-

‘A _PRELIMINARY POSITION PAPER -

- Meeting to Consider the Merits of an
HCV "Look-Back" Policy

Ffidav, 5th August 1994: - WeSt-Midlaﬁds BTS Centre

. OBJECTIVE:
An ad-hoc assembly of experts was convened on behalf of ‘the
Standing Advisory Committee on Transfusion-Transmitted
Infection (SACTTI) to discuss the desirability and feasibility
of introducing a- "look back” policy to identify, test, counsel
and, if necessary, refer surviving past recipients of blood
components from donors later found to be anti-HCV :
seropositive, after September. 1991, when screening was
introduced in the U.K . :

THOSE PRESENT:

Dr. F. A. Ala (Chair) Birmingham RTC

Dr. J. Barbara (North London BTS)

Professor J. Cash.(Scottish NBTS)

Dr. J. Gillon (Scottish NBTS)

Dr. P. Hewitt (North London BTS)

Dr. V. Martlew (Mersey BTS)

Dr. D. Mutimer (Liver Unit, Queen Elizabeth Hospital,
Birmingham) : B -

Dr. A. Robinson (National Medical Director, NBA)

Professor .R. Tedder (University College Hospltal
London; Virclogy Department) . : :

Dr. L. Williamson (East Anglian BTS)

Apologies were received from:

'_Dr.'P.rFlaﬁagan
Dr. E. Elias

iDISCUSSION~

1. WHAT DATA IS CURRENTLY AVAILABLE?

A pre- publicaticn copy_of"a Paper Lrom _flnburgh and SE
SCotland:BTS by Avob ¢t alia (1994), entitled "Risk of-

'Hepatltls C in Patients Who Received Blood from:Donors
Subsequent shown to be Carriers of Hepatitis C Virus" was

circulated to. initiate the discussion. .

" It was noted that, of 41,700 bhlood doners. trom the Zirst 6
months of testing, 20 were conrirmed [HCV \orop051t1\e by RIBA
‘and- PCR. Tiftoen Of these were established donors all of

isk factors ~ .

~ whom had
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anti-HCV positive.

,- although only 58% of
nsfused; Thirty- nine , L
only 9 were. ultlma y

Some .83 compon
previous donati
the compcnents
recipients were
Traceable and alive.

from o

2
S
S

All of these individual V “os1t1ve.. 0f 39

] were_antl—nc
~recipients identifiec, &2% had died (none survived beyond 5 -
vears-after transfus:zcn), and 8% were not found. ~ It was
gstimated that there rz approximately 1.2 recipients for

"each individual 1onab_u4.

A review of this data raised the following comments:

. The proportion of untransfused components
was atypically hlgh in this partlcular
study. v
. The proport;on of rec1p1ent deaths was

higher than the figure of 50% usually
cited in the literature.

« - Infectivity of implicated donors was very
. high (even greater than reported by CLB
- Amsterdam (94%), and Link6ping (76%) at
ISBT, 1994. . : .

.. The mean age of recipients was not
reported, but most survivors were said ‘to
be in their 50s.

Comment: Although. —ost blood recipients -
may be middle-aged »>r old, a very ‘
substantial proportion are children or
young adults (NLBTS data). i

. Infected recipients were. asymptomatic,
with a normal ALT, although one had
progressive liver disease, currently under
interferon treatment.

Comment: Even though earlier data from-
several- Centres (including Birmingham)
‘'suggested that HCV causes mild liver
‘disease, further follow up. now indicates a
_more aggr6551ve progressive. evolution .
(Mutimer, 2nd biopsy results, & Tedder).
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In addition, HCV liver disease appears to be more

aggressive in old age, irrespective of the duration
“of infection, in post-transfusion cases -compared
“with IVDU, and in the immuno-deficient. Absence of
" symptoms and ncrmal ALT are a poor index of liver

‘pathology.

2.  WHAT IS THE EFFICACY OF TREATMENT IN THE LONG-TERM?

t a trivial virus,

- There is growing evidences that this is no
and that a significant zropcrtion of zatients benefit Zrom
receiving :therapy. '
The views of specia-ists ars heterogenecus, and insufficient
time has elapsed to cive a confident judgement regarding the
long- term penefits of therapy with recombinant Interferon-
alpha, either alone, cr in ccmbinaticn with a nucleoside
analogue such as ribavirzn. - Hepatologists are 1ncrea51“gly
prepared to take ‘a pragmatic view of Trsatment in the
indwwwdua1 case, however.
‘The evidence so far s That:
. Treatment offered as early as possible
~after diagnosis 'is likely to be most
effective. The objective is to provide
damage limitation within-the bounds of
possibility. : -
. ~The severity of liver pathology must be

assessed and where there  are signs of
progression to moderate or severe disease,
a trial of therapy with 3 million units or
rIF-alpha, 3 x weekly (adjusted for '
bodyweight) is worthwhile for a period of
6-12 months. A 3-month re-assessment and.
regular monitoring will demonstrate the
degree of responsiveness and determine the -
“value of persisting with treatment.

Patients with éétablished cirrhosis and/or
‘portal hypertension will not benefit, and
should not be offered specific treatment.
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"~ The relevance of HCV sub-type to disease
‘aggression. and patient respon51veness is
of considerable interest, but 1t is still
largely academic at: ‘the moment

The comblnatlon of r1bav1r1n and rIF alpha
may prove to give a better, more sustained
response, and ‘there 'is evidence that '
"native" IF may be more effective than rIF
(Tedder) . : - : .

The toxicity of therapy is low, although
depression and exacerbation of auto-immune
" disorders may occur, and costs are no more

than some £1,500 to £2,000 per patlent for
a 6 month - course of IF :

It is still not known whether therapy,
given for an aaequate period and at
" optimal dose, will affect the longer—term
natural hlstorv of the disease, and :
prevent relapse after treatment is
dlscontlnuea.

mpeting demands on BTS

- 3. Consideration of ential <o
or NHQ'svstems sxpendi h as the introducticn of anti-
HBc testing for "tail- carriers; HTLV-I, -II :
screening; screening I actarzal infection of blcod ]
components; sterilisac cr guarantine of clinical FFP, 2tc.}
was brier, as it was IZelt that each oI these deservea
“individual esvaluaticn in-their own rigat.
4. It was generallyv acknowledged. that we, in the Blood ’ B vt
Transfusion Service, Jo have an ethical responsibility and ' v
""duty of care" towards recipients of potentially infectious
"blood components such that thev deserve to be identified,
counselled, tested and cifzrcd treatment where that is
appropriate. It was I¢lc .that; despite the current -
‘uncertainties regarding long-torm erficacy of treatment, and
~ its impact . upon the matural history cf hepatitis C, we have a
- moral obligaticn to inform and advise 1r"1v1ng potentlally
~infected »2lood recipients

4
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5.°  The policiss c¢I cther this context,
briefly resviewed. IT s though The
Netherlands, Australia a=n n HCV

serwices in the
(notably, the American Red Cross) are rssisting FDA
to initiate it, on the grounds that It would not be i

or cost-effective. Germany has adopted a compromise position
which will only address recipzents of zctentially infectious

i
blood from 1993 cnwards, and France has decided to screen all
blood re o
us
e

d New Zealand ~ave adcpted

" =
S~y —ma myarcThiciAM
policy, <Ths tTransIiusion

"TLook—-Z2ack

mrg om
n
]

ipients for wiral markers, six months after
transt

ci Sis
lon, because “heir : ’—beepl“g is either unreiiabls
or non-exi '

.THE OPT-CVS LOR KBTS ARE TC:

i) _Confine 1tself to the role of an *nformatlon "c'earlng
house", providing hospitals with the identity of implicated -
blood components, leaving it to them and General
Practitioners, to follow-up potential recipients.

‘It was felt that thls policy would not be effectlve in
practice, or- . -

ii) Trace implicated recipients through hospitals .and GPs,
interview and counsel surviving recipients; obtain and test a
sample of blood from them; refer infected patients for

specialist: counselling, lnvestlgatlon and p0551bleAtreatment'

by Hepatology Centres.

v favoured (although it was not

‘The latter opticn was generally
slear how the added ccsts of the specialist reference centres
would be defraved). ~rFurther Giscussicn took place as <o how -
far back recipients should e zraceca. £ince few, if any, '
recipients were likely f£o be traceable and alive more than 3
vears after transrusion,. and since suificient archive samples
ere unlikelv *to be available o permit the identification oI~
a sero-conversion date {most anti-HCV tositive donors were
p:cbably infectad 1n the .1970s), & retrospoective analys:is
carried cut as far kack as’'possible 1d be the most
reasonable policy to adopt '

(9]
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or bable case- -load in

A very approximate cai:ulaCLOﬁ of the
~the AeSt 11a1 nds might Iav 7Oz

About 100 conflrmed anti-HCV positive dbnors
85 establlsheu ‘donors (15% new)
: AsSumiﬁg 2 components,transqued per donation = 170

.Taking 5 years at 1 donation per year = 850 donations,
‘over 5 years. ' ' v :

Assuming 80% of components transfused = 680
rec1p1ents over the 5 years. '
If 50% died = 340 llVlng rec1plents

And 17% not traced = 282'surviving,,traceable blood
recipients.

or 300 * 20

It is likelyv that the overall case-lcad will be anprox*uatelv
3,000 for England and Wales-alcne.

(Serc—-conversicns amcng estakbl:shed donors have not kbeen
included in the calculation, nor have rreviously reqular
donors nhb have _apssd and- have conly sust been found te be
ser ron the:r returm! ' ‘

opositive urc
a serious case for
k-Back" Policy in 1its
the topic to the MSBT
is. 1mplementea. o

In Sum: = The
considering the

with a recomme

FAA/MP
§.8.9¢4
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