
This i r is been ,hc thi . . t  a-nd f inal  year o{
survcy i i j i ,  i l rced by tho O.t l .S.S. this rep])r t  wiI I
r ' . is l l ts o.  thc 3 yenr sur"vev, and Dropose fr l r ther
i , i  thc l lcnat i f is l t 'orkini i  i , . r ty (V"p.)
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,,ORKING PANTI

the retrospcctivc hepat i  t is
deal lr i th sone pretininary

subjects aor further studJ.

HIFN;4PHILII. CIA--IIIE DIROCIORS I HFPATITIS
aEPORT mR iii4R r980-al

Tabla I  shor":  thc prel iminary results. , f  hepa,: i t is r .eDort+ r ihere there
i{n< en(,uAh infoi l tat ion 1.o categorise thase incidents as being retnfert  to
taclol  VII I  oi  IX iherapy. C-lses r l , ) t  conEiderad to be associated r\ ' i th
reFla.e&en+ tharapy havc heelr  exct id3i l .  4 total  of  383 episod.,s of hepat i t i . .
._err , .enof lor l  h ' .  +be HaeDtophi l ia Ceni,re Directors. inclndi  g ?53 pat ientsi
.16 pr1 ieu1., l r , , , l  . l  t ] l l  i j l rs of  heparr i t is nnd 1Dtt?ierr t .  : ' ;  at t i .cks. Of thc totnl
of ..:83, l9' ere non-lJ hepatitis and lherefore probally non-A, non-B, .urd
tC incidcnls werc hepat i t is B. Trble I  ctasci f ies each incident accorat ine
1o the t l ran( l  of  product inp:t  icr tcn in each incideni- .  Ihc di f fer ing prop. i t ion.
ol  in^j : - lents related to ca"l ,  hranJ i loes not ref lcct the relat ive incidcnce oJ
h€lnt i t is, tue to each product.  I I f lnof i l  and lbyobul in vrere uEed in the U.K,
2 io 3 tcnrs before the other conmercial  pfoducts, imd the relatu.e amountA
ol other pioducts \avc v^iied since due to maiket forces. I\rther evidence
concerning the relai ionship of di l fetent t r?es of hepat i t is to di f ferent brands
of coEcentrate i.s given latea in this report.

Fron the pat ient 's point of  v ie\r .  most er ' isoi les of ?cule hepat i t is $ere mi lal .
l letni i t is B st i i l  occurs rolated to al l  t :?c: of  p! ,oducr.  but the incialcnce has
cont i [uer]  tn alecl ine. This mlst i ]e af]r ibt icd ro the inproved nsthu,t-  of  r tonor
-creonini t  f {)r  ln lsAs nt l , r  ( lual i ty cont.ol  of  the products.

CO}i?LICATIONS

Thc ( luest ion of the srg-ni f iqrrrce of chro,r ic heDati t is obserl .ad trv. ,€vcrnl
groups of \'o, kers in liver biolFies of patients r.ith chronically elevated
transarninases i6 still unansnered, C,urrent itvesti:jations nre attcrnptin.l to reldte
the result< in different Eroups o{ patients to their trnnsfusion hisi )rrr anal
there is strong cvialence that different typcs of non-.I, non-tl hepatifis arc
rclntcd to di f ferent pr-oalucts (sec later).  t lost pat ients in this rol ln
rtxe ,.,till c tirely s\Trptonless. The natural historY of there disea-:c rn
,ron-hn onpFh i l i .  cs is st i l l  not hrown. though th,.re is some er idence to su{ lgest
th. t  sone pr, ' ients r{ i th l i rer biopsv aplear.nres of chrorr ic act ive heDati t is ha\.c
,  ,a1ror l l r , ' .^rojr is ih.r l  pt i i .nt . ,  ei ih simi laf  histotor, : ,  on l i ror f , iopsJ. r . rho,se
I i!'er {li6eas. ir,r considered to be of non-viral oriAin. There have bocn no further
death,s alit ectl]' or ildirectly attributed to li\'er diseaEe in thc nast year.

iT TC1URS 'JTPECTING llII INCIDANCN OF 1IEPATITIS

" )
Incidence of hepatitis due to conncreial vers s NflS associatc.l hep^titis

Trrbfe (2) comt)aias the f i$res for I i  and non-B hetrt i t is in pat ie[ ts
recelving on.ly one Dtoduci, in any J'eal for the _rears 1977-9 ^nrl wa^s
prescnted in Iast vear.; report. It shows thrlt thcre is a 4-:O times
iriElr.r incidence of overt non-r!, nolr-B hepatitis associated ('ith U.S.
Connercirl concentrate conpared with NIIS. there is no dlemons1.t..*rle cffact
with hepatitis B probably due to the effect of screening pla-cna dorlatiods
ftlr tlB.AS, Ite have, as yet, no data for synptomless hepatitis, but a
pros)eative study of patients treateil l{ith factor VIII or IX is plamred
dt several Centres.
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I l j . . tory of t ranslusion r{ i th goncentrate

t.ble 3 analv.relr I37 ca$cs of non--l!, no[-B hepetitis bJr transfusron
hij"tory. the chief findinf is that 7O-nOt6 of cases of norFi,
non-B hep titis vere asEociated yith the first do6e of concentrate
the patient rcceiveal. Foux out of 9l(4.4i) cases occurred nhere lISi
concentfate vas the infli.ateal brand, in which the patient gave a
history of 1-3 years treatnent with these products. In contrast. 6
out of 46 (t'.d) cases occurred associated riith NIf,S concentrate or

.

that
Coeercial

Kryobulin (both internediate factor VIII coneedtrate) o4curreal where the
palients h.d prcviouEly baen treated \rith NBS factor WII o!. Krlobulin.

Tal)le 4 gives r exanple of the currenf pattern of non-A, non-B
hep. l t i r  i<.  t : . )5t  o{ the pat icnts trcated tr i th any batch of cr nccnr.rar:e
l f i l l  b i .  imurtxle to non-. , ,  Ion-B hepat i t is,  s ince batches of . ionccnrrare
of :uly l)rand rre contarninated rLith one (or |!ore) serotypes of thase
ag,'nts. neceni Iy a b.tch of Kryobul iD was lnrres{ igated $hen 3 crlsos
vcr\ relc'rtcd 1-o bc a-ssociated vith transfusion of this batch. Ihe bnly
cr ' i ter ia one c.rr  r |sc rvhen assessr 'ng possiblc inmunity to reinfect ion is
a i r istor"r .  of  pfevious eq)oBure to n simi lar product,  Trhte 4 6hovs
th.1. l3l5? (2?.8%) patient; treated werc probably not irdnune to non_l,
. roD-B hepat i t is ani l  of  these! 4 developecl hepat i t is,  Aivin. f  in attaclr
rrt.. of possible susce])tibles of 3o.8ft, exclurtin.: symptonless cases.

Sc|eeninF of 4onor 's for hep:rt i t is B

I lepat i t is B r ; j
havc el  iminaT,\ l
1t '  r {  respect -

st !:ll preseut nt
anv differcnce

iac l .able 2.

lr low level hut donor
between C,omtercia I and

screenrni: aptears to
NlLS .ion.rintraic in

Occurrence of differ.elt serot of virus in ilifferent Droducts

Ap^r't fiom different sources of donort there are 2 different tJTles of
fnctor VIII concentrate avaitabte in t-tre U.K.

1) flish purity factor VIII oaate by yaliants of the gttcine/pEc rne rod
of tract ionnt ion (U.S. Comercial  factor VII I  concentrate) r ,ui l

: )  Intel .nedir , te factor VII I  (N[LS factol"  VII I  and (ryobul in)"

Talile 5 shows the .iifferences betrveel 2 Drodtcts. ltcipfil (a comrner.ii.l
U. i .  Conceit t iat . , . )  "ncr l i rvobul in (-n in1, '1ncdiate factor nII)  N, i th
resnect t<the chance that a Fstient HiIl contract non-^, M,n-B hepatitis
, i th ihe f ipst Latch of nater ial  tbat he recelves or a secorj , t  o]^
stlbi.i'ouent batch. l:ith llenrolil in 1974-5 thera r..ar ^. 20 ti cs qreater
chFncc'ol  c(ntr : l f t ing overt  non-,4! non-I t  hep{t i t is r i th t t re f i rst  batch
than f.ilh tl)e second or <ubsequent batch. In contrast, thc_re qas an
aqual chance rfhen lreated with the first or subsequent batch of KrJ,otrrl in
of contrnct i r-rg overt  non-I ,  no$-R heDati t is.

One of 2 explan{rt ions is l i l :c ly for this.  The f i rst  is that tbe attack
ratc .)l II€Dfil ai:.sociateal hepi.titisl{s mlch hiEher than thaf- tussociated
t,ith l{r:.obulin. The attack rate of H€$ofil associal.eit non-A. noD-B
hcp. l i i t is in 1974-5 r , 'as (r : .94) 6nd that of  r \ ryob, ' l in q.J.  (1O.1$) -
Unpubllihe..i daf. - Ilepatitir. Working Party.



Tl ic. je . : i f ferences therciole cannot be er:plaine. l  by dir fe"etceF. j l r  at tack
rntcs lbove. Tha seconrl  possible ex?1a[at ion is thr i  f lenof i l  iF
r, ,n ' t i ,miuatet l  r . j th one serotype of non-a, non-B hepnt i t ia.  and th.1
I l ' . .bul in con{- i  ins 2 ot norc qerot:rpes.

Th"t  +-he second el?lannt ion is the nore l ikely . ,n! l  is conl i r '$ed lrherr the
.r" i : r  relat inl l  to f lu l t ip le al tacks of non-4, non-B hepat i t is ar 'e
' - . ' r . r i r in. ,  ( taLlo 6).  Sir :  pat ients . levoloped 2 r ' l  tacl is of  rron-,{- ,  non-B
hci ' t i l is l rhc:e the f i r '$t  l tas rssociated ui th U.S. Comrercial  concentral .e
(:1I l  s imj lar. to f lanof i l )  and the second with Kryobul in or NAS nlater ial .
Ho:tcyei ao nultiplr case,s riere obsen'e{l !rh{,re U.5. Codiiercial concentrale
'ds inpl icated in both attack6.In contrrst ,  4 Dat icnt.  hf ld 3 attacks of
non-Ar noB-B t lepat i t - i . ,  associated t ' i th i , r tennedintc products. In 2
inet- .nccs tbo i i r 's l ,  rnd secnn(l  r . ,ere rss..r in l .cd \- i th Nt lS facto. l r l l l  and in
the . , . (ond: thc f i rF,t  n. . .  i . :sociatel l  r i l .h Xr ' r . rol l r  I  in in both p.: t ientq'  and
thc sccond attack Kith Kryobulin lu onc and PEIBI iD tho second. The
riqht harr( l  colum in tat ' lc s ix give-.  the rat io of hepat i t i r  r lssociated with
r l i r r 'erent l r 'o{ lucts in the Ditport ion in which they occurred iu this scr jes.

.lne hypothesi,, t.r explain the resul.ts of the survey is that lrip,h purity
t1.5. Comnercial facl.or VTIf is contarninated x'ith ore virus, "nd the
intertnediatc f , rc ' - . rr  VII I  beirg a rcrualerr product.  contains ? no!-n
uon-B vir'use.:. Therpldre it is likely lhat one apent is removed in lhe
lrectionation or'ocess for high puritr- concentrate. lhet'e is as yet no
criden.c to r;ulilest whethcr the U.S. Commerc ial as'lociatecl a!"ent is the
s.rno a?< one of the.Je in the intetarcdis.te conceoi r|tes,

NI'INFECfION

Son() rccent .. id.nce -qug{est-e that r einfeclion lvith non-A' non-B v 'uses

may occrrr ilr hacDophil iac.r shen t.:,-nsfused witb a large qlantity of fnctor VIII
'rher.e ir laree dose o{ ii rs is present.ltris has beeu shoirn to occur t\'ith helatitis B
prior to thc intr'orluction of screening of pl4sna ilonations for llB-.\3. It is

I'osrible thxt +he case .rsrsociated l,rith second or 6ub6equelit batc[es of llcnofil
(se,, page l) represent instances of thi61 though there nay be othcr explon.tions.

i.ynnr oF ttllP.l lrl Is sLnvxILLANcn

Tho lro!'king Partl ho.s considered the !'esults of -cun'eys colle.1ed so f&r ftnd
rvi  -h io i l rnl io the rol loninc reconmendations: -

l) That the Eur'"_eJ shorld contiAue by the pulsuance of the sur'veill:urcc
s(hene to follov changes in irtcidence of hepatitis relateal to changes
il1 typcs of tr'eitmenl .rnd of blood prodrrcts,

2) I tere is l i t t le iDr^onFtion about thc incidence of subrl in icaL hepat i t is.
Sone lrork on cotmeicial contr&te has been ca-lried out at the Royal
Free llosrit.I. Ilorever' the.e is a neeil tor a prospective study

. comlaring tliffefeni: p?oducls, a4d an applicejlion for a nfoject gfalrt
ha,s been made to tire l"lenical Rescarch CouRciI to support a nulticentle
study in Fatients cofling to operation. .4 feasibirit"\. study has so far
shou! that 4 oui of 4 of pationts Etudied ('ho hatl had no pevious transfrio!
of concentrate developed non-4, ooB-B hepctitis.



F! f1hc l  c l f , , r i s . , h { , ' r l . r  t , c  r . r , 4e  to  r . ha r : r c te r i sc  1 .hc  l  i . r uses  o f  non -A ,
non-! hcpatitis r.ith a vier{ to developing tcsts for diatr;nosis!
dond! s,-roenin{ eic.

4l l'fforts shoulal lon'Linue to be nade to asseFis the types 'lnd se.-er.ltJr
of chro!i! hepatitis resrllting fr.oln factor I|III and II rcplaccment
therapyr

Ni]C \T IIIPITITIS RqS I:;I.RCII
l

L) Ile) ck, Sharpe al|d Doehne Lt(],, hava approachad the lleDatitis Workinf
fni.tv with ir view l-o c.,ffyinF out an Immunogenicity trial of their
hepatitis I] \.:rccine in British llaemophiliacs. this lac{:ine has beon
shown to give a 90 - 9S/ p!'otection against hepatitirt B in a recelt
trial in honosexuals in New York (see New trng. J. !led., Novenber, 1980).
Discussions are proceeding rrith a riaw to carryin.g out :r l-inited trial.

2 J Racently publisheil evidence concerning the use of ultra I'iolet lisht
arrd P propio-Iactone to inactivate hepatitis viiuseg in factor IX
nrepar;ltions clained thit 9O?i or nore of infectivity due to non-A,
non-B viruses had been renoreal. It is likely that conseicial factor
IX preD$ations tieatcd by this nethod $ill becone available (ith claig
th.t- they are associateal nith a low iisk of traDinittjng hepat:itis.
the only va). thet ififectivity for non-Ar non-Il hepatitis can be Bhowd
of,her than human inoculation is bJ inoculation into chin!'anzee6.
Si{ce very few of t .hese anibals ar.e avai lable. i t  is di f f icul t  to see
hox' everJ bat.h treatc{: by this nethod will have qualitl control
:,ssur.nce vrith respect to non-A, non-B viruses. T.his infonFtion
should be bornc in mind rhen corlsidlering purchase of these preparations.

J. Craske
Ilancho.f ' :r  Pl iL

24.1,41.
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