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EKPERT GROUP O THE TRUATHMERT OF BABIOPHILIA

LT
Note of the meeting held ot DHSS on 20th March 1973

PRESENT :

ignificant advances in the treatmeni of heemophiliz have
ace in recent yesrs. Verious therapeutic zaterials are
now avajilable.. Phe most recently developed is humen freeze-dricd
anti—h.emophilic.glcbulin concentrate which is zpensive and’ )
may be [in jimited supply. levertheless, it aprears be $he
therapfutic agent cf choice in the majority of cases, d would

be :

ded widely if availsble in larger quantities.

short time before this me=ting took place, product ligences

lare grzntcd to two firms which importh freczecdried APBR concentral
m overseas, making it evailable to hospitals an senporhilia
centres. The Depertment decided to assenble a gro of experts
dvise generally cn the likely trends in treatmeh} of

emophiliz and, more specifically, to mole proposals, on vhich
realistic planning for the future can be based. :

The terms of reierence of this group are as folloy

"By advise the Department on 4trends in fnethods cf
treatment of haemophilia and allied cchditions; end

to consider possible future requirerenis for the treatrer
of the condition and ihe consequences for the

supply of therzpeutic agents”.

the ajirman, the groul
prepayed by W, <04

. A genggzl owed and the wain peinis
are sumparised in this note. e conclusion of the meeting,
geveral recommendations were made to the Department. These are

also coumerated.

y. THE SIZE OF THZ ?ROBLEH

Tol.loving 3 ctory remarks by
considered papers vnich hgéngeen

‘The number of ipdividuals suffering from haemophilia in tke U.X [

ijs not known. It was agreed that the number registered vwith !

haemophilia centires (1,754) is ean under-estimate. Based on ;
- : . l
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the genecrally accepted ratio of 5/100,000 in the U.K.,
a figure of 3,000 can be used as & reasonable estimate for
forward planning. fhere was originally o central register of
~haemophiliacs but this was discontinued; there might be
advantages in resuming national registration but there are no
plans to do this at present.

2, . PRESERT TREATHENT

Haemophilia is ceused by the lack from the blood of an esuentizal
coagulation factor: fzetor VIII. Various thercpeutic agents
contain factor VIII, ond each has advantares and disadvantages
in its use. These wers giscussed by Upe in her paper. It
is agreed by clinicians that the preferrad trecatment of episcde
of bleeding before and during surgical procedures is with the

S

more purified produels, namely GF ogrecipitate ard ANG Cencentrate
3. COMPARISON [OF THER:FELT ¢ HATERIALS -
Cryoore is curreatly the most.common-g‘used theraveuiisz

b
agent./ 1ln 1672, figures from & summary of gue iommaires sent
to Directors of heemophiliz centres indicate thgs cryoprecipitate
- from 250,000 donations o blood (in Ernglend and wnles) was isswved,
while human AIG concenirete from 30¢,00C donatiohs of blocd
d, ¥ales and N. Ireland) was issued. Th

TS i -
antoges to using crycprocipitate cempared with ANG Ccncenira

Cryoprecipitate 15 regented frozen and must be kept
in deep-freeze uniil immedintely bvefore use.

The process of making up the materidl is tedigus and
could be asbused by non-experts.

(b

The yield of factor VIII 1is variable from batch\to batch
of cryoprecipitate. This wes clearly demonstreted in
table III of Dr Bigg's paper. 1t is possible o brinz the
post-infusion jevel of plasma facter VIII g4 particnlar
desired level but in practice this will berGifficuld with
riable potency of ihe therapeutic 2gent ;
Freeze-dried cencentrate is prasented in bottles!, each containing
about 400 unjts of factor VIII activity. The bgttles should be
kept a2t ¥-10°C and have 2 very significoplly—o ger life than
cryoprecipitate kept under idesal eonditfons. The material at
present avallab.e is of veriable solubi ity but that of gocd
solubility is very conveni=it\}o use, gasy to make up and the
dose can be determiigd curaty. ~Adverse reactions follewing
jnfusions of freeze-dried AHG concentrate are rare. -

A possible dizsdventage ariges from the fact that AHG gconcentrata

" 4g prepared from.a larger pocl of donctions, and in theory
therefore, the risk of hepatitis is greater. About 1 in 800
f the donors who present to the transfusion service is & carrier

o
of bepatitis B antigen.
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The present policy of rejecting donations which give a positive
test for hepatitis B antigen will reduce the incidence of virus

in the blood used to make plasma pools. In practice, studies

in several centres have shown that the incidence of hepatitis
among severely affected patients who have been treated with the
freeze-dried preparation is not very much higher than that at
centres not using freeze-dried concentrate and this suggests

that the development of hepatitis in these multitrensfused -
patients may be dose-related. It was agreed that the theoretically
{increased risk of acquiring repetitis(which does not scem 1o be
borne out in practice) should .not be a deterrent to using the
freege~dried preparation and in any case this complication will
decrease with universal sereening of donors for hepatitis antigen.

A survey gquoted by qindicates thet the incidence of anti-
factor VIII anti-becdie P7 about 65 of paticnts does not seenm t¢
pe reclated to the e oi\thera materizl used.

At a meeting of the Haemophilia Centre Directors in 1972 there

was & consensus of opinior in favour o freeze~dried ccncentrate,
and this =S confirmed in a survey, undertaxen oy NS, ci
the opifions of clinicians. The limiting factorys are the capzciiy
for progucticn (and the coet) of this preparation.

URE REGUIRENEITE OF TEERAPEUTIC AGEFTS

1972 considerably more cryoprecipitate than freeye-dried
zentrate was issued in terms of donations of blocd.

wes generally agreed that 400,000 donzticns would bg/reguired

%o\ treat UE sufferers irom haemophitia of all degre v Beveriiy,
and more if strenuous efforts vere made to clear S rgical waiting
s and if home treatiment or eventually prorhylagtic treatment
Zame .accepted ways of dealing with the problems of
1ife-saving surgery has beex undertaken for some time using the
therapeutic agents vhich ere avecilable, but clinician must now
the possible improvement in the gquality of fe of boys

o suffer from haemophilia.

reé freeze-dried AHG concentrate has becéme available

from tw¢ foreign sources the. prospects of impro ed management
o-dey bleeding episodes using this therapeuiic agent has
ealistic. If the:onticivated gnnual u ake of 20 millicn
the freeze-dried AEG concentrak o be met from foreig

comnercia the cost will be of jthe order of £2 million p.2

{assuming the cous

At present, UK produ sderably less than the required
amount of the freeze-dried prepuration. i1t vas agreed that there
was an immediate need %o discuss the edvisability of central -
purchase and distribution ot the two comuercially  produced

reparaticns. There is also a pressing need to seek ways of
jnereasing UK prcduction with the intention of reducing and as soC
ag possible ending purchase frcm foreign sources. '

- Freege-dried AlIG concentirzte i mede at the Blood Products
leboratory, Elstree; at the Plasma Fractionation Laboratory, Ozford

semophilizacs. :

e



- distribution of the t

v
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and at the Blood Products Laborntory, Edinburgh. It is
essential the production and dictribution of the therapeutic

.agents concerned should be considered as a U.K. exercise.

In any consideration of increased UK preduction of freeze-dried
AlIG concentrate, the immediate problems-are thosc of the
organisation and cos% of increasini donntions of either whele
blood or plusma (by plasmapheresis and. the difficulties,
jncluding cost, of inereasing the capacity of the labcratorics

at present engaged in production.

Close co-operation between England (including %ales and 1i.Irzland)

and Scotland will be required in order to co-ordinate and optimiue

vlood collection and transport, the fractionation processes,
perapeutic agents, and utilisation of other

blood fraction by

Y THR EXPSRT GROUP

4. DHSE Ehould give early consideration to ciptral purchas?
off freere-dried AMG concentrate from the firms who have
Ry cently bdeen pranted product licences.

pistribution to other haemophilia cenvres scpitals
ould be through the Regional centres, 3 © are in’
zford, Henchester and Sheffield in England, 1 in cotlznd
(Bdinburgh or Glasgow) and 1 in Londen (to be decifed).

- The establishment of such & distribution scheme wopld te 2

e She

re-roguigite of Resommerndation 1 in ariler to erg
most effective use of svailable material.

At the same time the U.K. shculd aim to becom self-suificien’

" as soon as possible by increasing home productiyn of freeze~
dried AHG concentraie.

4. The Regional Transfusion Directors should te pdnsulted ahout
the consequences of Recommendation 3 in te of increzced
demands upon the Blood Transfusion Servicgs throughout the

o Ds.scussions should take place betwedn DHSS and the
directors about problems of decreasing profiuction of
oprecipitate,,increasing production of fresh-frozen
sma for fractionation and the possibl Jincreased
ection of plasma by plasmephe

meetings of this expert group, at:
times to be a rad. vers bjects need to be discussed
further, includdng nt, and, in due course,
prophylactic treatment.

6. The expert group smembership might be expanded o includée
representatives of each of the-Regibnal-haemophilia cenires,
a representative of the Regioral Transfusion Dircctors, chd
possibly & SAIO. It was also surgested thet the Meticnal
Medical Director of the Scottish Hational Rlood Transiusion
Association and Mr vatt of the Edinburgh BPL should be
jnvited to join the group.




