would be dealt with bv “he advisory Group fer Hepat-'i. 5 antigen testing and
ity antibody. C .

The problems of nun-A. non~B neoafiedg viruses

incidence of PTH in the
1ztitis B were very few.
{usicns had yec

3. There was a wide-vangin/ discussion™@gzarding L\
Uk. There was agreementi thafi the reported case: of
No cases of non-A, ngp=f-kedititis related Lo whele LIOT
been repovted despi¥le enquiry of hospitals in Londer where open peart surgery
here was ome evidence that scute non-A, non-l hepatitis

teral communily. EEEEEINENEEER: said thdt 15-207 of

stici:z in » special study in west L.ndon ware
noen-B hepaLitis. e said some cases had bee:: identified i
vractice in Marnpdlestey that were untelated to transziu-ion. Six cases of
non~b hepatigfs had beeu teporied to the Oxford iiaeswuhilis Centre which
velated to ftransfusions of rryoprecipitate since 1974, All patients had
trancfused \with 30-300 hage .f cryoprecipitate within the previous six

waz carvtied out.
wecurred in the g

There .was a problem of nun-4, non-B hepatitis related to freeze dridd factor VIII
snd 1X, beth of NHS and commercial types imperted {ren Austriz and the USA.

The faclor MMIL assofizied huepatitis was of short incubation in type aRd was
followed Ay chronic sequelac in 20-30% of cases. M JescTibed a) recent
study at| the Rayal Free Hospital of 11 selected patients of whom 8 recgived commerc
cencentiqle, 2 NHS concenlruie andl cryoprecipitate. Eight cases sytap tom-
le<s, the\abnorwal transsminase levels lasting at lezse six moothst There was
cvidence ohtained hy liver biopsy that a proporiion of these casps might suffer
chronic sequelsc. |GNMINENEER :s:id there was as yet nu evidence that factor VIII
associsted hepatitds was transmictted to househovld cuntacts ol ha mophiliacs, .
although the possifility must be borme in mind. It was agreed tHat the importation
of blood products might tresult in the introduction inio the al communicty '
of new viruses assodqiated with chronic hepatitis,

el soid wotk was progceeding Ey6c Scotland BTC into the
i #Tuod transfusion. He

suppested that a multi-centre study might be sponsored by the WP. It was
agreed, however, that this matrer should be deferred until candidate laboratory
tests were available. :

‘11 was decided that the following problems nceded investigation: (a) The
identification of donors and units of blood asscciated with possible cases of
rut-A, non-B hepatitis, {b) Research into metheds of identifying.the viruses
associaLed with non-a, non-k hepatitis, and (c) Epicdemiological surveys to
assess the size of the problem in relation Lo biocod vransfusions. .



\1' - [
” gnic it oas o vesulc ef the mweding of the ad _:lc,_c_ groyp in
Fubruary 297 "l ;pvc al [ltiucL graniy h-d Leen approesed for cosearch
inis the incid:nve. e ideuiology and clinicsi fealures of aon-A, non-8
hepatitis, and & Derih weuld p.obably sochn Lzgapfroved Luo. It wa: open to
the WP to init:aty leesh projects in this field. '

Mathods of inzciivaiion of hepatitis virtuses in blood derivatives

5.3 e jcsccibed rezearch being carried out at present b the
Boyer Pharmac .1i72! Company into the inactivation of viruses in bloed preducss
using P -propilasione, @V qucstion:zd whether a product subjectes tou
such a process michi not have problems in ucquiving a pruduct licence in the
UK, ,1nce,3-ﬂr pialacione had Been shown utnley ;erLain exp2rimental condiiions
to act as a ca:ai

Tt was agreed ihe: seve information was reqyuired by the W’ regarding the
inactivation i vi:usws in -blood produces. m an
undertook Lo initiste a review o 1tern.u’ ers of the WP; this

would probably Lo andertaken o membe staff.

Removal of viruscs Pewm hiocod products by fractionatiof processes

3.0 IS S0 Lherd was sume epidemiolugical evidence from\studies ol
factor VIII associbitcd non-A, non-B hepatitis that commercial faqror VIIL
concentrate from tfie USA was associated with one type of hepatitis, and chat

NHS factor VII{ any! factor IX made by Immwune Ltd. in Austria migi{t be assuciated
with one or more df ficront types, distinct from those in American comrergial
material. The st likely explunacion was vhat the PEG/giycine fractionayion
meLhod concep{iaied Sne serotype of virus and inactivated others.

noied thatl research was being carried out in the USA iaco
Pruscevrey which would eliminace or decrease the conce
¢ preduact ns part of the fracitionation procéss. (1)

Ty was als
fractionati
af virus in

ation

1 Searle

Laboratories Lyd. were cuarrying out a project with the Blood Product
Laboratory lstre using the polyelectrolvte method for the fractionwtioun of
plasmi. T

4. Idenbificuiizn ..§f apents carvrying non-A, non-B hepatirtis

2. 1t was
he work wich
ns and

was merliv dealt with in the discussion under item
agteed that would produce a paper outlining
inuculation experinjuts iw chimpanzees, detailing forthcoming pl
providing justificabion for the financial support requested. Exgeriments so

far showed that thefe were probably 2 types of non-A, non-B titis associated
with factor V1[I, Te& Sccond type had been produced by the same batch of
‘Hemofil' which was assSOTT: ! outh outireak in 1974. Furirher
collaborative work with )

This subje

5. Methods of obtanining and storing material with a high content of markers
of hepatitis B and non-h, non-f hepatitis virtuses

Pl :oid that he had obtamed approx:.mately 100 units of HB ME
pasitive plasm: {ar use in research and the develdpment of a hepatitis 8 vadcine.

The WP agreed to apprwach the Nationzl Institute

of Biological 3tundards and Conitol, to see if he could offer spacc for storage
of nisneeelENEES collection of HB Ay positive plasma, so tihet it could
form the nucleus of a.collection to be obiained thrtough the NBTS for future
hepatitis B vaccine development. It was alsn agreed that it was importanc to
cbrain similar botiles of plasma .




‘.
p
associatey Wil v ol ON=A, -l tc fors the necleus i
well dotunnnind materinl for research o thiy disear.. o start "had beei: made
theouph iha jgenptification of infected balches ef {asctor ¥7II, but it was
exsential to whiain individual boctles i plasma rom impl:cated SoRGrS ar therw
was some wvidense that different wvirvusus adight be inveived in factor VIII .nd
in whole blowd irvansiusiouns, Some preli=inary work hazt al.ecady been done .1
the Edinburgh and Souik East Scotland 57:.
L. Tronwmaissiun of cytemenalovirus {oMyy by blong transfu:ions
- cutlined the problems and riosx. assoniated with the transmission - CMY
by whole bived transfusions. Two papers had been circulat.d to members cl the WP:
the first Jescribed the proceedings of 4 meeting held 2t Oxford to discuss cthis -
problem in 1977, (PT# &0/3), ond the twoond summarissd the present positi'n,
(PTH 80/ &),
The risk of iran-misvion by transfusicn f CHY occurted wi'h transfusions £
Fresh -bluod, platelets or leucoccytes. With whole blood tht risk depended -.o
‘the presence wf viabie leucoeviae ys and probably existe. up
te 10 dave aiter the donatio
: Problems —uuld arise in five sicuations:-

(s} Exchauce tranffusions sf neonates. 1in un: seriec thi: was’
in 264/270 patients] with no CHV ancibody before transfusion. The
risk of trunsmissipn of the infection tc the infant's mother Lf )
susceptible .to inflection, and there was : small risk ol resultan anital
infection if the Mother again become pregnant.

hown 'to o:wcury
e was alxs a

{ntatien. CMV Lnfection cuu'd be acquired in i) the donor or
sing CHV positive blood into susceptible patiemis, .and iii) re
[eciion in recipients through CMV positive bloud acting as

an,
rrivation
«llografe.

{b) Transwv
{i) transiy
af latent i

.urmerv. An infectious menonucleosis-like illness in susceptible
transfusion for open heari surgery was assouiated with

{c) Onen hea
patients Ly

o! blaod producls, eg platelev or leucocyte trans{usions,
jn childvan with acute lymphocytic leukacmia.

{e) eatly pregnancy

At Oxford KRBTC a dgdnut panel of approximately 5,000 CMV-free dondrs had been

V antibody negative donations for transfusiof to patients
in the above categoYies. The {luorescent antibody tesioh n used to screen
bloed donurs., 1t wax(li that radioimmunoaasay and ELLISA tests would be

required ii large scaie screen\ng were lo.0é employed.

G s:id thot it was debata ransfusjon Centre should
supply CMV-free blood, but more follow-uy studies should be undertaken.

e

7 Any other business

There was hone.

-

€. Date aof next meeling

Te be arranged.



