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; t'h : . been be third anti final year of the retrosr,t-crivc^ hep., tit.is 

r1 - rVr ;.' ': ,nce1 by the D.tl.5. s. This rep:, rt will dr:s) with some nrej iminary 
t + the 3 year ,Trvey and nrnpo•q.e further subjects for t:ir•ther study 

the Hrr Af tf is Workinh i' arty

f!_.P` ~ ^r' .r•t  
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rhc 1 sho,. ,: tha prhliminary resu e0A it is report= t, he,re there 
rte, ufr trtformation to categovise these incidents n.s being related to 

! c r. t`IIX or IX fhernp~, S not considerec) to be ,icsor.iatecl is i f-h 

t rt c r:r t•h•~rtpy hrtvc bean e~cctttd c3 .3• total of 283 ept~ori.•' of hepatiti, . 

r•r,nr , r , i t+.- +he Haenrophili t Centre Directors, inclttr3.irt. ".'5.3 patients; 

''£i It 't  i ;, (t. . -' a •r <'ks of hc'pa i t15 of d 4 i):> *  fen—t. net 'ck ,. C?1 the , t>7ts, 1 

lU 'ei'e rlun-13 hepatitis and therefore probably non-A, nun-B, aatd 

:;(; inc:itft„nts ware hepotit•t.s 11. T.hhte I classifies e'rch incident according 
In Thr broad at product irup1.icot:cl in each incideni_ The differing pronor-ticrnF- 
r, r iiv , i -Centro related to each Ibran;° does not reflect the relative incidence of 
hep it i t io due r o each product:. flemofil and Kryobtilin were used in the U.K. 

r n 4r• before the other con rciaaI produetr-., and the relative amounts 
oif c,tlst- products 1uvo varied s ince due to mArket forces. Further eviciencE 

cr)tri;c t n, nr the relationship of different types of hepatitis to different brand 

• rf t't, cc tt ate is given later in this report. 

s'torn the Patient's: point of view most ei.i=odes of 7cut.e hercittt i ,- sore in.iid:, 
Iier'tIti, -i Mill occurs relaters to all t:vpc:Q of product. bar the inct.d`ncc ho 
c_-ont- i ttu= t t e decline. This must be attributed r•n the irn;proved riotho-t , of donor 

r e, ritr: • . t'c, r ftH :ir; tn' equality control of the products. 

C:0Au-LIc-n i'TQN 

The r1Le$tion of the nffnificolce of chro.-iic henat .tfs nbger~t.•c1 1h; "evcril 
groups- o t „ u- kern in liver biop. as of patients u• ith chronically el v,3ted
tranL . rl es is still unansrlered. Current investi! g"ati.cins nre attc-mpti.nr, to rel.i'e 

the rc u1 t in different t rout' o l rAt ients to their trttn,4fusion hi tr rv., and 
there is rstron:; evidence that ' ifIerent types of non.-A, non-•I3 her);Af,xt►s :;re 

different products (see later). Most psctients in this „+n71;) 

;U,e :-,till crtt:irely vrnr,tomie$sm The natural. history of there disea -.c .in 
ian-h rr•ra, f,i1 a: cs is still not known, though there is some evidence to suggest 
that ; •u1e p:,' ien#:; with liver b(opsv appearAncej of ehroeic Active hepatitis have 

et r : r l,t !, rc:-i than pat icrtt„ with similar ltistoIo gv on liver hiop;y tshrase 
I iver li: east- i,i considered to ;be of non--viral origin. 'Mere have hrocn no further 
dcat)s dit•ectly or indirectly attributed to liver disease in the rwT ,t year. 

U'FEC 1NG Tt-1. INCIDLNC OF IrgPATITIS

n) Tncidencre of hepatitis due to commorciul versos N1LS issocir►tcrl he .^titi~ 

T, ,ht,e (2) com-herea tho fil uro for 13 and non-s hep,,.titi,s in p,at. Tents 
recci.virig only one nroduci; in any year for the ),ears 1977-9 and was 
l,reA ont.ed in last yearn report. It shows thc't there, is n 4-::0 times 
ti;-f r inc rice of ever'± rron--I., non-Li hepatitis associated with U.S. 

r::.cuwnerc.:iaai concentrate nompared with NHS. There is no decvons+ ethic effect 
~•a.t.h hepatitis 13 probably due to the effect of screening pla;irA donation,' 
f ", r I1B .'t;, 'e have, a.s yet, no data for syarptomless hepatitis, b,-jt a 
t, t . tive vtudy of pnl.ients treated with factor VIII or IX i plinned 

oversee Centres. - 
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hl tt.,_ tort' of tr'nsi •usion with concentrate 
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tbl,, 3 rwnal •v,;e5 1.37 c s5 ,4 of non-.t, run-T3 hepatitis by transfusion 

hi"tory. Th e chief Li is that 7O-O% of cases of ion-,1, 

non-B hep.ititis were associated i•,'ith the first dose of concentrate that 

the patient received. Foi.u• out of 91`(4.4%) caSO- occurred where US Co I;•ca.A] 

•._oncentrate woo the imt~lirated brand, in which the patient gave a 

lei°-tory of 1-3 years truz;attment with these product . In contrast. 6 

of T ca.-es occurred sect osociated vv:ith NHS concentrate or 

Kr"obulin (both Lntermedi. to factor VIII concentrate) occurred where the 

:Ltients had T,rr.viOu ly bon treated with NHS factor VIII or Kryobulin. 

1 gives-% ,mi example of the current pattern of non-•:t, non.:S 

ht;p' t ii i ,-. "„•-.t. of the p:tt i c-nts treated truth any batch of or nccntrii:e 

i• t,•• iirmrune to non -, non-B hepatitis, since batches oi' ':onecotrate 

1' any hranri ore contaminated with one (or tore) sereitypes of these 

r,,,•r t.~d econ; lv a botch of K.ryobul izn was investigated when 3 cases 

m'enrjrtrtd to be associ,eted with transfusion of this bath. The only 

r it.eria one can use t, heat n.sess ng poss,ible immunity to reinfection is 

a hi .or' of Previous c posure to a imilar product. Tn.hte I shows 

tli.rt I-1/57 (fl.8; ) patients treated were probably not immune to non-.'1, 

.tun--1l hepatitis and of these, 4 developed hepatitis, givine on attack 

i• :at of possible suscept.ihles of 3Q.S%, excludin•^ ovmptnrnless case's, 

cl t'eeninr7 of no ii i B 

Ilepat iris l3 t:, at. ill present at e low level but onor scrcenin,: appears t ,, 

h,'vo el imi.nato l any rl%fferenr_o between Commercial. and NH :ti -onrurttrato in 

t I,t respect - .sec table 

I) Urcurr'ence of different  serotypes of virus in different  r nct4 

;tpnrt frc;rat different sources of donor, there are 2 different types of 

VIII concentrate available in the U.A. 

I) Hi gh purity factor VIAL made by variants of the Tlyc1ne/PE( method 

of fractionation (U.S. Goinntercial factor VIII concentrate) ;+nd. 

hit edi.te factor Vill (NI1.5 factor VIII once Kryobulin). 

t';,1r1r, 3 shows the '!ifferences between 2 nroducts, Homofil (r, commeriairl 

Cnnceatratc) -'rid Ervobulin (r•n intermediate factor VIII) with 

re rtecf fcT.ho chance that a patient will contract non-A, riona-B hepatitis 

i.tl•, the first. batch of material that he receives or a .s'cor'n or 

}it, ,untsent batch. 'r ith Ht.attofil in 1974-3 there = 20 ti iu. reateer 

ch,, racc o'; eo ti•aic-tin overt non.-4, non-13 hepatitis t•.'ith the fir' t batch 

f brut Frith the heconci or subsequent hatch. In contrast, there ,_' as an 

equrl chance t, hen treated with the first or subsegttent batch of Kryobiulirl 

of contracting overt non--.1, non-l3 hep,"ti.t is

One Y,f 2 expl,urrttinrzs is la.l -ely for Ibis. The *ir• t is that the attack 

jimft l ,o sociatk!d hcl.,. .tit is much higher than that associated 

e•- ith Kr'obuli.n. The r_ttacic rate of flomofil associated non-A, non-B 

hep ,l iti, in 1974-S tins (12.A) and that of K,rvobuLin w.i. (10.1%) 

lJrtnuhl i "hetl dot i alepat it i <. Working Party. 
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kP,c e a i f ferencer` there ful r,• ca=nnot be e tllained by c1i f fe••Fnc•c,_ i;t t ack 

i'c'tc bnve. The second flnr: 9.},le expiinntiol i= thai Fiernofll is 

r;t .•! i l tert with on erotype of non-A, non-1 itepni:iti aund th",

T i !,c.rlin cant+ in:;2 or mor erot,-ne-. 

1'h^t the F-:econcl exp1al: tion is the more iflcely ,'nil is conrirmed l:'hen the 

.c . r :I reiatin;' to rnurti.T,lc cttacks of non-A, non-B hepatitis ,nt•e 

;:•r:li( ,. •' Lt lilac 6). Si:: pr~tientq r t•otoped 2 ^+ tac5 of lion-A, non-B 

!>. titis hc^-µ the f-ir-it t'.,.5 c.ssc:ciated with U.S. Commercial r.oncentr~nt.e 

11 ir;ri lay to Iinnot i l) end the Gecona with F -obulin or NHS material. 

no multXilc c.-o c. - os t'ere observed where U.2 Commercial concentratt! 

implicated in both attacks. in contrast, 4 patient had 2 attacks of 

r.c,n-A, »an-B iiepp.tit ir• n ssociated with intermediate products. In 2 

the i t t and ecnntl t: cr :4 fi t cd with NHS factor VI IT and ir: 

CFIt c.ontl 2 the V it t w :. ,sor_.iatcrl c , it.it X.ryot,t+l in in both p. tielltr, nllfl 

the sec=ond at tack with Kr--robulin in one and F IBA in the second. The 

r•k!çllt haitd column in table si,x gives the ratio Of hepatiti- :ls"oeiated wit'n 

,1 +'ercrlt j,ivt;ur.ts in the n--nportion in which they or.curro'l in thi:{ Gerie~.~„ 

lie ibvpothe.si. ' to ex lain the i U1th cf the urve7 is that il n purity 

US. Coi i,ercicU factor. Y"FI? is contaminated with one virus, and the 

ltr•rmed iatP `';tc or VTIX being a 'cruder'' product. contains 2 non•-1. 

rtr , az®B vi: use Therefore it is likely that one a 'ent is removed in the 

r.-ctionzition nrocess for hitch purity concentra.t•e. There is a yet no 

e, i rlenre to s+ur;"est. t,Jhrthor the U.S.' Comroereial, n=--ociai- ed r -ent i the 

r.-no as one of thee in the intermediate concept cute . 

"I r-INFTC t.1U1' 

Sono s rr eot n i clonce srt est!i that reinfection with non-.A, non-B viruses 

may n  rcr i , hacrnophil taco when tr•tnc fused with a ta - e qunnt.it;r of f,•,,etor VIII 

he e l , r. a dose of virus is nresent.Th.is hag been shown to occur c1ithhepatitis .R 

prior t hi introrhuct i At
on of c~creening of pl rna donations for IIB . It is 

on ihle that the cage rLssociateli with second or subsequent batc ies of llrmnfil 

(Sev l,a:;•n l, ) represent in.stancos of this, though there may be other expintions. 

I't? 111MM OF HrPATITLS SLTgV2TLLANC 

he l`.'orki.ng Party has considered the z•e:xu1ts of survey: coll.ert ed so far ,nr:i 

•yi .!, .r; m,nlc€? the -'nl.loliin? recollirnefoations. - 

That the •;Ilrvey- should contiliue by the pursuance of the -;rxrveilllnce 

scheme to follow chant7es in incidence of hepatitis rei tr:d to chane 

in types of trcatmeni rind of blood products'. 

• There Is ],ittle inxorirl Lion about the incidence of sub clinical bepatitAs. 

Sc,rre work on commercial contrite has been carried out at the Royal 

for a 
Free rang 

if fey en eproduct 
there, Is a 

and an application

prospective
p 

o$ectdy 

comparin,, product', , P 
pro ject !;ra-at 

ha s• been made to the ti4 acttJ Research Council to pp multicentre 

study in patients tom iii to operation. A .fear ih ii itv stuc1y has so far 

shut.n that 4 out of 4 of patient•z,  studied who had had no previous tran , If c 

of concentrate develojec on-A, non-B hepotitis. 
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Table I 

r. . 

"CL' ,w~ 1£  ' i  ~ ! _ I '. tv, ` U

- 
- H-- - --- ----k - 

? 25 22 10 6 21 lT 

Total cf 283 episodes were reported involving 253 patients, 
26 patients had two attacks of Hepatitis and 4- patients had 

three attacks . 

T ctal 285 Non-B 197; 
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 Non--B  B  B  Total C~~re- 1g ~ ~ 

1PiiI1IIZIIP
Ratio Comrnarcti /

I O rent (Overt) k 'IF4 'itooi€?less Hepatitis 1 ~ Ll t'_{1
NonB 

977 'Commercial 3 (Z.6?) z (
(!

1.` ) 0 y  46) 
4.76

H NRS
? C oniniere-ai 

`¢ 
14 (7.7) 1 (0.5) I 0 1 . ` i 180 3 97trns •v 0,10 313 

1979  k t-cmr.ero1ei 1 10 (4,32) 1 (oh) [ { 1 E 6' 1 15 
i.i i ~t2. 

i

i
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'~Socih~ED IN<ON -A ON J E 80 

ASSOCIATION WITH PREVIOUS TRAM FUSION HTSTcr , 

Total Cases Non_A, Nora-F, Hepatitis 137 

Freeze Drid1 Yes No 
Concentrate 31. 106 I'Q tO

1. s oiaterl with `iU U.S. Commercial 1,8(20 ) 73( 60!°) 91 
Cocc ntra± e 

A -c o ated with P iIS or la;imuno 13(28%) 33(72% 46 
Co - eentrate 

ii` '}; ION HISTORY EFFECT OF TRANSFUSION OF DIFFERENT 

BRANDS OF CONCENTRATE 

• ~.'..-,_.~ 
.... _.e .-. 

j 
e,..~Cases

. 

~_`-'yl,i 
i 

.._..._ ... 

L 
~~~ No,  3.., @ 

~~m....... 

(` , Case s ~Total  
.•. '1 

U, 
~'rars± used 

S. Commercial 
.L ra.ns uaQ. ed 

'SIBS or Immuno 
Pa n eviouF 

Concentrate 

(. 3 . CoImcri :i 4 15 1 18 

No, 

Total'  
No , Pr evjouo 

Concentrate 

91 

46 
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Table 6 

T rr 
Q t' OKE -.: , T 

am
,l  T r s't 

At .. d ^'. }" y

'1. Sy Comn ercjal Kryob s=ir? 
ImrI ,un:r 

k 
Y 

u. S   or C 

f p

Kryobuiin FEIBA t 
IX) cr 

Kry©bul a.n 

NHS VIII NHS VIII 

Kra c built 

177 

ISar:?.   as u e3socIa rd 
ier±s oarh Br nd Expensed as Ratio 

Sec~.nd u F_rst, Attack 1 

2 f 9/9

2

18,/29
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