NEWCASTLE DISTRICT HEAILTH AUTHORITY

| REPORT OF AN AD-HOC GROUP TO CONSIDER THE USE OF HEAT-TREATED
FACTOR VIII CONCENTRATE

At the request of the District Administrator (Mr.C.Spry) and the Chairman of
the Hoépi%gl Medical Committee (Dr. C.B.Henderson) we met orl December 4th 1984 to
consider the necessity and implications of using heated factor VIII concentrates in
treating patients  attending the Health Authority's Haemophilia Centre at the
Royal Victoria Infirmary.

JBaékgrdund.g‘ The Haemophilia Centre at the Royal Victoria Infirmary cares for
-'péfiehfs with-haemophilia in- the Northern Region. This condition is due to a
genetlc defect in the production of one of the coagulatlon factors (factor VIII)
ﬁﬁrequlred for the normal clotting of blood. Consequently patients with the
v.dlsorder are at risk of severe bleeding either spontaneously, after minor injury,
" or after surgery, depending on the severity. ‘
~ The mainstay of treatment of patients with haemophilia is %o administer
7 factor VIII intravenously either as human factor VIII concentrate, human
cryoprecipitate, or animal factor VIII. For clinical and practical reasons most
: patients‘ﬁith haemophilia are treated with factor VIII concentrate: 30-40% of the
fjmaterial used in the Haemophilia Centre is UK-derived factor VIII obtained free of
 .'charge.fr6m the National Blood Transfusion Service, but the remainder is purchased

from a'variety of commercial sources. All human factor VIII preparations, however,

. are obtained from donors. Although both NHS .and commercial factor VIII concentrates

°f*aré?satisfactory forms of reblacement therapy, material from both sources has the

’ potéhtialrtb transmit infections from donors to recipients. This danger is
i/-aggravated'by the fact that factor VIII concentrates are prepared by pooling plasma
~ fractions from a large number of donors: -consequently, even a very small number of
‘Qinfected donatlons can produce w1despread contamination cf a final product. Until
recently, the most important contaminants were hepatltls viruses.

Con51derable efforts are therefore made .to ensdre the health of donors, the
absence of known infective agents in their blood, and the quality of the final
'?*produets, For a number of reasons, NHS factor VIII is substantially less likely to -
1-;contaiﬁ infective agents than that obtained from commercial sources which is

‘_kaultlmately derived from donors in North America. Whilst it has been the policy
: fOf the Health Authority and the Haemophllla Centre to use NHS factor VIII wherever

A 5gposs1b1e, supplles are llmlted and it is anticipated that the UK will not become

" . self-sufficient before 1986. We believe that this date may be overoptimistic.
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Consumption of factor VIII concentrates, and their cost, within the Authority,

voﬁer the past few years are shown below:

. Units
Vo "~ (million) Cost (£)
1982/83 4.9 : 279,000
1983/84 4.1 " 275,000
1984/85 (end October) 3.8 301,000

Annual fluétﬁations in usage (reflected in the number of units used per year) aré
dué to the devélopment of inhibitory antibodies in some patients, and the large
quéntities‘requiréd if even small number of haemophilia patients require major
surgery. The increase in costs are due to price rises of the commercial products.
ThejRVi phérmé¢y department, in consultation with the Director of the Haemophilia
'Céntre, have made substantial efforts to obtain commercial factor VIII at the ‘
1most economlc price but the world-wide shortage of the material does not provide
much _scope for price competition.

'Acqulred Immunodeficiency Syndrome (AIDS). This disease has only been recognised

fpr the past four to five years. Recent evidence suggests that it is caused by
é.fetrd§irus, and that infection with the agent results. in depression of the
51mmune system. Consequently, patients are susceptible to overwhelming infections
“from other viruses, bacteria and fungi. Knowledge of the treatment history of
AIDS 15 very incomplete, and there is no known effective treatment for patients
Sufferihg from the disorder. -Epidemiclogical evidence, however, has shown that it may
1trahsmitted during homosexual:ahd (less commonly) heterosexual intercourse, and by
-transfu51on of blood containing the putative AIDS virus. The disease appears %o
'have a median incubation period of 2 years but it may be as long as 5 years in
‘some individuals. \ X
v 90 lndiVJduals are believed to have died from AIDS in the UK 1nc1ud1ng 2
~heterosexual haemophlllac patients. Because of the kndwq haematogenous transmission
ﬁof AIDS, haemophillacs are at clear and special risk of contracting the disease.
f74% of haemophlllacs in the USA, 53% of West German haemophiliacs, and 34% of
fLondon haemophiliacs have antlbodles (HTVL III antibodies) to the putative AIDS
 Virus,:indicating previous exposure to either live or dead virus particles.
fItnis not know at present what proportien of haemophiliacs attending the Northern
iRegionai’Centre have HTVL III antibodies but this information will be available
soon: there is no reason to believe that the incidence will be less than that
fin London.haemophiliacs, and we know that one patient has contracted the disease
:in Newcastle. The clinical implications of the presence of HTVL III an%ibodies
“are uncertain except to indicate previous exposure to living or dead virﬁs; It

1s also uncertaln as to whether antibody positive patients would be protected

agalnst further.exposure to the AIDS virus.

BPLL0002848_003_0002



Whilst the likelihood of contracting AIDS seems greatest from the use of commercial

_ féctor Vi1I, NHS-faéfor VIII cannot be exonerated.

.Heat;treated factor VIII concentrates. A number of manufacturers of factor VIII

N

-.concentrates possess Clinical Trial Certificates for the preparation and

‘administration of heat-treated factor VIII. Heat-treatment of factor VIII was
ipitially introduced'in order to inactivate at least some of the viruses causing
hepatitis. Heat treatment has also been shown to inactivate retroviruses and

it seems likely, on theoretical grounds that heat-treatment will inactivate

.thé AiDS virus. .The use’of heat-treated factor VIII, however, poses five

potentlal problems. )

1) No heat—treated commercial factor VIII is currently available with a
vv'Produpt Licence. For the time being, therefore, any use of commerc;al
heatAtreated material within Fhe Authority must ﬁé carried out under

" the "named patient" provisions of Section 8 of the Medicines Act.
Informal discussion by one of us (MDR) with the Licensing Authority
indicates that there are no objections to this coufse of action.

2) Heat treatment of factor VIII results in some loss of biological

activity. -On theoretical grounds, therefore, factor VIII degradation
':b?oduct produced by_the heat treatment might produce adverse effects.
"Informal discussion by one of us (MDR) with the staff of the National
Institute for Biological Standards suggest that, in practice, such
 problems have not arisen.

3) | Heat-treated factor VIII from commercial sources costs. substantially: -
.more than conventional material.:. At present, manufactﬁrers of"
‘heat-treated factor VIII are quoting prices of 12p./unit or 14p./unit,

compared with 8p./unit for non-heated factor ViII. Substitution of

v *‘heat—treated commercial factor VIII for conventlonal commercial products

'would increase our costs for factor VIII by Gpproximately £43,000
durlng the current financial year,; Over a full year we estimate that
at currently quoted prices the additional costs of changing complefely to
heat-treated factor VIII would amount to £150,000 to £250,000 per annum
depending on usage. ‘ _ _

A) Substantial stocks of conventional commercial factor VIII are held by
the Authority and by pat;ents in their homes. The stock value of

" ~ material in the RVI pharmacy (28.11.84) is £33,149. Manufacturers

: ‘ f:bave, however, indicated that they will accept this material for credit,

« or for heat-treatment.
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5) 'Use of heat-treated factor VIII will, because of the loss of acitivity incurr

during the process, exacerbate the world shortage of the material. We believt

-hbwaver,‘fhat this is a problem for national and international health agencies

which should not prejudice the treatment offered by the Health Authority to

haemophiliac patients within the Region. In offering our advice to the

Authority we have therefore not taken this into account. |

Advice. Ougvadvice to the Authority is as follows:-

1)' On clinical grounds a change from using conventional commercial factor VIII t«
using commercial heat-treated factor VIII appears to carry little risk, but
offers-§ﬁbstantiél advantages. It should be appreciated however that these
adVaﬁtages, although likely, are not proven. We cannot moreover exclude the

- possibility that even heat-treated commercial factor VIII concentrates do not
‘transmit AIDS. '

2) On clinical grounds we believe ?hat the use of NHS factor VIII should continue
and we noée that from April 1985 this material will also undergo heat~treatmer
We also advise the continued use of cryoprecipitaté.

3) In the light of available knowledge, we cannot identify groups of haemophiliac
patients who would be 1likely to benefit from heat-treated commercial factor Vi
or who would be likely to be at special risk from conventional commercial fact
VIII,.apart from those without previous exposure to any factor VIII concentrat

4) .Ih formulating our advice we have not téken into account -the economic

' consequences of changing to heat-treated commercial material. - We believe that
this decision must be for the Authority and its Officers. .. A

m 5) If the Authority is ablg fo identify funds for the changes we believe can be

- o f justified on clinical grounds, we. further recommend that:

. a) the Health Authority inform the Licensing Authority (Medicines Division,
DHSS) of its intention to use commercial heaf—ﬁreated factor VIII on a
;. 1 ~ N ~"némed patient" basis, .
b). the DPhO continues to negotiate with individual companies for the most
" cost-effective supplier of. heat-treated materiél;
¢) the position is reviewed at the end of the current financial year when
. further scientific and commercial information may have become available.

Prof. michael D. RAWLINS (Chairman,Drug & Therapeutics
Sub-committee,
Professor of Clinical Pharmacc

Dr.Peter JONES, (Director, Haemophilia Centre)
Prof. R.MADELEY (Professor of Virology)
Dr. A.G.BIRD . (Consultant. Immunologist)

Dr.Michael SNOW (Chairman,Cross~Infection Sub-~committee:
Consultant' Physician in Infectious
Diseases)

Mr.P.HOPLEY (District Pharmaceutical Officer)
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