SEZACASTLE DISTRICT HEALTH AUTHORITY
—s s

SEFCRT OF AN AD-HOC GROUP TO CONSIZER THE USE OF HEAT-TREATED
FACTOR VIII CONCENTRACTE

—

At the reguest ¢f the District Administrater iMr. C.Spry) and the Chairmar
of the Hospital Medical Committee (Dr. C.B. Henderscn) we me= cn December J4th 1382
to consider =he necessity and implications of using heat-treated factor VIII
cocncentrates in treating patients attending the Health Authority's Haemcphilia
Centre at the Royal Victoria Infirmary.

Background. The Haemophilia Centre at the Royal Victoria Infirmary cares fer

‘ patients with haemophilia in the Northern Region. This conditicn is due tc a
genetic defect in the production of one of the ccagulation facters (factor VIII)
required for the normal clotting of bleed. Consequently patients with the
disorder are at risk cf severe bleeding either spontaneously, <er minor injury,
or after surgery, depending on the severity of their condition.

The mainstay of treatment of patients with haemophilia is toc administer
factor VIII intravencusly either as human factor VIII concentrate, human
cryoprecipitate, or animal factor VIII. For clinical and practical reasons
most patients with haemcphilia are treated with human factor VIII concentrate:
30-40% of the material used in the Haemcphilia Centre is UK-derived factor VIII
cbtained free of charge from the Naticnal Blood Transfusicn Service, but the
remainder is purchased from a variety of commercial sources. All human factor
VIII preparatiocns, hcwever, are obtained from denors. Although beth NHS and

. ~cmmercial factor VIII ccncentrates are satisfactory forms of replacement
therapy, material from both scurces has the potential to transmit infections
from doncrs to recipients., This danger is aggravated by the fact that
factor VIIZ concentrates are prepared by pocling plasma fracticns from a large
number of doncrs: consequently, even a very small number of infected donaticns
can preduce widespread contamination of the final preduct. Until recently,
the most impcrtant contaminants were hepatitis viruses.

Considerable efforts are therefcre made to establish that donors are
healthy, that they dc not have known infective agents In their blced, and that
the quality =f <he final przduct is satisfactcry. For a number of reascns, NES
facser JIZI is substantially less likely tc ccontain infective agents than thas
cbtained f-cm commercial scurces which is ulzizately derived from doners in
ersh America. Whilst it has deer zhe pclicy of the Health autherity and the

Haemophi-ia Tenzre s use NHS factor VIZIZ wherever possible, supplles are

iinited anc 2T I35 anticipatesd that the UK will ncT become selc-

before L3282, We believe that this date may alsc dDe cvercpiimis
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Consumpticn 27 facser VIII concentrates, and their cost, w.

sver the past few years are shown below:

Unics Cast (£)
(million)
1562/83 2.9 27%,.CC0
1983, 84 3,3 275,000

1984/85 (end Octcber) 3.8 3C1,0CC

Arnual fluctuations in usage (reflected in the number of units used per year) are
due =z the develcpment of inhibitery antibodies in scme patients, and the large
quantities reguired if even a small number of haemcphilic patients require major
surgery. The increase in costs are cue %0 price rises of the commercial products.
The RVI pharmacy department, in consultation with the Directcor of the Haemcphilia
Centre, have made substantial efforts to cbtain commercial facter VIII at the 2
most econcmic price but the world-wide shortage of the material does nct provide
much scope for price negctiaticon.

Acguired Immuncdeficiency Svndrome (AIDS). This disease has only been recognised
for the past four to five years. Recent evidence suggests that it is caused by

one or more retroviruses, and that infection with the agent results in depressicn
of the immune system. Consequently, patients are susceptible to overwhelming
infections frcm other viruses, bacteria and fungi. Knowledge of the natural
history of AIDS is very inccmplete, and there is 2o known effective treatment

for patients suffering from the discrder. Epidemioleogical evidence, hcwever, has
shown that it may be transmitted cduring homosexual and (less commonly) hetercsexual
intercourse, and by transfusicn ¢f blocd containing the putative AIDS wvirus., The
disease appears tc have a median incubation pericd of 2 years but it zay be as -
long as S years in some individuals.

80 individuals are believed to have died from AIDS in the UK including 2
hetercsexual naemcphilic patients. Because of the Known haematcgencus transmission
cf AIDS, haemcphiliacs are at clear and special risk cf contracting the disease.
74% of haemcphiliacs in the USA, S3% of West German haemophiliacs, and 32% of
Lenden haemcphiliacs have antibodies to the putative AIDS wirus (HILV III & LaV)
indicatirg previcus expcsure to viral antigen either as live or dead virus.

Te is not kncwn at present what prepersion of haemcphiliacs atlending the Nerthern
Segicnal Centre have anti-viral antibodies but this InTormaticn will De available
socn: =nere i$ NC reason =C Delieve that the incidence will De lesz than Thas
in Londen haemcpnillSs and <€ AnCW THAT Cne patient has SInTracted Thne Siseacse

in Newcas<zl.e. The Clinmical implicaticns o7 zhe presence o7 antievirsl anctibedies
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are uncertain except to indicate previcus exposure to living or dead virus. It
is alsc uncertain whether antibody positive patients would be protected against
further expcsure tc the AIDS virus. At the present time there is nc test for

the AIDS agent which can be used to screen facter VIII preparations fcor petential

infectivity. Whils:s the likelihoocd cf contracting AIDS seems greatest frem the

free of risk.
Heat-treated factor VIII concentrates. A number of manufacturers cf factor VIII
concentrates possess Clinical Trial Certificates for the preparaticn and

administration of heat-treated factor VIII. Heat-treatment of facter VIII was

initially introduced in order tc inactivate at least some of the viruses causing
hepatitis. Heat treatment has also been shown to inactivate some retrcviruses
and it seems likely, on thecretical grounds, that heat-treatment will inactivate
the AIDS virus. The use of heat-treated factor VIII, however, pcses five
potential problems:

1) No heat-treated commercial factor VIII is currently available with a
Product Licence. For the time being, therefore, any use of commercial
heat-treated material within the Authority must be carried cut under
the "named-patient" proviaions of Section 8 of the Medicines Act.
Informal discussion by one of us (MDR) with the Licensing Authcrity
indicates that there are no cbjections to this course of action.

2) Heat treatment cf factor VIII results in some loss of bioclcgical
activity. On theoretical grounds, therefcre, factor VIII degradation
product procduced by the heat treatment might produce adverse effects.
Informal discussion by cne of us (MDR) with the staff of the Naticral
Institute for Biological Standards suggest that, in practice, such
prcblems have not arisen.

3) Heat-treated factor VIII from commercial sources costs substantially

re than conventional material. At present, manufacturers of
heat-treated factor VIIZ are quoting prices cf 12p./unit cr l2p./units,
compared with 8p./unit for non-heated factcr VIII. Substizution of
heat-treated commercial factor VIII for ccnventional ccmmercial products
would increase cur ccsts for factor VIII by approximately £51,000
during the current firnancial year. Over a full year we es:imate tha=z
at currently quoted przces the additicnal costs of charging :zcmpletely
¢ heat-treated Tactor VIID weuld amcunt o £120,0C0 o £251,3CC per

arnum depending cn usage.
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4} Substartial stocks of conventicral commercial fac=or Y11l are held by
+he Authority and by patients in their homes., The sTock valiue of
mazerial in the RVI pharmacy (28.11.84) is £33,149. Manufacturers
mave, however, indicated that they #ill accept this material feor

, or for heat-treatment.

5) Use of heat-treated factTer VIl will, because cof the lcss of activity
ircurred during the process, exacerbaze =he wecrld shortage cf th
material. Wwe believe, however, that this is a prcblem for naticnal
and international heatlh agencies which should not prejudice the
~reatmens offered by the Healsh Authcrity <o haemcphillac patients
within the Region. In cffering our advice %o the Authcrity we have
sherefore not taken this into account.

Conclusicn and advice. Our conclusions and advice are as follows:- -
1) From the available evidence a change frcm using corventional commercia.

cactor VIII to using commercial heat-treated factor ViIII appears TO
carry little risk, but offers substantial advantages. it should be
appreciated however that these advantages, though likely, are not
proven and we cannct exclude the possibility that even heat-treated
commercial factor VIII concentrates do not transmit AIDS.

2) We believe, on balance, that the use of NHS factor VIII shculd be

iecontinued until af<er April 1985 when material from this scurce
will also underge prior heat-treatment. Ore of us (P.J.) has
received assurances from the Director cf the Blood Products Laboratery
at Elstree that the Authcrity will be able to "role cver" ifs allocaticn
of NHS factor VIII concentrate until af<er April 1985. The Tempcrary
discontinuation of NHS material, over the next three mcnths, will net
-herefore have any financial implications cver a full year.

3) We advise the continued use of crycprecipitacte.

4) In the lignt of available knowledge, we cannot identify groups of
haemcphilic patients who would be likely tc benefit from heat-treated
commercial facter VIII, or whe would be likely tc be at special risk
from conventicnal commercial facter VIII, apart from those withcut
previous exposure to any factor VIII concentrate.

5) in formulating our advice we nave noT Taxen insc actount the econcmic
sonsequences of changing +o neat-treated cocmmercial material. We

neai

nelieve That This decisicn muet be for The Autherity and i4s Cfficers.
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1¢ she Authcrity is able to identify funds for the changes that we believe
-

can be justified cn clinical grounds, we further recommend that:

\
a)

b)

c)

she Health Authority inform she Licensing Authority (Medicines

Divieicn, DHSS) of its intention o use ccmmercial heat-treated

The District Pharmaceutical Officer continues to negotiate with
individual companies for the most cost-eflective supplies cf

heat-treated material.
The pesiticn is reviewed at the end of the current financial
year when further scientific and commercial informaticn may

have become available.

Professor Michael D. RAWLINS (Chairman, Drug & Therapeutics
Sub-Committee,
Professcr of Clinical Pharmacolegy)
Dr. Peter JONES, (Director, Haemcphilia Centre)
Professor R. MADELEY (Professor of Virolegy)
Dr. A.G. BIRD (Ccnsultant Immunolcgist)

Dr. Michael SNOW (Chairman, Cross-Infection Sub-committee,
Censultant Physician in Infecticus Diseases)

Mr. P.HOPLEY, (District Pharmaceutical Officer)
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