
RE?CRT OF AN AD-HOC GROUT 70 :CNS::ER :HE USE Or HEw:-7RE:."EO 

FACTOR VI:I 
:CrI'!Ii'oF__ 

At the request of the District Administrator iMr. C.Spry) and the Chairmar 

of the Hcsp.ta. Medical Committee (Dr. C.B. Henderson) we net cn December 4th 1?e- 

to consider the necessity and implications of usong heat-treated factor

concentrates ir. treating patients attending the Health Authority's Haemcphilia 

Centre at the Rcyal Victoria Infirmary. 

Background. The Haemophilia Centre at the Royal Victoria Infirmary cares f:r 

• patients with haemophilia in the Northern Region. :his condition is due tca_ 

genetic defect in the production of one of the coagulation factors (factor 

required for the normal clotting of blood. Consequently patients with the 

disorder are at risk of severe bleeding either spontaneously, after minor _ _ury, 

or after surgery, depending or the severity of their condition. 

The mainstay of treatment of patients with haemophilia .s .o administer 

factor '1::: intravenously either as human factor V : concentrate, human 

crycprecipitate, or animal factor 'ii::. For clinical and practical reasons 

most patients with haemcphilia are treated with human factor VI:: concentrate: 

30-40% of the material used in the Haemcphilia Centre is UK-derived factor 'JI:: 

obtained free of charge from the Natscnal Blood _ransfusicn Service, but the 

remainder is purchased from a variety of commercial sources. Al! human `actor 

v::: 

preps-attens. however, are obtained from donors. Althcugn both NHS arc 

:cmmercia: factor '1::: ccr..centr ates are satisf acoory forms of replacement 

therapy, eater:a: from both sources nas the potential to _ransmit infection 

from donors to recipients. .. his danger is aggravated by the fact that 

factor 71:: concentrates are prepared by pooling plasma fractions from a large 

number o f  donors: consequently, e'.er a very small number of infected donations 

can produce widespread :cntanination of .he final product. Jr.til recently. 

the most _mpertan- contarsnants were hepatitis v.rrses. 

Cons.terabie efforts are therefore made to establish that donors ate 

healthy, :-a- they de not have known ..feclive agent- in thsir blood. and that 

the ;ua t? of the -_nal product .s sat__fact:-y. or a number of reasons.

:actor __ substar.ially :ess _ixe_y t: ::.:ain infec__ve agent: than. that 

cbtainec f::- :omner_:al sources anich is -_:a_e_y derived fntm dcncrs ... 

north ..-er_:a. so has beer -he pc:_:; of the Health Autncr.:f art ::.e 

vaemcpn._.a :c-:: _ to .:se ::FS facto. 'J::: oiler .ter possible, su;;=ies are 

-a.tec &: : :. i.t, c_ratec t na: :: a ;K r:_1 rot become Self- e'-- - -
ber .► .  -ha; :his tale may 3_=_ be ver_. __a-i___. 
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actor  concentrates. ad :heir ,.cs t. •::h:. the ; cr y ,

cer :.%a ;as: f e. years are shc~.r below: 

:EA :°_3

:484/85 erd Dctcberj 
3•a 

'-e-•~~C 

Arrual flucraataons in usage (reflected it the rumber of units used ;er year/ 
are 

die t.. the deve:cpaent of inh-bit.ry antibcdies ir. scree paten- s, ard the large 

quart:t-es required if even a small rubber of haencphil a patients require ma.-cr 

s.:rgery. :he increase in costs are due to price rises of the commercial products. 

The RV: pharmacy department. in consultation with the Director of the Haemophilia 

ent.e. have lade substantial efforts to obtain commercial factor Y::: at the 

nos: economic price but the wcr:d-+ride shortage of the mater ia: does net pr =vide 

much scope for price regc::at.on. 

iccuired Marcdeficierev Svr.drene (A::S). :his disease has cr.ly been reccgn-iced 

fir the past :cur to five years. Recent evidence suggests that it is caused by 

ore or acre re^c•:-ruse$. and that .nfection with the agent results in depressicr 

of the is une system. Cersequert:y. patients are susceptible to overwhelming 

_-fec:icns frra other v-ruses, bacteria and furg-. Knowledge of the rat-oral 

-ry c: A S .s very Incomplete. and there is no known effect.ve -.eathent 

for ;a:-etc  surfer-ng from the d-serder. Epidemiological evidence, however, has 

ncwr ;;.at :t -:.ay be transmitted during homosexual and (less commonly) hetaresexaa- 

recoure.. a: n by transfusion of blood eon:airing the putative AIDS •:_r s. The 

ense appears to have a median in csbaticn period of 2 years but _. -ay be as 

_rg as 5 years some individuals. 

% individuals are believed to have died from A S in the ex including 2 

neterosexuai haemcpni-ic patients. Because of the known haeaatcgenous t: nsmiss:_. 

_, A=S, haemephi:_acs are at ::ear and specia: risk of contracting the disease. 

-  of haemophi-_acs _ne USA, 53% of rest er~a^- naemcpr..-_acs. and 3.. ..f 

dcn haencpn--:acs Lave antibodies to the putative AILS virus `,KCI't _-: & 

indicatirg previous exposure to viral antigen e- titer as rive or dead virus. 

. -s net c'vr a- present gnat pr cpert-cr. of hae~scph:_/acs atter.di_g the 'icr Cher r 

egera. ter:re a'. _ an :_- _: a: art.ocd:es but :7a .r_ :-mat_... +:-: be a: a:lab-_ 

SoCr.: ::.ere a no reason tG .7e_e.e that the .: __.: '.. . . _E 

na=. -:ç_._ ar e arc .e ' c -:.a: :nom r :a= t &d s0 the --_ea: e 

-. Newcy-_e. -'e .__.._:a: _-;__:a:_.rs .. :- ;r _e sr. ._- 

■ 
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are uncertain except to indicate previous exposure to living or dead virus. It 

is also uncertain .hetaer antibody positive patients would be protected against 

further exposure to the A S virus. At the present time there .s nc :es: for 

tae A:IS alter.: .hicn can be used to screen factor 'J.__ preparations f c. pcten :.a . 

_r.feCt_ . _;f. flhilst the tike . hood of contract-  -.g ;:DS seems greatest from the 

use cf _:iazoervial factor 'i: . ::FS facto +':_: can.not be regarded as __-p:ete.y 

free cf risk. 

Heat-treated _`actor J::I concentrates. A number of manufacturers .,. factor 'J::: 

concentrates possess Clinical 'r:a: Certificates for the preparation ard 

administration of heat-treated factor '/111. Heat-treatment of factor JI:_ was 

initially introduced in order to inactivate at :east some of the viruses causing 

hepatitis. Heat treatment has also beer. shown to inactivate some retroviruses 

and it seems Likely, on theoretical grounds, that heat-treatment wilt inactivate 

the AILS virus. The use of heat-treated factor V:.`:, however, poses five 

potential problems: 

1) No heat-treated commercial factor Vill is currently available with a 

Product Licence. -cr the time being, therefore, any use of commercial 

heat-treated material within one Authority must be carried out under 

the 'r.amed-patient" provisions of Section 8 of the Medicines Act. 

:nfcrmal discussion by one of us (nR) with the Licensing Authority 

indicates that there are no objections to this course of action. 

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

activity. On theoretical grounds, therefore, factor V I degradation. 

prcduc 'M produced by the heat treatment might produce adverse effects. 

Informal discussion by one of us (MDR) with the staff of the Nat_cra.i 

Institute for Biological Standards suggest that, in practice, such 

problems have not arisen. 

3) Heat-treated factor VI:: from commercial sources costs sutstantially 

more than conventional hatertal. At present, manufacturers C. 

heat-treated factor .-:: are quoting prices cf 12p./unit or --p./unit, 

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

heat-treated commercial factor VIII for conventional commercial products 

would increase cur costs fcr 'actor 'JII/ by approximately °6:.00C 

during the current fir.ancial year. Over a fu1. year we estimate that 

at current:y quoted prices the additional costs :. _.arg_rg _cmple-e-y 

x :eat -::eased factor ._:_ would amount .o _ C,OOO to £2E:.CCC per 

annum depending on ;sag,e. 
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S a. :al stocks of conventional commercial 
factor ._.: are he :3 by 

the Authority and by patients .r, their 
homes. The stock :a.ue of 

-.at_. :a: the RV_ pharmacy (28. l: • 84) .s £33..49. Manuf ac loners 

_we:er. -dicated that they Will accept this 
material for 

for heat eatment. 

'eat :reated factor f--- wt. . because 
of the .css cf act_ =! 

_.._ . red du: i:•2 the process. exacerbate the world shortage of tie 

material- we believe, however, that this is a 
problem for national 

and international heatlh agencies 
which should rot pre;udice the 

treatment offered by the Health Au t,`.crit7 :c haemcphi:iae pa^ er:s 

wi:.hin the Region. In offering our advice to the Authority 
we have 

therefore not taken this into account. 

Canclusicn and advice. Our conclusions and advice are as 
follows:-

1) From the available evidence a charge 
from using conventional cor.,mercia-

factor 'JIII to using commercial heat
-treated factor V::I appeal's to 

carry little risk, but offers 
substantial advantages. I: should be 

appreciated however that these advantages. 
though likely, are riot 

proven and we cannot exclude the 
possibility that even heat-created 

cemmercia'_ factor VIII concentrates do not 
transmit AIDS. 

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

discontinued until after April :9E5 when 
material from this source 

will also undergo prior heat-treatment. 
Ore of us (P.J.) has 

received assurances from the Director of 
the Blood ?roducts Laboratory 

at E a tree that the Authority will 
be able to role over" its a::ccat.cr. 

cf :1HS factor V::i concentrate until after ;pril :965. The teaccra_—J 

d.scantinuation of NHS material, over the next 
three months. w.:: not 

therefore nave any financial inplications 
ever a full year. 

3) +ie advise the continued use of 
crycprec.p:tate. 

4' the lignt of available knowledge, we 
cannot identify groups of 

haemcphcl.c patients who would be I_Ae:y to 
benefit from heat-treated 

commercial factor VIII, or whc would be 
likely to be at special risk 

from conventional ccnrnerc ai 
factor '•_=-. apart from those "'thcu-

previous exposure to any factor 'JI:: 
concentrate. 

5, :n formulating our advice we 
nave ncz :assn in:-- account the economic 

:onsequer.ces of charg.ng to ::eat-tseated ::mme.- t:a: cater:a.. '~e 

be:.eve at :his decaicr. must be for the Autncr sty and _ --
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6) If the Authcrity is able to idert.fy funds for the changes that We believe 

_a. be ~s t:f ied cn clinical grounds. we further reccmmerd that. 

a' tte aea.th Authority inform the _icersirg Authority 4ed es 

Division. DHSS) of its intention ,.o use co:..nerc.a: .*.ea:-:rested 

`actor an a "named patient basis. 

b) The District Pharmaceutical officer ccntir.ues to negotiate with 

individual companies for the most coat-effective supplies cf 

heat-treated material. 

O) 'he position is reviewed at the end of the current financier: 

Year wnen further scientific and commercial information nay 

have become available. 

• 

?rofessor Michael D. RAWLINS (Chairma^., :,rug & Therapeutics 
Sub-Committee, 

Professor of Clinical Pharmacoicgy' 

Dr. Peter JONES, (Director, Haemophilia Centre) 

Professor 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. ?.HOPLEY, (District Pharmaceutical Of(icer) 
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