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PZr TAM& 
Treatment of Hae ophilia 

Report to the H'evcastle Area Health Authority (Teaching)-on .the .use,of' ;f 
anti-h mophilic globulin within the Northern Regional faerna £lia Service. 

1. Available blood products 

Haeiophilic bleeding can only be controlled by the intravenous injection 
of enti-haeraoghilic globulin (A.f.R.or Factor VIII). Although /U is 
present in ima l as well as hum in blood, treats nt with animal products 
i,s uraforti ttely antigenic and therefore reserved for critical care 
situations. TT% nsn blood products containing AHG at present available 
for treatrtr^.nt are 

a. Fresh frozen plan:  -.a (F.F.T3.) 
b. Cryoprecipitate (Cr,) 
c. AHG Concentrate 

FP only provides a srnll dosage of AM in an unacceptably high volume of 
plas•,'a and is only rarely used for control of minor hae.rIOrThac1V In adults. 

Although, with expert preparation, cry, is a Øxx1 vehicle for ATTG, in 
ro aarison concentrate has the following advantrig st 

known dosage 
armaller voltx e r 
easier prepaation
syringe injection 
loner incidence immediate side effects 
easier storage (4°C as opposed to deep Freese) 
longer Shelf life 
use for ho;:aQ therapy, travel and work away fro:,4 home. 

The major discdvantage of concentrate is a higher incidence of hepatitirs. 

2. Availability of blood 2rodiicts 

CCry'o is mMe by the Blood T. ansAisi.~i Service (Ell`s) from blood collected 
from Regional donors. 

A!G caicesntrate can only be mole Prom large, multidcnor "pools"' of plas,aa 
which, because Fa r VIII activity has a short half-life, r t be deep 
frozen within 18 - 24 hours of collection. The process of iuPacture 
is called fractionation, During fractionation blood components other 
than Afl'] .,r+ produced for clinical use. 

There are three fractionation plants in the U. AM produced in Oxford 
is all used for Oxford patients. That produced at Fistree is avail able 
to any I1nes:zphilia Centre but is in very short supply. A now plant in 
Edinburgh will be commissioned in the near Future - at present very little 
AUG e centrate may be obtained From this Scottish source. 

production of the British MG product is directly linked to the volume of 
fresh plasma supplied for fractionation. Until sufficient plasma is 
forthcoming from Regional Centres the fractionation plants cannot produce 
enough concentrate. On present estimates only two thirds of the target 
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Pirure for c centrate needed to treat Dritains 3, severe 
ham .vp!iiliaca uill be r.r-t by 1977. A further difficulty is that w1 n 
plmaa is used for AM concentrate production pr'yoprecipitate carmot be 
prcdu dl there is therefore likely to be a tar 1r.* d in the c ev±r 
fro: cryoprecipitate to cc ance trnte px uctir . In this period de:rrmds 
for ca xcial P13 r, y increase to ewer trt: tent needs. 

Shortfall OP apply to rLet the clinical decand is ct present i e up by 
irportin f c ii reirl AUG Ccncontrate. Three firers h ve DIISS ii'iport 
liceces. The products are tiie x fil', 'KryoL 1in+ end 'Prc:filate'. 

3. 7'!z`e .,iticr:r in tfu? ?1,artlaern reuicn 

With the rcnrg; tian of the UK Pae )p?cilia Co tre rryt,rurk (near Dil:.3 
rr_rYYrandum for clr alatic in the near future) the PVI 1x.,c o a, a Rei°ei wee 
C stre nor Vie Nc:-rthern 1:e;icn+, with a%Gcc cte c  tre at Snrlfsrla:; , 
tliWle` rouag ,, t'c-rlirz;jton, Carlisle c Uh ,tehawn, re icastle therefore 
has a prii--c reapc isibility for thy* nrna ernt of all patie-uts wits: hereditary 
bleeding disorders ba the Region. In practice h loplkiliacs recit-ve 
imediate czre at their local centre,;, or, in a £e-a cases, at Di atriet General 
Hospitals .ncr m to the Centre net rorik, The Ncac astle Centre Director is contract. 
to the RU! with cQnsult~ait responsibility tbrcuci::cAut the I:egion, rat ±c r than 
to ot.e hospitat or one [Jr p of hhospitals."' 

F3ecaae of the rarity y of ILac »philia a o3 the e:r pumse of op ti.~:ur treat:aont 
the c itAts cc erned with haemplailia in the fleacastlo Region have 
agreed that a .l s,.wgery, m aae;int of 7 is flora,, and control of the home 
the a y o roW acil.d-bet the jxnsibilttyof the caatle Centre. This 
me.s that flcr.icatle earrles a di::proportienate £i i' nclal lx 'den in co-. arison 
with other areas. 

r:inept: CcTc-f c a'W1 bj re Y live 

Of the 133 haer ophiliacs 1o1cr- i to us, 91 are severely affected (L'actor VIII 
less than 1%). Distribution by AtIA is: 

Nor thurrdrerl and 9 
Curia 12 
Dr~r bars 13 
Clevela:id 27
I castl e 10 
Gateshaad G 
North T~,wsiCe 2 
South Tyneside 7 
Sc derl 7,d. 3 

91 

In genera,, clinical and therapeutic problei s requiring intensive 
r~anagemeut and a high Financial cost are £c:wtd in this group of patients. 

l~It3 use in Mm P.0--pion 

Figures for 1973 ed 1974 arcs 

1973 recipit ate Iecast1e 
Region 

533, 230, VIII Units 
351,610, VIII Units 

Total 10,00.3 VIII Units (estimate) 

Cccentrate Total 13'.503 VIII Units 

TOWJ VIIIUIITS (1 973) - 1117"t 34A 

APi RQ C.NO VIII W1IT/SZViim UA '' HILIAC 1.7, oo 
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i 74 f;;°yca 10 tote t WcastIe 537,230, VIII Unite 
Iicgion 379,2CO3 VIII Units 

I•'~1~ Total D0,000, VIII Units 

Cmicentrate Total 43,240, VIII Units 

Total VIII Units (1974) 1,478. 730 

11PFi: 110 VIII U1TlTS/&► 21 RITZ- 1 I1 LIAC - 16,430 

To c. to (e& bve. cx 1975) E195,330 VIII Units of co, rcia1 cuncccntrate 

ti have been bought for use in 1975. 

4. Corm ri.s i ta3t?h otY^er Pintiren 

£stir;zated. for use VIII t,tiitr/pz%tient/year from vario' s v:uroess 

UK Centre Pirector3 1975 12,00?* 
'1R0 k'orkinp Party 1974 15,000 - x,000 
Scotland 1975 1 C, 000 
USA 1973 20,000 

this in 1974 - 75 average uo and is low because mist Centres h d 
not started ivie therapy prograr nes. 

The Worthc:rn region figures are therefore in keeping with expert 
eati,mtes for both the UK rt'id the USA. 

5. Ho. etherAay

Because hoe therapy ([IT) can only be run successfully on concentrate 
the introduction of the Nedcatitle ME prograr:me in 1973 (when the corcrcial 
concentrates were first licenced by the UIISS) is respcn...ible 'or the larger 
proportion of the extra fin.srtc:: r^r{uired to run the Centre. 

Figures ores 

fazcrtstica Nove r 1975 

UoL. therapy: patients # ^t Ilorthern Region 

PIc: t Ilae~~ A on UT November 1975 42 

r n B n ri " I 

Taking 38 Ulaccrn A patients who have .red in Northern Region throughout 
programs (i.e. with kno:.'n VIII consuwtir ,/unit timet 

Time ata UT (rnxatias) Me= 14 

Consu Lion Aflc ,4 rmth(vials) 

1 - 25 

Mean .. 5.91 

Rang, 

Bean no. F'VIII waits/vial throughout pro gra: .x3 

k' m no. 1V111 u~aits/patieet/Cal rigs 

Henn two. IrVII I unit s,/pat lent/year 

At 1 p/unit (fleet-)Pii) cot/patient/fie'

1*1 - 15.5 

'265 

1566.3 

15,796 

£2,256 
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i:u1tiplying the mean number of unite/patients/year br IIT by 39 gives 
714,240 VIII units /year. 

Approximately 1O,OOO of co>:untrci~al ccezcentrate have been bought in the 
past year 9395, 330 » 71'43) to ma -.e up the deficit in ST3 supplied VIII 
products for in-patient use. 

G } !stint ,tes for 19%/77 

The • tope tied graph sho is the alrrw3st p,axel1el rize in patients on IfT and 
eorerctal concentrate use. This rise can be expected to incre scs until 
all suitable patients are on I.1T. At present 10 patients are on the 
waiting list for trai3niaag. C ice all initial ooiting list training is 
ck .ap lete the I1T rogranx. a should settle at about 60 patients, regaining 
1 127,7G) txrxi is ye r. At present cost of 1 ?p/uriit this wot?id re: r n 
L'itkaxncial outlay of 0135, 331/x um. Tz I ng into account the 3x5-i) ti.Exnt 
deficit (C?1,GO0/annwi) a jratid total of x156 '}1 is the estimate for 
197x/77. 

way in which this total may be altered In pi t ice 

i With all suitable s vex•e bile opt:iliacs on UT twe nxi.g`.•at expect a decrease 
in the unfit ai' Awl concentrate rrnuired for in-patient use. Ilo..ever, 
the greatest short tera deriand for concentrate occurs .whesx a haet philiac 
with i- ,tibodies to Factor VIII experiences a l fe threatcn1ng bleed. 
!'ithicugh there have been a nwber cif interesting develop re nts in the 
treat hest of these bleeds ue are concerned about potentially hRrr Pul side 
effects, o,id prefer to r = -tV— our antibody patients, at least initially, 
frith massive doses of A113. .{ To date this policy has been effective. 
I1cx:ev+er it dse:s tacoaurxt for tto ads. eaE' increased de iznd shn on the 
graph (April - Jaaxxa 1974 + April - June 1975)• 4.ith the expected increase 
In Taritish AI13 concentrate production we are placing a bid for regular 
supply of 1'119 concentrate with Glr~tree in an atten pt to ev~.ntually obtain 
enough tree product to cover Sin-patie nt denand. We cannot foresee any 
possibility of xa ing the UT pro s~ z  • on ItII.3 concentrate in the near 
future, but, .:cu again, our need will be made clear to the appropriate 
authorities. 

ii All surgical procedures are at present performed under cryoprecipitate 
cover in »rcrastle. To date 40 o erations tincluding dental extractions) 
have been performed in 1975. t«'ith the Nf1S chaxngcover from cryoo to 
concentrate we may have to cover some surgery with coranercta . concentrate 
for  period. This 3s at present i deterriate. 

7. Coclui im!3 

A. Ch present estimates we expect ect a financial eoi iitmt of around C156,0 
a Year by 1977. This future is calculated on the present tt19S price of 
I ?p/unit for coni rcthl Alm concentrate. It could lcuered if t11JS 
concentrate bccomes,%vailable in sufficient volume to cover in-patient 
prescriptions. It is unlikely that ISIS concentrate will be available 
for home therapy by 1977• The figures do not ta?ce co t of future 
inElat fi t. 

B. An the majority of severely affected haemephi?-ic patients live outside 
the boundaries of the I1eacastle Area lical.tti Authority (Teaching) it would 
seem appropriate that tb e IIneaacial corrtiitr ,at involved be scughht either 
from the Iiorthern Regional Health Authority or from the various Area 
Health Authorities by proportion. (The Regina.? responsibility of the 
I edc stle Centre is aIr 3y recognised by both the 2JIMA and the DIMS). 

C. The Finance involved in the preset czare of haerx>phtlias in only she n in 
this report in terms of the drug bill. Savings in a^butance and hospital 
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timer rrxl in loni terry swings to paticuts tg d their fa1lie3 thrw9h the 
ho-n therapy prorra-.m. Ik ve nat be ta;.:cn Into acc t. 

The Staff' of the N,--jcastle Centre wi.-h to thz the AHA(T) tor Newcastle 
vied t}1e klor-t`I;c'rn P.ILA fGr their appo t and fib nc 1.ki k._#~a. ha as two 

GRO-C 

Dr • Peter Fates 
Director 
1e:Jc-4tle I hi1ia Centre 

.)2, t.., t  •
 4x-r 7975 

T . VV'•J .v~l'~~~. 
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