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Table 1 show: the preliminary results of hepatitls reporis where there

wpe snoaph information to categorise these incidents as being relnrted to

factnr VIIL or IX therapy. (sses not considercd to be associated with

cenlareaent therapy have heen excluded. A total of 283 epised s of hepatiti:

repaci od by the Haemophilin Centre Directors, including 253 patients;

26 potient . hed 2 prtoeks of heparitis and 4 patiente T attacks, 0f the townl

af %, 1Y ere noneB hepatitis and therefore probably non-A, non-B, and

A6 incivents were hepatiti= B. Table 1 classifies ench incident according

in the brand of product implicated in each incidenl. The differing proportiens

ot inridents related to cach hrand does not reflect the relative incidence of

hepat itic (ue to each product. Hemofil and Kryobulin were used in the U.K.

ot G vecrs before the other commercial produets, und the relative amounts

ol oiher nroduocts have varied since due to market forces. Further evidence

congerning the relationship of different types of hepatitis to different brands

T

“of concentrate rs given later in this report.

From the patient ‘s polnt of view most enisodes of vcule hepattitic vere mnild,
llepatrtis B stil) occurs related to all types of product. bhut the incidence has
continued to decline. This must be attributed to the improved method« of donor
~ceernin., for HHqA: and quality control of the products.

COMPLICATIONS
The yuestion of the sipnificance of chronic hepatitis obscerved by veveral

groups ol woilkers in liver biopaics of patients with chronically elevated

transaminases is still unanswered. Current investigations ore attemptine 4o rela’ e

the resulte in different groups ol patients to their transfusion history, and

there iz strong evidence that different types of non-A, non--B hepatitis sre

relatad to different products (sec later). Most patieats in this proup

are stild contirely svmptomlesss The natural history of there disease an

nonehacopphilices is =t1l11 not known, though there is some evidence to sugpest

thet some pa’ lents with liver Biopsy appearances of chronic active hepatitis have
fetror procnosis than patients vith similar histelogy on liver hiopsy whose

Liver Jisense ils considered to be of non-viral origin. There have heen no further

deaths directly or indirectly attributed to liver disease in the past year,

al Incidence of hepatitis due to commercial versus NHS associatced hepatitis

Talbile (2) compares the figurcs for B and non~B hepatitis in pat lents
receiving only one nroduct in any vear {or the vears 1877-9 nnd was
presented in last vears report. It shows thot there is & 1-00 times

airhor inerdence of overt pon-A, non-B hepatitis associated with U.S.
Commarcinl concentrate compared with NHS. There is no demonstiable eoffeet
with hepatitis D probably due to the effect of screening plasma donations
foop HB%&Q. Ve have, as yet, no data for symptomless hepatitis, but a
singetive study of patients treated with factor VIII or IXN is planned
st oseveral Centres, [
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B i tory of trensfusion with concentrate

(*ble 3 analyses 137 cases of non-i, non-B hepatitis by transfusion -

The chief findins is that 70-80% of cases of non~A7, :

non~B hepntiris were associated with the first dose of concentrate that

the patient recceived. Fowr out of 91(4.,4%) cases occurred where US Commecial
concentrate was the implicated brand, in which the patient gave a

tory of 1-3 years treatment with these products. In contrast. &

out of 46 (¥,™) cases occurrad associated with NHS concentrate or

krvobulin (both intermediate factar VIII concentrate) occurred where the
paiients had previously been treated with NHS factor VIIT or Keyobuline

Nistorys

his

Pabla 4 zives an example of Lhe current pattern nof non=3A, non=B
t'het of the pa*ients treated wvith any batch of ¢ necentrate

henstiti=.
concentrate

il L pmmune to non-., nhon=B hepatitis, since batehes of
of any brand are contaminated with one (or more) serotypes of these
azents, Recenily A botclh of Kryobulin was investiwated wvhen 3 cises
wer. repurted to be associated with transfusion of this batch. The only
criterin one can use whea assessing possible immunity to reinfection i
1 history of previgus cxposure to a similar product, Toble 4 shows

that 13/57 (22.8%) patients treated were probably nnt immune to non=A,
ion-B hepatitis and of these, 4 developed hepatities, givinoe ~n attack
at of possible susceptibles of 30.8%, excludin~ svmptomless cases.

e’ S reening of donor= for hepatitis B~

Hepatitis B w, still present at e 1nw level hut donor screenin: apraars to
hove eliminoted any differcnce between Commercial and NHS .onrentrate in
1hys respecl - scce table 2.

4} Occurrence of differvent serotypes of virus in different products

Aprrt from differcnt sources of donor, there are 2 different types of
fouton VIII concentrate available in the U.K,
L) High purity factor VILL made by variants of the glyeine/PEG method
of tractionation (U.5. Commercial factor VIII coacentrate ) ond

7Y Talermedivte factor VIELI (NHS factor VIIL and Kryobulin).

Fahle 3 shows the differences between 2 vroducts, Hemotfil (i commercinl
L., Concentrate) ~nd Ervobulin (en intermediate factor VIIL) with
renmect tdihe chance that a patient will contract non=A, non-B hepatitis
©1th the Cirst bateh of material that he receives or a second or
subcooquent batch.  Vith Hemofil in 1974-5 there o5 ~ 20 tines areater
chance of contracting overt non-A, non-B hepatitis with the first batch
than with the <econd or subsequent hatch. In contrast, there v.s 2n
¢rque !l chance when treated with the first or subsequent batch of Kryobulin
of contracting overt non-A, non-B hepatitis.

One nf 2 explonations is liloly for this. The fiprst is that the attack
rale A7 Hewoiil arsociated hepctitisvs much higher than that associated
vith Fre-obulin. The nttack rate of Hemofil associated none-A, non-2
hopatitis in 1974-5 was (12,9%) and that of Kryobulin was {10,1%) -
tnpubliched dats - Hepatitis Working Party.
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‘e te Cifferences thercfovr connot be exnlained by djfferences
pates nbove. The second possible explanation is thad Hemofil i
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nt.minnted with one serotype of non-2, non=B hepnititis. and that

T ~hutin eontiins 2 or mnovre merotypes.

Thnt the second explanction is the more likely ond is confirwed
vorn relatine to multiple citacks of non-A, non-B hepatitis ave
~mined {table 6). Six patients devoloped 2 rftacks of nonwd,
bopetitis vhe-e the first was nssociated with U.5. Commercial ¢
P11 similar to Hormofil) and the second with Kryobulin or NHS m
However no multinle coses wvere observed where U.3. Commercial
v« igplicated in both attacks.ln contrast, 4 paticnts had 2 at
ron=-A, non-B hepatitis nssociated with intermediate products.
inesspees the {irst and =ecnnd pere nvansinted with NHS factor
the cond 2 the first wi L ssoniated vith Keyobplin in hoth no
ihe sccond attack with Krvobulin in one and PEIBA in the second
rirht hand column in table six gives the ratio of hepatitis nss
Ji ferept pruvucts in the proportion in which they occurred in

Jee hypethesi to explain the resuits of the survev is that h
(i.5. Comnmercial faclor VIIT is contaminated with one virus, and
intermediate fnuetor VILI being a 'cruder! product contains 2 no
qon<B vivuser. Therefore it is likely that one orent is removed
{ rreotionation urncess for hirh purity concentrate. There ig as
o idence to siugmest whether the U.S. Commercial as«ociated aren
c-me as one of thewe in the intermediate conceniriufes.
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Soie rerent o idence =uggests that reinfection with non-A, non-B viruses

large quantity of factor VIII

“here i larre dose of virus is present.This has been shown to ocenr with hepatitis B

prior

Lo

‘hee introduction of screening of plasma denations for B _Ax.

nosrible thut the case- nssociated with second or subsequent batches of

{geo paxe 1) represent instances nf this, though there may be other exp

PUMRE OF HEPATITIS SURVIILLANCE

W
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ionctions.

The YWorking Party has considered the vesnlts of surveys collectad so far and

te make the FallowinT recommendations i

i That the survey should continue by the pursuance of the surveillance

scheme to follow chanres in incidence of hepatitis related
in types of treatment and of blood products.

40 There i= little informetion about the incidence of subelin

to changes

ical bepuatitis.

Some work on comuercial contrate has been carried out at the Royal

Free Hosnitsl., However, there is a need for n prospective
comparing Aiffereant products, and an applicetion for a nro
has been made to the Meriireal Resecarch Council to support a

study

ject mrant

multicentre

syudy in patients coming to operation. 4 feasihildity study has so far

shovn that 4 out of 4 of patients studied who had had no previous tranifude

of concentrate develo,ed non-A, non~B hepotitis,
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patients,

atients had two attacks of Hepatitis and & patients had

three attscks.
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ASEOCTIATION WITH PREVIOUS

Czseg Non~-A, Mon-B, Hepatitis

fuszon History

Freeze Dried
Concentrate

3

+

Attack

of Hepa

i
mﬁmm

riated with .S,
icantrate

Commercial

iated with NHS or Immuno 13(28%
eentrate

jn,‘l

JSI0ON HISTORY .-

BRANDS OF CONCENTRATE

r .

%) 73(80%)

TRANSFUSION HISTORY

106 P(:lta

91

33(72%) 46

EFFECT OF TRANSFUSION OF DIFFERENT

drand

Implicatad

1.9

.. Commerciasl
HS or Immuno

—r

No, Casges

Ne. Uznsey
Transfused

Total
Transfuged

‘ Previous
U3, Commercial | NHS

or Immuno |[Concentrate

o s S M e oA ST <18 2

1

Total
Previow:
entrate

I Mo,
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......M__.-m...__._.u._.1
L 15 18 91,
6 8 13 L6
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