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Treatment of haemophilia and related disorders in Britain
and Northern Ireland during 1976-80: report on behalf of the.
directors of haemophilia centres in the United Kingdom

CRRIZZA, ROSEMARY ] D SPOONER

Abstract

4 five year survey of the treatment of patients in the
United Kingdom suffering from haemophilia and related
disorders was carried out on behalf of the directors of
hsemophilia centres. The survey showed ap increase in
the number of patients receiving treatment from the
centres, 2 substantial imcrease in the total amount of
therapeutic materials used, and an imcrease inm the
average amount of factor VII or factor IX used yearly
per patient. Home ireatment became established for
severely affected patients and accounted for roughly half
of the totsl amount of materisl used. Study of the
acquisition of factor VII or factor IX antibodies (inhibi-
tors) in patents with haemophilia A or haemophiliza B
showed me imcrease in antdbodies during the survey
period, despite the imcressed use of factor VIEH and
factor IX concentrates. The occurrence of scute hepatits
In treated patients was mlse studied and no increased
incidence was observed. A near normal median expect-
?ﬁﬁnd of life in patients with severe haemophilia A was
onigid,

Introduction
ORGANISATION OF TREATMENT

The vare of haemophiliacs in the United Kingdon is organised
rough recognised hacmophilia centres situsted in Mational

valth Service hospitals throoghout the country, The concept
of these sentres was established in Briviin in 1954 wo provide
speeialist disgmostie, registration, and treatmsnt services for
haemaphilic patients. The present system, which incorporates
ﬁi{ce typus of centres—hoemophilia sefercnce Centres, b~
hilia centies, nnd associare hasmophilia contres—was defined

Oxtord Haewmophilia Centre, Churchill Hospital, Headington,
Eraford (XN 70LY
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in 1976 by the Department of Health and Social Security in a
memorandum (HC(76)4) to regional heslth authorities and
family practitioners, The number of centres gradually increased
over the years, and by 1980 there were 10 centres acting as
reference centres and nearly 100 other centres,

Each reference centre is responsible for the provision of an
advisory chinical and laboratory service to individual haemophilia
centres in 2 wide area (referred 1o as 2 “supraregion’”). Some
centres have staff, laboratory and clinical facilities, and funds
specifically allocated for the haemophilis work, but most centres
are run by the staff of heematclogy departments, medical
departments, or blood transfusion centres as part of their
routine service commitment. All haemophilia centres, irrespective
of category, are expected to provide 24 hour emergency ireat-
ment for haemophilic patients. The number of patients treated
each year by centres varies considerably (fig 1). One third of all
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centres treated fewer than 10 patients in 1980 and two thirds
treated fewer than 20,

Since 1969 the directors of the hsemophilia centres have
collected information about the amount and types of therapeutic
materials used to treat patients who have haemophilia A
(classical haemophilia: factor VIII deficiency) or haemophilia B
{Christmas disease: factor IX deficiency) and about the compli-
cations of treatment. In 1976 the directors decided to extend
thejr survey to obtin information on all known padents with
haemophilia A or B, including those who had not received
treatment, 5¢ that more accurate information would be available
regarding the total number of patients with the two types of
haemophilia in Britain and Northern Ireland. The directors also
decided that from 1976 onwards they would collect information
on patients receiving home treatment and details about carriers
of haernophilia A or B and patients with von Willebrand’s
disease who required treatment at centres. Reporis for the
years 1969-75 have been published.!~* This report is concerned
mainly with the treatment of patients during the five years
1976-80, but informaron from previous years is inchaded
where long term trends are being considered.

Report
NUMBERS OF PATIENTS WITH HAEMOPHILIA A AND B

Druring the study period there was a yearly increase in the numbers
of patients known to have haemophilis & and B, and by December 1980
there were 4321 patients with haemophilia A and 777 with haemophilia

BINIPRINT TABLES Im~tVm

i

ok howigditis A ol hoswostitis 8 end
onERdIY G300/108, B bnomn 10 At

O
ey Fostor VAIT ur
3036 yfora o spaciod amvimted

Stovoo0gsdsin &

3 i p
W i see i H
o dseel bl e

Hen

E3RE h- Ay distribnonine wad sens e S \NGNTaA AN 03 puiisscs rseh hossaoskea A 2000 10 hariooyilla 1101 durcetert i 3¢ Secendier § 8D

Farran NEE sabea i, irbirie suimtt i 2 53O P
orSaiese

20 P
i) T P
2 suii itk HE ey Wi Joaon
o " Ve - Fty
i B i L i H i i
3 H " % i P ;
st o8 84 i $a3 e 8 e
S = ] o1 tH P b
mhH n i b i i it
R . 4 8§ 1 i o 2
e % v H b i ] &
e b i i ¥ H 2 3
o W i 2 i i3 a i
e i i o i il i S
B T Y TR Kty YR £ €
e, Fgures from 155 Tt
tikm
EaSie i lrseonion ot ynenty of oosaarsen chfact ik partaets R Moataagoles 0 o (< Hasraayhia conite dreriaet s 3¢ Giecosdm i)
- oo o 1092
oty
s - “ s gt
T
¥ % i ; £
o R 3 3 ¢ ]
S [ -4 § §
e @ Y § £ #
¥ 3 P W ¥
P 3 i # ¥ il
st & i % i’ i
Pty 3 2 s » 5
N { 3 3 b @ ;
kY 5 3 & i
TS TY ey W PR =
NG o nR e Piehien (9% 4 SOt
B
VAR 1 A5 oas o 92146 158 Noaneie A 4 AcanipSin § sne st of e vifet
Spp o Sucion st
o T Sl
R R e R R R oy
et
op— et
¥ ¥ s n o ¢ a . ¢ - G em
i B + H 3 H b % R
K s & 3 } H 2 t
o 2 ! 3 £ I : S H 4
7 § 2 5 7 o % i3 ¥ W B
NS S T it i 5 - W
o 8 e’ o &
B - . : \ R s i
e ¢ - 2 ~ 2 H - 3 kg
4 »_ - 2 = 2 = 2 i = i i
ey : ; = = 3 = &
e ¥ : 5 § 3 3 > B 7 :
[rarpncepeiriescetiiin) R Y i W @ =

RN Aorsring et ehrige s st

BRITISH MEDICAL JOURNAL VOLUME 286
B kavwn to the directors of the cenees (ble I (minipeing), Ty,
inwidenies of snibody sgeinst factors VI and IX were S0%, gpq
0%, respecdeely and had changed Hule doring the peciod or indey
during the past 11 years® ® despite more fmtensive treatment wiy,
concentrated prepacations of clotting frerors in fater yous,

Tables {im and I1im show the age sud sevarity groupiogs of rhy
parients. To filitas comparison with seher sapocts these tabley gy,

v the vorad number of huemophilises in eachage grovp is Deventhe |

1954 and the percentage of male subjects In oaly 4ge group i ghy
normal male populstion {1971 Census). Of the 4321 known patieny
with haernophilin & and the 777 with hacmophilia B, 1903 (a8
and 278 369 were soverely affected, There war's prsponderange of
padents sged 10-40 when compared with normal tnales but & selatiy
deficiency i gadenty sged Tess then 10 yvears ur moze than 40, Whay
the seversly affected patients {(factor VUT wvaloe <% of averag

normaly and mildly affecred patients {factor VI walne 2% ¢ |

average normal) were considered as separate groups there was, g
smpectad,; & much saaller proportion of severely affected patients ageg
above 50 corpaved. with mildly affecred patients. On the other hung,
there semmed o be proportionately fewer patients aged less thay 25
in the mildly affected group thaw dn the severely affected group. This

lateer differenve may have been due to delay in the disgnosis of thy |

mild form of the condition. Compared to 1974 a larger proportion of
haemophiliacs seemed to be reaching middle and old age; 2 quarter
of the patients with haemophilia A i 1980 were more than 40 years
of age compared with one fifth in 1974,

AGE AT DEATH AND CAUSES OF DEATH

Fighty nine patients with haemophilia A and 18 with haemophilis
B died during 1976-80. Table IVm shows the age at desth and
severity of the haernophilia and table Vi lists the csuses of death,
Sixty six of the 107 deaths reported (62%,) were in patients suffering
from severe haemophilia A or B. Twenty of the patients with haemo-
philia A who died (22%) had factor VIII antibodies in their blood,
and one of the patients with haemophilis B who died had factor IX
antibodies. The average ages of the patients who died were 46-7 yean
in the haemophilia A group and 48-3 years in the haemophilia B group.
Comparable figures for 1969-74 were 423 years and 336 years,
respetively.

A more useful statstic was the median expectation of life. This
was calculated from life wbles derived from the information on the
number of deaths in each age and severity group and total numbers
at risk in cach age and severity group during the five years of the
survey. Surprisingly the caloulations yielded o medivg life eepectiney
of 631 years for severely affected havmophilivcs 23 compared with
728 vears for noomal meles {appendix Im {minipringll. Thos fgus
must clestly be viewed with cmuion, sioce the nembers in the
calcnlavions wérz rélativily smull snd alts beoause of the possibiliy
that dewrhs in haemopbitizes muy not all be reported w hremophilis
centxe directors. Median expectation of life for the group of patientt
with facror Y111 values grester than 10% of average normal werk pet
calculated Because of the sl number of deaths which had gecurzed.
Aduo trany such patients piobably go undetgored owing to the mildoes
of their clinical symptoms, Tt iy thepefore difficule o be sure of B
rotal sanber-dn the group “at pige™ for the purpose of valcuinting
Horubability of death™ ragts }

Cerebral haemorshapy was the commonest wause of death i
fisenophilis A and scconnted Tor 36 of the 89 deaths (29%), Tw
thirdy of the corebrsl haemorrhages. ooowcred in severcly affected
patienrs. Othey types of hasmorrhage accounted Tor 11 dearhs {1’52%3)
Hlepatitly was reconded a5 the sume of death in ong paticnt Wit
tinemophiliz & and one with heemwphilis B, ond there were vt
swicidus. Tn 41 coves £129) the cause of death wis ot knopwn, &

expented; there was 4 geeater ingddence of deatl from %mwwcrhgﬁ* i
in patients with antibodies than in those withou sntbodies; bleediog |

avpounted for 559, of Jdeaths in patiunts with antibudy sad 38%
deaths in patients without antibody.

AMOUNT AND TYPES OF THERAPEUTIC MATERIAL USED

Figures 2 and 3 show the long wem chungss i usage of the differest
blomd produces, and mbles Visy and Yiim show in more detl €
wype and smount of the various therapestic materials wsed i B8
muiagement of hoerwyphilin A snd B dudag 197686 The o8
amount of factor VIID wsed seeadily increased sach year fro®
F3TI6 4 100 unies in 19T o 570 10F unite i 4980, In 1976 nearlf
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&0 + 1977-80 some cemires reported that desmopressin (DDAVP) had
Total factor Vili P — . been used to treat mild bsemophilia A. The numbers of patients
Commerial factor Viil o——u weated with this drug were 8, 18, 20, and 12 in successive years from
concentrate y and including 1977,
%0 Cryoprecipitate P I With regard to amounts of factor IX used in the weatment of
- NHS factor Vil NerrincS haemophilia B this also showed s trend upwards, rising from
concentrate 5-563 X 10° units in 1976 to 8272 x 10° units in 1980 (table VIIm).
Plasma Bavrnes " This increase was accounted for in part by the increase in number of
- Fo patients treated but also by an increase in the yearly amount received
£ 44 j per patient, Some 999, of the factor IX concentrate used was prepared
2 e by NHS fractionation laboratories. Enough factor IX is made by
"é those laboratories to meet the needs of patients with haemophilia B
- in Britain and there seems littde if any need to purchase factor IX
8 from commercial companies,
E 30 /
g
% MATERIALS USED FOR TREATMENT OF PATIENTS WITH ANTIBODY
£ //g AGAINST FACTOR VIII OR FACTOR IX
Y - Information on the use of factor VIII or IX replacement was
},o' R available only for 1977, 1978, 1979, and 1980 (table VIIIm). The
\/“,v therapeutic material used included human factor VIII concentrate,
1 / o activated and non-activated human prothrombin complex concen-
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trates, and porcine factor VIII. Prothrombin complex concentrates
wers o the whole wsed less {0 1980 dum dn 1877,

The few patients with antibody against factor TX who were trested
i} received hnummn factor IN coucentratas prepared by MHS
fractionation laboratories,

HOME TREATMENT

Home treatmmnt programmes have been infroduced by most
hasmophilis tomrey in Britain and In 1980, 44% of sl beemophiliscs
weated snd S0% of severly sffested haemopbiliscs wested were
receiving home treavnent (able TXod). Slightly Jess than hall of all
the factor VIII used in 1980 was used for home treatment; some
26 X 10® unirs of factor VIII was used to treat 938 patients. Four per
cent of the materisl was in the form of cryoprecipitate, 28% was NS
factor WITE, and 67% was commuercial frotor VI Roughly 28000
units per patient per year was used i home trestment (uble X,

Tabdes Xim and Xllm give ‘duty on home teauneny of paticnts
with heerophilin B in 1980, OF the 208 patients yevercly affecwed by
she disvase, 136 (36%) were recolving home tentmsnt amd roughly
falf e 2l the rmaterial vsed to trest haemophilis B was wsed for home
treatment. The amount of factor-1X used per patient per year for
treatment at home was 30 000 units. This is similar to the amount
of factor V111 used in home treatment by patients with haemophilia A.

CARRIBRS OF HAEMOPHILIA A OR B AND PATIENTS WITH YON
WILLEBRAND'S DISEASE

Information about carriers snd patients with von Willebrand’s
diseass weuted by haernophilia centres haw been collectad since 1978,
Table XIThm gives the tosal mumbees of carrlers of hagmophilic A
and petients with van Willebrands distise weated during 197650
and the mmounts sod tvpes of bluod products wsed, With regard 1
typey of ssverial used 1o troet cavriers of haemophilia A, the wse of
gryoprecipitate and MHS factor VHI fuchuated grostdy from year
e bt therd was 2 steady incromse dn the vt of surpsmwesisd fiowr
VITE Do scditon o the patients weated with blood products, fouy
iidly affected carriers of hasmophilin A weee treated with desme-
pressin ouly, The ol smount of fweor VIIT used inany one year
for the trestment of carricrs of haemophilia & socounted fordess than
1285 of the toral fector VI used in Beitain, Throughost the perisd
of the sureey cryoprecipitate way the therapeutic metesial mast used
for the trentment of vor Willebramd's disease, suchunting for 75-80%
of the facror VI given to. those patents. Besides prepaeations
containing foptor WIIT uther mateinls were infrequently used: in
1977 & paticnt with von Willebrand’s disense and antibodies agai
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At the time of teporting thers had been semaskably fow Sttty
of aoute hepadits, Over the six yenes only vwe patients bad lied figy
Hiness reigied to thy complieations of seuse hepaudtis, The problom o
sheonie hepstitis somains unrsolved. Seversl putients have buen g
with sympromusic evidenes of chronis lver discase, but oaly fury,
stuties of these patients ns 1 whokt sver the next 30 years will divcloy,
the true incidence.

A working pritty of hsemwphilia centre directrs has besnsetup gy
look into the invidence of borh acete and chrobic post-teanifiusion.
hepatitis, A sepurate report on the imuidence of acute hepatits iy
hagmophiliscs i Britain i in prepavation.

Discussion

The number of haemophiliacs known and treated at haemo.
philia centres in Britain continues 1o rise, as does the amoust of
factor VIII used in their treatment.

If the amount of factor VIII used continues to increase at the
prosent rats some 120 X 107 units of the factor will be requing
by 1990, Should there be uny major change in treatment policy
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factor VIIT was tremted with an scthwited prothrombin gomplex
concentrate (FEIRA; “Fuwror eighy indbitar bypassing activity™)
srd poreine Tacver VIIE, anddn 1977, 1978, 1979, and 1980 desmo-
presuin was given to two, four, nine, and nine patients, respestively.
The tota! amount of factor VIII used in any one year to treat carriers
of haemophitin A and patients with von Willsbrand™s stissase azomusted
for only 3-89, of st votal footer’ VITE wsedd i Britvin.

Yery few carviers of hawnophilia B required westment during the
survey perisd, the munbers Suctuating between five and 12 2 year.
Those patients were muinly treated with NHS factor TX concentoies,
though fresh frozen plusma wes pusasivnully wed, Fhe total amuunt
of Tactor X wsed in viny ong year moged from 7000 w 115 000 nnits
and accourted for O1-14%, of the total amdts of Hoeer X weed in
Britain in that year.

HEPATITIS

Table XIVm shows the number of patients ireated each year and
the number and perocninge of those teated who developed aoute
hepatitis, The disgnosis was bused o clivdeal sod Jaboratory data and
did not inchude potients kadwn previmasly w hove bl porshitent
abmsrmalities in tver fumctiin valses, In the fve years 1976-80 the
ingidience in padents with hesmeophilia A varisd Browsen 7% snd
55 of then trested in any verr and wax very litde differerna from
that geer in the period 1960-74, In 197445, however, with the fiost
wie of US commercial ficor VIIT congenteatos on s wide seple in
Brivish heemophifia contres, the oversl] incidensg of beputits in
pationts with haersophilia & rose Trom 2-3%, 16 53% in 1994 awd
then dectined 1 3 1% Dn 195, The yearly atack cate hus renmined
about the same since then.
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qch as the administration of larger doses for the management
of haemarthroses or the widespread use of prophylactic treatment
the total amount of factor VIII used will be still greater.

During 1980 commercial factor VIII constituted 60% of the
rotal factor VIII used and cost the NHS some £2-5 million. If
the proportion of commercial factor VIII used in 1990 remains
the same as today the cost at today’s prices will be of the order
of £5 million. Bur if, as seems likely from recent trends, there
is an increase in the proportion of commercial factor VIII used
the cost will be even higher. It is unlikely that the upward
gend in the use of commercial factor VIII will be reversed
pefore the middle to late 1980s, when the NHS fractionation
Jaboratories are cxpected to increase greatly their output of
factor VIII

As in other reports intracranial bleeding is the comrnonest
cause of death in patients suffering from haemophilia A. Other
types of bleeding constituted the second largest cause of death.
The finding of a near normal median expectation of life in
severely affected haemophiliacs and a greater than normal
expectation in muldly affected patients is interesting and
spcouraging., The numbeérs concerned are relatively small, so
that the above results must be interpreted with caution, Clearly
there has been a noticeable improvement in the management of
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haemophilia since factor VIII has become widely available and
bleeding to death from trivial injury-—so common in the past—
is now rarely seen., We should therefore not be surprised at
some increase in life expectation, but whether the improvement
observed in this survey is an overestimate will remain to be seen,
The directors of haemophilia centres in Britain are continuing
with their collaborative studies, and it is hoped that further
information collected over the next few years will answer this
quesuon.

In view of the w:despread concern about the transmission of
hepatitis viruses by giving blood products it is interesting to
note that only two deaths were attributed 1o hepatitis during the
five year period. There have been several reports recently of
persistently abnormal liver function values and abnormal
histological findings in liver tissue from haemophiliacs treated
with blood products. Most of these patients are asymptomagic
but it rernains to be seen how many will develop severe clirtinic
liver disease with the passage of time.

We are gratefu] to Dr A Barr and Mr J Ennis, of the Oxford
Regional Health Authority’s statistics department, for constructing
the life tables (see appendix Im) and for much wseful advice and
discussion. We thank the directors and staff of the haemophilia
centres for their help with the survey (see appendix IIm). We are also
grateful to the staff of the Oxford Regional Computer Unit for setting
up and maintaining a confidential computer system for handling the
patient data, Mrs Patricia Lawrence for typing the manuscript, and
Mr R H Martchert for drawing the diagrams.
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GARDEN TANSY flowers in June and July.

Dame Venus was minded to pleasure women with child by this
herb, for there grows not an herb, fitter for their use than this is; it is
just as though it were cut out for the purpose. This herb bruised and
applied to the navel, stays miscarriages; I know no herb like it for that
use: Boiled in ordinary beer, and the decoction drank, doth the like;
and if her womb be not as she would have it, this decoction will make
it so. Let those women that desire children love this herb, it is their
best companion, their husbands excepted. Also it consumes the
phlegmatic humours, the cold and moist constitution of Winter most
usually affects the body of man with, and that was the first reason of
eating tansies in the Spring. The decoction of the commeon Tansy,
or the juice drank in wine, is 2 singular remedy for all the griefs that
Lo by stopping of the urine, helps the strangusry and vhose that have
wreak reins and kidneys. It is also very profivable to dissalve and 2xpel
wind in the stomach, belly, or bowels, to procure women’s cousses, apd
expel windinesy in the maris, i3 be bruised and idten sméled wnte,
s5also apphied to thie lower pask of the belly, Tt is also very profitable
for such womern 85 5ve given 10 miscarry. Tv s waed alve against the
stone in the reing, sapectally to men. The herb fried with eggs {asitds
the custom in the Spring-tme} whicl it called o Tansy, helps w digest
andh curry dowsward those bad humours that trouble the sronmueii
The seed §p very profitably given to children for the wornss, nnd the
juioe i drink s ag efemusl, Being boflue i il s goad Forthe sinews
shrunk by cranips, or pained with oolde, 3f therero applied, (Nictahis
Culpeper (18165} The Complers Herbal, 1830.3
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