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HOV SCREENING

The attached draft submission reflects the advice of the advisory
Committee on the Virological Safety of Blood that the UK should
introduce the anti HOV screening of blood donations as socon as

practicable.

Tn view of the urgency in putting this to Ministers, I would be

grateful for comments by close 18 Decenbar.

GRO-C

J CANAVAN
505 Eileen House

J MeGrath DHSS NI
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HEPATITIS € ANTIBODY SCHEENING TEST:
ADVISORY COMMITTEE ON THE VIROCLOGICAL SAFETY OF BLOOD {BCVEB)

1 PS{L} was informed on 7 August of the intention Lo connence
a pilet study te evalnate the two available soreening  tests
(Ortho and Abbott) for the hepatitis € virus (HCV). This
followed the advice of the ACVSE at its July meeting that the UK
should introduce routine HOV screening of plasma and whole blood

once the results of the pilot study were known.

2 In light of the results of the pilot study the ACVSE has
unanimously recosmended the introduction of routine screening as
soon  as practicable. This note sets out the case for the
intreoducticn of routine screening, the financial implications and
the results of an economic appraisal. We are seeking Minister’s
approval Lo comasnoa 3¢f@aﬂing in the NBETS as a public health

weasure in line with the ACVSBYs advice.
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3 The other UK Health Ministers are alsoc being asked to

approve the introduction of routine testing in their transfusion

services.
Ed
Background o g
4 HeY is considered to be the pain, though not the only, cause

of Non A Non B hepatitis (NANBH), which has become the most
common form of post transfusion hepatitis. The disease may run a
symptemless course, but in some cases it can result in chronic
liver damage which may ultimately be fatal. For further dotails

about the disease, see anne¥ Al

5 Since the middle of 198% an Initial SBcoreening Test (ELISA
test) has been marketed which can identify supposed carrvisrs of
HOV . However, there were problems with this ELISA test as it
produced wany false positives and at that time there waere no

neans of confirming whether positive cases were infective.

& Routine testing for HCV antibodies in all donated blood has
been introduced recently in USA, Australia, Japan, France, Italy
(testing on a voluntary basis), Belgiunm, Spain, Luxenbouryg,
Pinland, Norway, Sweden and Denmark. Many other countries are
considering this move. Eire is waiting to follow action in the

UK‘

ACYSE. Recommendations

7 The ACVSB has always taken the view that effective screening

for HOV would be a useful public health measure. It would
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further increase the safety of the blood supply and reduce the
incidence of post transfusion NANB hepatitis and the spread of
HCV in the community at large. However the Committee recognised
there were deficiencies in the available ELISA screening tests

from Ortho and abbott.

8 at its meeting in July 1%%0 the ACVSB vrecommended in
principle that screening should he intreduced in light of recent
developments in testing. However they recommended that a pilot
trial should be carried out as a first step to determine if
either of the two ELISA screening tests were preferable for use
on the UK donor population. This trial would also provide
experience of using the newly developed supplementary and

confirmatory tests.

Besults of Filot Trisl

g The results of the trial were considered by the ACVEB on &
Hovenber. The trial showed that both screening tests wers
satisfactory for routine use in the Regional Transfusion Centres
although far less specific than established tests for other
infections. The trial alse underlined the importance of having
supplementary tests to help determine which donors were truly
pagitive, petails of the results are given in Annex A. In light
of the results, the Committee were unanimous in recompmending that
we should follow the acticon of other nations and routine

soreening should be introduced as soon as practicable.
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10 The Committee alsc recommended that the chelce of screening
test be left to the Regional Transfusion Centres. Samples which
are repeatedly positive by a single screening test would be
referred for supplementary testing to an expert centre. The
donors of samples found to be positive after supplementary
testing would be assumed to be carriers of infection and would be
excluded from giving blood and would be counselled on the need to
consult a specialist/gastroenterologist for further advice and
testing. on the basis of the results of the pilot study, we
would expect approximately 14,000 donations in England to be
referred for supplementary testing in the first year of which
perhaps 1,200 would be found positive. In the subseguent years
the probability is that the number of screen positives and true
positives will fall. Cost-~henefit in future years could be
higher or lower: costs will reduce but so will benefits as the

proportion of positives in the donor populatlon reduces.

Financial Iwplicationsg of Screening

11 The ACVSB in giving their advice were concerned about public
health, although clearly influenced by the threat of litigation.
The economics and cost-benefit of testing are considered in anneyw
B. The screening ef blood donations using the three tests, ELISA
plus two supplementary tests RIBA and PCR, would cost an

estimated £5.73 million in the first year. This figure includes

the cost of the test, the extra staff at the Transfusion Centres,
counselling and follow-up of denors and cost of replacement of
lost donors. The cost of specific treatment of positive donors,
if it were to bucome available, would be in addition to this sum.

The cost cannot be readily quantified since specific treatment is
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still only at a vesearch stage. Wwith the expected rapid
development of tests for HCV antibodies, and increased
competition, reagent costs may fall as well as the need for
supplementary tests. 8o costs in subseguent years should be less

than in the first year.

Value for Money

1z Annex B attempts to summarise an economic appraisal of the
possible introeductien of this test. Given the paucity of
information available on which to base an assessment, the
conclusion about benefits wust be uncertain. However based on
reasonable assusptions of cocosts but pervhaps eptimistic
assumptions about benefits the appraisal concludes that sonme form
of screening programme could be cost beneficial with the cost per
life-year saved in the order of £46,000. This represents
questionable value for money. Morecver HCV is not unigue in

these respects in the health care field and financial criteria

are not the only ones for deciding on public health measures.

Funding

13 No special provision has been made for HCV testing in the
HCHS budget. The cost to RTCs would thersforse have to be found
from the general allocation. Since RICs will be woving away from
direct funding by Regions from 1 April 1991, the cost of

screening would have to be reflected in higher handling charges

to hospitals for blood supplies. The PHLS who would carxy out

the supplementary tests too would have to find the cost of some
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£1-£1.5 million by charging RTCs for the service. This too would
be reflected in the blood handling charges. In total the
screening would add nearly €6 million to the RTCs revenue

operating costs of approximately £70m pa,

agptions for Reducing Cousts

14 consideration has been given as to whether costs of testing

can be reduced:

&) selective testing of high visk groups is not possible;
those recognised to be high risk are already excluded

{eg druy misusers)

b} less freguent {eg annual) testing of donors would save
on reagent costs, but add to the complexity of
procedures at RTCs so increasing labour costs,
jincreasing the chance of errors. Dual testing regimes
might prove impracticable for RICs. Since new
infections could arise that might have been detected by
the screening of every donation, the risk of litigation

would be high.

<) restricted use of supplementary testing is a likely
development in any case, with the routine use of the
RIBA test but not PCR, for example, for samples repeat
positive with both ELISAs. Hew scrsening tests
currently under development are likely to be nore
specific resulting in fewer false positives that

reguire expensive supplementary testing.
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Case for Scresning

i

The main arguments in favour of screening are:

- it is a public health measure which would reduce the
incidence of post transfusion hepatitis and the spread

of HCV in the community at large;

- it reduces the risk of litigation from those who
develop hepatitis or cirrhosis as the result of a

transfusion when scresning tests are available;

- if treatments which are currently experimental prove to
have value, it could be in the interests of the donors

to discover they carry HOV infection;

- any delay is likely to be shortlived as the EC is
developing comron licensing reqguirements for blood
products. Other EBC countries have introduced anti-HCV
sereening and it may well becoms a reguirement that the
gourae material for blooed products should be btasted for

HCV antibody.

- The screening tests are far from perfect and even when

used in conjunction with supplementary tests it is not

certain that positive cases are truly infective. Even
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if a patient receives infected bloed he would not

necessarily become infected nor develop c¢linical

symptons.

e Healthy donors who test positive will be converted into
patients. counselling these donors will present
difficulties in wview of the uncertainty whether the
donor will ever suffer adverse effects. HNevertheless a
positive finding is likely to induce anxiety in the

donor and perhaps compromise his or her insurability.

o The outlay on screening will add to the general
pressures on HA funds and mean that the newly
introduced handling whargéﬁ for hlood will be higher
than they otherwise would be. Budgets already devolved
to users of blood on the basis of last yaar’s costs
will have to be topped up if supplies to patients are

to be maintained.

Timing of Introduction

17 There are some operational matters that need to ke finalised
before routine screening can be introduced. The RTCs will need
to cvonsider how guickly they could recruit extra staff and obtain
the necessary eguipment to support the screening programmse. The
NBTS will also need to consider arrangements for counselling and
referring on positive donors. There would also need to be
discussions with PHLS about where within thelr network the
supplementary testing should be carried out. The charging

arrangements to recover costs would also have to be discussed
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with the NBTS and PHLS. The Transfusion Services in the UK would
also wish to co-ordinate preparations to introduce screening at
the same time. In practice it is unlikely that routine screening

could be introduced before 1 April 189%1.

Conclusions

18 In view of the ACVSB’s firm recommendation that ryoutine
screening should be introduced as a public health measure, the
possible risk of litigation and the fact that other countries are
routinely testing bleood donations for the virus antibodies, any
further delay in the introduction of HCV testing in the UK would

be diffioult to defend.

19 We therefore recommend the introduction of routine screening
for HCV antibedies. We ask if PS{L} is content that screening
ashould be introduced and that praparvations sheould be nmade to

introduce it as soon as practicable.
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ANNEX A

HEPATITIE C VIRUS (HCV) AND BLOOD TRANEFUSION

1.

Viral hepatitis

Hepatitis is inflammation of the liver. This can give an acute
illness, usually with jaundice, and lead on to chronic dissase
including clrrhosis. There are at least 5 types of wiral
hepatitis including hepatitis A "infectious hepatibis® which is
gpread by the faeco-oral voute, and the important forms =spread
parenterally including by blood transfusion, hepatitis B and
that c¢alled non A non B hepatitis (WANBH). Mow  hepatitis B
KANBH is

carriers can be detected by sorsening and excluded,
the most oopnoen infeotion transmitted in blood transfusion.
Until last year there was no way of detecting who was carrying

#ev  infection, but some transfusion services attempted to
exclude higher risk donors with surrogate tests, including for
AUT, a marker for early liver danmage. But in the UK this was
not theought worthwhile.

2. Hen A non B hepatitis (HANBHY

We now believe most people who have NANBH do not have jaundice
in the acute i1llness, and sc the disease is often unrecognised.
Hence it is difficult to estimate the burden Ffrom this dissase,

its wmortality and its freguency as a cause of chronic liver
disease. In the last vear since the avallability of a test for
Hepatitis € {HCOV), thought to be the most common but not  only
cause of  MNANBH, there have Dbeen wmany studies on HOV
epidenioclogy, nost incomplete or as yet unpublished. In the
USA only 5% of HANBH is known to be transfusion related
feguivalent figure for UK not knowvn).,
HEPATITIS
A B nond noni O nthers
&
HEY others, nobt
x/ K\“ yet identified
vransfusion Thot ransfusion
azsociated aszociated
HOW {may be nilder
7 M disesse)
aﬁut&1§& non-gymptopatic
symptomatic (3 in 43
(1 in 4}
: . e
fulminant ™ Fed
death chronic infection
{1 in 50-7%) {1 in 23

| \
{01 in 5 of thess

chronic cirrhosis
{1 in 10}
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3.  HNANBH and Blood ¥roducts

Host haemophiliacs who recelved unheated blood  product
(factor VIII) had NANBH. But it appears curvent heat treatment
has been effective at destroying HCV and other NANB infections.
Hevertheless, there are pressures Lo increase further the
security of plasma being fractionated, and sone aunthorities
{(but not the CSM) have been insisting on surrcgate (ALT) tasted
plasma. These authorities might be expected to insist on
HoV-tested plasma also, although there is  scoientific debate
whether that is necessarily desirable on theoretical grounds
{The test is for antibodies, which might be helpful in nopping
up undetectable viras}. The FDA have delayed a decision on HOV
testing of plasma, and the EC have yet to decide.

: The available tests for HCV

HOV  has not been isolated, praoperly identified or grown in
culture. Part of the genome of HOV has been ¢loned and used to
develop tests for antikeody that reacts with this. The first
tests were marketed only last year, and have already been
supersedad. At  first there was no way of determining the
significance of a "positive® result. Rut with current tesis
used in seguence a high proportion of those carrying HCV
infection can be correctly identified.

a ELISA (enzynme~linked immunosorbent assay)

two tests now available, wmarked by Ortho and aAbbott,
more being developed

uged in HBTS trial {(see below)

crude =screening test, high false positive rate at
presant

unit cost £2.50

b RIBA {recombinant impunchlot assay) or neutralisation assay

wore specific test for the same antibodies
not yet marketed

for specialist use in a few centres only
unit cost £2%

¢ PCR {polymerase chain reaction)

confirmatory test, detecting HOV segusnces
highly specific, if used correctly

highly conplex, for use in expert centres only
unit cost £100

$. NBTS_ trial

10633 regular bleood donations Wwere screened in  Glasgow,
Northern and N London RTCs with both Abbott and Ortho ELISA's.
Those samples that repeated positive with any test were
subjected to RIBA and PCR analysis. Of the 10633, ¥ were

13
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25 e L

positive with Abbott ELISA, ﬁ%’thh Ortho and 2¢ with both (=597

Preliminary results are that only & of these, which had tested
positive with both BELISAs, were positive with RIBA and these
were the only ones pmsltlva with PCR. Other work has suggested
that ?CR”stltlve blood is that which can transmit dissase.

&, Fracticalities of testing

The NBTS are concerned about how to deal with donors that
screen positive. The trial results provide a possible schedule
that might be practicable. Fach RTC would use the ELISA test
that fits in best with their other tests and egulpnment, If in
their hands a sample is vepsatedly positive, the donation is
held back and  the sanple velferrved to a mpwvza};a centre.
There might be 60 to 70 such referrals each day in England and
Wales. If this also tests positive with the other ELISA, it 1&
subiscted to RIBA ({and until the significance of these tests is
wnare certain, PCR also). The RTC is informed. The Pfalse
positives® are allowed to continue to donate and blood that
subseguently screens negative is used, and any that tests
"positive® withheld. Donors with "true positive" samples are
referred to a physiclan for counselling and 1if appropriate,
treatoent.,

WITN7115019_0013



ANNEX B

SCREENING BLOOD DONATIONS AGRINST HEPATITIS C:
BCOBOMIC APPRAISAL

1. The EAO have attempted an economic appraisal of routine
testing of blood donations for HCV antibodies, but were greatly
handicapped by incomplete information on the current burden of
transfusion-associated NANB and its costs. This summarises
their analysis, updates it with results from the pilot survey
and points out the main areas where Iinformation iz deficient.
The main oconclusion is that the benefits for the estinated
£5-6m  first year cost is uncertain, but could be in the order
of £6000 per QALY for the lives saved.

& Costs

The cost of testing includes the direct costs for the RIC  for
procuring and administering the test; the cost for the RTC in
recruiting replacement denors for those who are Lrue positives;
and  counselling, diagnosis and treatment costs for the true
positive donors, balf of whonm might he expected to receive
liver biopsies.

The use of ELISA, RIBA or PCR alone or in various compkzinations
was subject to econowic analysis. The twoe realistic options
were the cheapest. These arve:

{1} BELISA screen and RIBA on all positives

{2} FLISA screen, RIBA on all positives, PCR on those
pogsitives.

For the 2 million anmual donations in England these come tol
{1} £5.55m
(2} £5.73m
[The ACVSB recognises that once further experience and use of
PCR  has established the true significance of a positive RIBA
test, dual not triple testing should becone the standard

practice]

Additional costs not brought inteo the formal economic appraisal
include:

a additional treatment costs for the infected donors,
which if the courrently experimental interferon at an
annual cost of £2-3000 becomes established as orthodox
therapy for HCV carriers, could be very substantial
indeed.

b indirect costs  from turning these donors into
patients.
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pifficulties here arise from ignorance of the natural history
of reciplents of HCOV positive donations. If the pilot results
are typical, and & in 10,000 donations will be truly positive
this could give 1200 gagltlve donationg amnually in England
into {estimated) 2000 different recipients since fractions from
each donation could go into more than one reciplent. But many
transfusion recipients have fatal illnesses and half the units
are expected to go to patients who will die from other causes
within a year. Some of the remaining recipients will be immune
or not becowe infeched. But for the analysis 520 of the
original 2000 recipients a year were assuned to be affected by
hepatitis, 20 acutely, the rest chronically including 100 with
cirrhosis.

on the {probably false} assumption that these patients
otherwise would have had a normal life exwpectancy and assuming
that the cirrhotics all die with the average life expectation
for chronic hepatitis; that hepatitis treatment costs are at
current NHS levels {(poor estimates available ﬁnly, possible use
of interferon ewxcluded), and time off work is as for othex
chronic liver disease, that the non-cirrhotics have no

significant loss of guality of life: the esgtimate is about
E6000 per 0ALY based only on the lives saved. This is 1likely
to be an over sstimate of the benefit of screening, prlnezyally
because the 1life expectancy of transfusion Y&Clplﬁﬁt$ is  less
than normal, even allowing for those who die in the first year.

additional benefits not brought in guantified terms into this
formal appraisal include:

a reduction in risk of 11&igat1ﬁn‘ It would be wvery
difficult to mount a defence if it were known expert
advice had heen disrvegarded. Whilst the settlement costs
are supposed to reflect costs of morbidity and premature
death and hence would be covered above, there could be
punitive costs and {substantial) legal costs as well.

b reduction in the pool of HCV infection in the
community  and  subseguent reduction in  chronic livex
stisease.

o additional bhenefit from the identification and early

treatment of infected donors. It is hoped this would nmore
than balance out the additional costs, but could well not.

d reduced anxiety in regular transfusion recipients with
removal of the threat of HCV infection,

& the continued provision by CBLA of plasma preducts in
the UK, amd possible sale of any surplus overseas, if/when
HCY testing becomes a EC or CSM reguirement.

£ no  longer vrisk that purchasers who consider HCV
soreensd  blood to be safer would take blood from RTCs who
make unilateral decisions to scrsen or even ILrom overssas
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