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Treatment of Haemophilia

_ The meeting in AShefﬁ_'e!d of the Directors of all the (42) recognised - *
" Haemophilia Treatment Centres, which is to be attended by representatives of
. the Regional Transfusion Directors, has now been confirmed for Thursday,

B January 31st.

“You will recollect that o paper by Dr. Rosemary Biggs, which many of
i us haven't yet been cble to see, requested that fractionated human onti-
. ", haemophiliac concentrate' should be made availoble from approximately 3356
- - of all the donations currently collected by the Service. This wos only @
_ beginning ond there was in foct o suggestion that eventually she estimated
" the need could be as great as all the plasma from twice the number of
. donations which the Service now collects. In the light of this | prepared
a sort of counterblast, o draft copy of which | enclose. | have since been
%" down to Oxford and discussed this with Drs. Biggs and Rizza. | om afroid
+% | didn't learn too much except that they feel sure that nobody can treat
. - haemophilia adequately using less material than they do. Dr. Biggs has
- produced some figures however which show that Oxford use a very grect deal
. _more material (per case) than anybody else. They also are catering for extra
. cases who they say at prasent refuse to have treatment but "lie in bed ot home
with ar, ice bag on their knee", | don't believe that this hoppens véry much
+ and they didn't exploin in fact how they were going to get these people to
accept treatment, .if they exist, It sounded rather like trying to give blood
“transfusions to Jehovah's Witnesses. o :
- Fur_ihermore', since getting interested in this two or three months ago,
[ hove spoken with a number of senior haematologists, e.g. at the MPC Path
examihations and so on, ‘and they all thought, givenan adequate supply of
good quality cr>:'o and just a small supply of super concentrate for the major
surgery or the patient with inhibitors, they would be very happy. Many insist
that they would still waat cryo, even'if concentrate was more freely avoilable,
and | don't think we ought to involve ourselves in a completely open-ended
.commitment in fhis wayi Bearing in mind thot Factor VIII is inevitably wasted
at ofl stages of reparing and using concentrate, it may well be that money
and effort should be chdnnelled towards more and better cryo, | think we must
‘accept that thei supply df cryo has sometimes been inadequate and it may have -
been of poor quality in some ports of the country in the past, We certoinly had
¥ difficulties in the Sheffleld region until we got organised right at the beginnirg
of 1973, .. 1 S :
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* "1 | thought you mighfflike the background to this, ond if you do have o
‘ any facts, figures, or supporting evidence one way or the other | would
indeed be most grateful to have it well before the meeting on January 31st,
. .' Yours sincerely,
BE
L GRO-C: Bowley
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" The Deportment of Hcohh is currently contemplaiing a major expansion
of human blood plc;smu fraéhonchon at the Blood Products Laboratory (BPL),
pnmon ily to produce o gredrly increased supply of human Anti-Heemophilic

Glcbuhn (AHG) concenfrcte. The stimulus for this development is not

unrelcted to the faci Iha? early in 1973 product licences were granted to two

f‘ mms to import AHG concentrcfe, making it avoileble in this country on o

Z.;commercml basis, | The sc?le of operation proposed by the Dupartment is’

‘such that it represents a choage in policy and a major new undertaking for

the regional centres of the NBTS,  As a first step the current proposal

- requnres plosmo separohon from fresh blood in excess of one third of all

donations collecicd in England and Wales, rapid freezing, ond storage and
subsequenf tmnspop to the BPL in the frozen state,  The repercussions of

thus wnll be consudgred in detml later. Sufficient ot this stage to acknowledge
‘tha? ot the trad‘sfusion centres the capital cost of cqmpment alone will reach

'o sm-f' igure total and the mmnl cost, depending upon the amount of new

) cccommodohon or modni‘ccmon to buildings necessary, mey reach sevemf

hundred ihousand pounds, wnhouf any allowance for subsequent running

'cosls. . The ombuvolcnl oﬂitude of the Department towards the commercia!

provmon of AHG concentrnre ‘compared with its enthusiosm to involve

' commercml en!erpnse in the provision of biochemical standard sero :othcr then

. oke oncngememsnw:thm t}ne NHS, is not easily understood. '
., In the cnrcumsiances lf is |mportcnt to collect oll available information
cnd mformed oplmon concemmg the need for this programme in order that
'nny final policy decnsnon: w.ll be as soundly based as possible,  To date

. ihe Depaﬂment has oppcrenﬂy relied almast excluswely upon the advice of

' cn Expert Group on the Treotment of Hcemophllna which met in March of.

th:s year in order !p oss'st tLe Depanment ",. to moke proposals on wh:ch
.recluhc plcnmng {or !ho futute can be bosed, ", Three senior chmcol
tcemctologusrs provndcd thd cx;m opinion, which wos essenhally cgrcemcnt
by two of themy wnh a paer prcduced by a third, "Facter VIII Concentrates
cnd !ﬁe Tteatment of Hacmophnlna" by Dr, Roscmo:y Biggs. This poper is
opparemly still c'dsszf‘cd o; conf‘denhal and has only a limited distribution,
, As it forms the muson d'ctrd of the Department's proposals it deserves more
detmled serutiny ’han it has ye! received, Dr, Bigns has ottempted to

Testimate the total’ .amount !(of therapeutic materials containing Foctor V. !I

5 ochvny) needed i m this counfry cuch year",
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Many wadely da ffermg f‘gures are quored for the incidence of
huemophxha in various populahons but unfertunately Dr, Biggs is unable
to gwe o convmz:mg f'gure for the incidence in this counhy and itis
'1 .nof even clear whe!her tbc figures suggested refer to all cases dicgnosed
--‘cs hcemoph:ha o‘fter clmfcal and loboratory examination, to all cases '
requmng an onh‘-haemop}nlcc infusion in a two-ycar period, or only to

_ severely affected" pohenfs. Relicble figures are urgently needed,

ln the’ Qheff?eld regmn, routine ABO and Kell grouping and Rhesus
geno!ypmg by Ihe Blood Transfu.non Centre of all "bleeders” likely to -

 suffer repcafcd tmnsfusnons, ond referrcd from cither the Sheffield or

' Derby Medical Resecrch Councul haemophilia registration units, was

_ mshtured in the ‘éarly l9::>Os.' By the late 19505 crrangements hod develsaed
. to the point wﬁer:e, with ihe official opproval of the Regional Hospital
Board 's variows medsccl o:)!vnsoxy committeas, all hccmophuhcs in the region
were treated onl)‘: at-the ma|or medical centres in Lexcesfcr, Nomncham

i Derby or Shcff'eld wherq ongmol'y Consultant Pathologists and lanerly _
Consultan! Hoemoro!ognsq, with speciul experience, were involved in the:r

; manogement, The transfuﬂon centre did not provide anti-haemophilic

mnienal other thqn to fheie cen!res, and any new cases were oddad ts '!~e

en!ral register ok the BTg Any thempeuhc material issued was rezerdad
on the | patient's i

dcwduu‘ record card, except for human AHG concnn.u:te,

‘stocks of whxch wpre held’ only by Professor Blackburn in Sheffic!d, whese
-original MRC Reglstrahonf

recogmsed centrcs for the :management of hoemoph:hcs requiring major

Umt hos now become one of the three or’iicmll 7

iy

'surgery. Until recently ..ll the haematologists appomted at Nottinghom,

Derby and Le:cesfbr had béen Senior Regsstrors in the Deponmenr of Hoema-
- !ology ot Sheffi cld 0 ‘hafl these orrangemcms were relatively easy to meintsin,
,The foct thot many of the &oemophnhcs have been diagnosed within the fi rst
.yedr of Iafe, and t’hat only recently a case was regme:cd of "clossical
hoemophul “ina' ‘mon ogdd 73, who has apparently never hc<{ tronsfusion

' iherapy in his hfe; suggesfs that these arrangements are effective,

Cmncudentolly, in cohnev.hon with another i lnvesllgahon, the gcmone
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TABLE 3

e,

!
{
o
Amlg‘n s of Treatmem Poﬂems

[ 3 4 5
T stal No.iof Cases - Treated
i Trecfed in lcsf_ 15yrse * “Sonce per -Several times Frequently,
B ‘f | - ennum per annum®  virtually
3 . every month, *
b 79 (100/) 7606%)  90L5% 16 (20%)
53 (lpo/é) 3(5.5%) - -

!
Lo

product dcrect from ihe Trunsfus;on Cenfre.

: ha;re been a growmg nurhber, pahsculorly in recent years,

P et

: ", huva bolf of the materla! given t:: them as freeze-dried concentrate™

*Included in column 3 ;

‘Toble 1 includes ull,cases, fables 2 and 3 do not include details of ony cases treated

If fresh blood, fresh frozen plosma or cryo=-

i

: ony other specuf'c mfusnon over dpprommote!y the past fifteen years are not shown. If they
- ex{stch cases musi be bery few in number and would be limited to Professor Blackbum's unit

n‘Sheﬂ" eld The frequpncy of hea!ment shown in Table 3 could be mfluenced by each

h is hoped to obtum details of

Tclbles 1,2 and 3 moy be sunmarised to show that in a population of 43 million

‘ ‘s these. . However Toble [l of Dr.anggs paper states that in 1971 freeze~dried humon

- i
mctenals for Qhe treatment of haemophn Iia. As she also states that Oxford patients
it seems doubtful that

. 74% (227) of tho 306 dmgnosed Paeimphiliacs require no specif' ic infusion trectment and

yeors. Two to six * severely affected" patients per IOO 000 gives a total load in round figure
_:_of 1 ,ooo to 3,000 such poﬁerm.l Dr. Biggs nowhere defines a

"severoly affected” patient,

ﬂ\e populahon oF the Sh!eff' eld rbg»on is 4,700,000 and in other survey: (e.g. bmh rate)

v

yl e
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’ has not proved to be other thun representative of the country.  In foct for
ease of calcu!ohcr{ and to ;nghtly overstate rather than understate the
problem the mc:deﬂce hes Been caleulated on 4,500,000, Thus for o
populohon of 49, 000 000 we can forecost a total of 3,330 (soy 3,500)
dncgnosoble coses (}>f haemophuha and a further 1500 coses of von Willebrond's ¢isoase
'» The mcudence of h‘:emophaha is more than 50% over the maximum probable
incidence” quorcd by B:ggs ond Mucfarlane in 1966 (Treatment of Haemcp'-nhc
_ond other Coos)ulahon D-sorders) The total incidence of beth hamoph..-a
~ond von W‘llebransl s dnseate is 10 cases per 100,000 - o total of 4, 900 cuaes in

-a populohon of 49, 000, 000
A shown by TLble 3, the,'rcurmcnf of von W‘!lcbrond' disease does not

:

tepresem a sngmﬂcanf dronp on resources and need not be pursued, However,

|F a "severely of‘ecfed" haemophnllc is defined as onc needing treatment abzut

. ' a dozen times a yebr (or more) the nahonal total would be of the order of 275

".such cases. If the def’nmon is widened to include ell cases requiring infusion

more lhcn once o yeor thal f'gure becomes 830 coses, compared with the 1,743

to 3, 000 fugurc on twhnch ihe proposed planning hos been based,

. = There are oiher dnsfurbmg aspects of Dr. ‘Biggs paper.  She states ‘Hct over

a 3-year pcnod 1, 754 dnﬂ'qrem Ppatients "ottended" Hoemophilio Cext trez,  This
s presumobly not the same ns bemg treated as numbers would attend for clinical

mand lobomfory exummahon‘. The dashnchon is important as allhough the inciccnce

'of reglsfrohon of cases in ﬂ’we Sheffield region is apparently high, only 2532 of the

: tofo! has recelved tret.’men! over a 15-year period, although the rru;onfy kove,

i r:!x;n;'ag thaf time, cmendcd one of other of the Haemophilia Ce.tres, Dr, Biggs

' figures are bascd oh the number ”uncndmg" some of the Centres. It would szem

- desnrable to obtain! retums oF ihe number of confirmed huemo*‘nhcs () etterding at

ond ®) trccted by bl! the Hoemoph:lna Centres, including those whsch "did rot

- make rerums N ﬁ_

: Dr. Bi ggs stotes . only aboui a quarter of the material at present pregored

, for the treatment of haemophilic patients in the U.K. is in the form of platmo

(Toble II) Tublc HI in facf shows the figure to be 15%, On page 5 of her 7

"' 6 formula § is given for calculchng the overall yield of Factor VIII activity wh.cH

Y :vuses as the diviser {denomx riator) the volume of starting plasma x 0,9,  This presumably
ho!ds good for the Coogulot!on workers' standard mixture of ono volume of citrate 1o

i nine volumes of bldod but dees-not-represent the NBTS blood donation in @ standard
RO is not appliceble to

.
L

.
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zch fhe appropnafe figure would be 0.77 and 0.84

On page H of ”Factor vi ‘l concentrafes and the Treatment of Hcemcphuluc ancther
fomulo is cpphed to cnlcu!ofe the average amount required per patient/dose to raise the
Iasmo Facror Viil to 20% The formula rightly allows for a 66% recovery from the

mm ng plosma (Bnggs ond M:cfarlane 1966) but in the next pumgraph a further calevletion
is mvoked to cllow for the loss of another 0% of Factor Vill achvuty during preparation.
Agam the resu‘! isan mﬂahon‘of the amount of basic material required.

" There is also'a ca culahon based on the assumption that during najor surgery the level
of Factor VIII will be taised to;JOO% for ten days, Local experience suggests that this is

unnecessary, even without alloWwing for improved treatment by the use of cryoprecipitate
12 Hourl)'-v"" LA ! B

Pl CA great deal of argumenf u bused on the Oxford experience of patients ot the Lord
< Nayor Treloar Ccllege Othe[ figures in the paper clearly indicate that these are a
sélected and on tfte whole bcd!y uffected group with the number of bleeds per boy varying
fmm 0 to 70 per onnum wufh a mecn of 25. Using the questionable formula on page 11
o!reody referred to, it h culcufoted that the average total number of donor units required
: per pohenf per annum for the h‘eatment of 25 bleeding epnsodes was 210 to 240, However,
thls expenence is then 1used to ussess requirements "over the country as a whole",
_ From then on the calcu!ahons take on a certain air of fantasy. The statement that
:‘euch (dentul) operuhon should require ... the material from 35 donors" is not in accord
w:th the Sheffield expenence (éxcept for impacted wisdom teeth) where the average for
extrcchons would be an more t’mn 16 to 20 donors (frequently much less) when moterial is
-;pmwded on demand fram the Hoematolognst/Dentol Surgeon team.
o Furthermore Dr. Blggs then adds the material which "should” be required for dental
"operuhons to thot olready estmmed" to be necessary for treatment at "the optimum desirab
evel",  Unless haemoph:lmcs oll over the country are being denied dental treatment, the
mo!enul for their manugement should olreudy be covered in the estimate for genercl require-
';,ine.nh, as is the case wnh the Sheff' eld figures, where dental treatment in association with
-the Charles Clifford Denlul Hosbnol is particularly active (and sometimes performed without
- : ‘recounse to any Factor Vlll at a!l) ’
C . h is dtff‘ cult to esccpo the,umpremon that either the very special experience in
Oxford, with its mterm’:ﬂonol rppu'uhon and handling of difficult cases, has coused o
o lack of perspechve of t}\e siiuoﬂon elsewhere or else the paper is not a scientific analysis
.'bu! a document compcled to support a preconceived aim, For example, the unquolified
mtement (poge 7) thohfreeze-dncd ‘material is "probably less expensive in the long run
' (thun cryoprecnp»tate)" ';hould mt be nllowed to pass unchallenged, The wostoge in

- cmee o —
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le foctor mvo!ved in u!k fmci:omnon is admitted and made good by processing

more matenal and the costs in golng plashc and prov:dmg and maintaining centri fuging,
Freezmg, sforage, and ircnsport, aport from the costs of fractionation and redistribution,
should be considered. Cqsfs for cryoprecnpntare production are available.  Similarly the
-:stotement fhot !he odmnmsfrahon of plasma "can" lead to the production of antibsdies

to plcsmo consti tuents (@ condmon 'sought but not detected in Sheffield cases) deserves

- :tcmhccl support 3n crder-thct the! inon-expert administrator can reach policy decisions

on fhe basns of balanced mformaﬁon. _'

‘F‘ igures have been co p:led fo} 1972 showing the number of donations per 10,000

popu!ohon processed for anh-haembphuhac treatment at each Regional Tronsfus-on
Cemre. . The ronge is from 9at- Sheff'eld to 127 ot Oxford (20 at Cambridge ond 98
' ot Edgware) The Sheffield <:¢'.‘ses,t mosﬂy under the care of Professor Blackburn, have

been rapndly rerurned to school or work and although deliveries of infusion material !

mefames had to be ona doy to day bosis at hmes of heovy demand, treatment in one

fonn or dnother hus olwuys been avcn lable.

Snce lhe institution oF "cryoprecupncte banks" at the four haemophilia centres in

;the Sheﬂ" eld Region, fresh. supphes are obtained by means of a return showing the uscge

f ihe mnteriol to.be rep!cced Thss refum includes pre and post treatment assays.

l'hﬁ has Ied to general ogréement thct the average adult haemophiliac with 0 - 1% assay

fequues f‘ ive individual donor units of cryoprecnpofofe per day to bring him up to a

f clxmcolly schsfactory 20°o+ post mfusion level. Yet the rate of processing ar Oxford

u founeen hmes that at Sheffueld mad there are wide variations from region to region.

“The fowet f' igures may be toy low bdt equally the higher figures must be greater then can

teo"y be requ»red The treatment of haemoph«ha cannot be |@me everywhere except

in Oxford It is noted tho* more than ha" of the Directors of Haemophilio Centres “feel

hut present supply of anh-haemophihac factor is inadequate” and that many fee! “they

could use at least tw:ce as Tuch". i h would be interesting, and may perhaps be considered

pecessmy, to cotrelate the v-ews ofnhese Directors (inclufing those who "did not incke

s"etums") and the manner lﬂfWhICh tl}enr cnh-hoemoph liac material is used, with the rate

o‘F'produchon at their Reglo af Tron,fusnon Centre, :

g Oniy when the size of the prob'em is known can a realistic policy be decided. Then

.m" be the time to consndenwhetherian open-ended policy of producing all the material

demnded to prevent commerctal pu;‘chcse, whu lsl ct the same time clinicians who 'refer
eclyoprecopnore will continb to derand same, can be justified and subscquently connolled

; Indeed whon !he tme mcldehce of héemophnha is known, it may be possible to dccnde what

IR
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eﬁoﬁ is |ushf' ed for such a small group of patients with an incurable disease and the

rvar e ed
g
(<]
]

‘,. M)re facts are requxredJ It is only too easy to abuse the NBTS and the blood’

It can be orgued wnh “equal justification that as a first step the

use of !he present supply of anh -haemophuhac matenal only at selected hcemophalm centres
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