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NOTES ON THE PODRTRERTH MEETING OF U.H. HARMOPHMILIA CENTRE DIRECTORS
AT CYFORD B.3¥.A. 17TH_OCTOBER 31943

An sgpenda o€ the meeving ig attached. Major peints of interest emerging
irom the morning sessgion were bhrief digcuseions om B.P.L. AYIYI concentraie
and ‘nomn infsctive’ FVIII concemirates.

ATILL
Terry Snupes summarised the current situatien with regard to the B.P.L.
anti thrombin 7i1 oonsentwats. MHe suggested thot there were two opiions

available snd spught a respogse/preference to these options.

1. Pastourized ATIII Concentiraie

This product zontsins no FLI sevriviiy as it i3 destroyed in the
pasteurigation process.

It haz been trisled ip ¢wo patients to date., Ope of these patients
iz in Glasgow.

Preligingry date indicates » Ralf life of apprex. 24 hours and boih
patiants heve noraal L.F.7.'s aflier 2-% sonths. Honitoring iz Lo he
continuad. No gtlempt has bDeen sede to asespr the officacy of the
pagteurization preocess usisg model viruzes,

2. Unpagtaurised ATITL/FYI Conconirats

This product was oflfered az =n alternative sinee it is the precursor
of the above prodect snd thus retazins FLI sotivity. This product
hes not bees used Lo sny patient triasls.

Ho definitive comclugions were draws from the discugsion though
hoswophilis divectors underionk To oonsigsy ihe sprtions and CORVEF
their comments to Dr Lane.

HEAY TREATED FYIL] CONCENTRATES

Terry Enape similsrly sought baemophilis directors’® views oo two options
regurding keal trested FYITY producis.

3. Hested Bry Produet

No vechnical detells were presented Lhough it waes implied that the
Cexisting product would simply be heated in the final contsiner as
with the Travenul product.

Gubject (o donsnd, Terry Snepe indiceted thet puch s product
could be aveilable within 2-3 months asd would be availsble on the
basis that it is PO ¥OrEe than the exiniing proguct.

I sshed swbetber any viral inasctivation datz woas available om the
proeess {e.g. vaccinia datal) to which Terry responded by sayving
that such duls may be available in due course byl would probably
iollow the genersl availability of the produect and therefore be
rasiroapective,

B2

Paspeurisation fh Liguld Stute

Terry indicated ihst such a product would be a more sclemtifice
approzsh to infectivity but pointed out ithat at the curremt rate
wt/

WITN2050054_0002



2.

of progress its aveilabkility would be a long term proapect {(unspeciiied
tine scale),

In general discuszica of above options Dr (rashe pointed out that limitod
exgerience {Fravemel} of bsated dry product w32 nmob encowraging. There also
emerged & general fear and fateful accepiusce ithat the production of
non-infsctive products would lead to a reduction im availability of N.®.3.
eonsentrates (i.%. loas of yleld). Terry ssomed to rewnfores this view
gqueting Tiguwes of up to 25% leose in yield over the existimg product. I
poinied out that, while hurd dsie wes not yet svailable, developaents
rolating to other agpects of the ovarall manulacturing process upstrosm
af apy heating process may partiy ur fully offset auy vield isherent im
pastenrisation. I quoited, in particular, Peter’s publicetionm on zime spd
% calciza, Neither Dr Bowiten, Dr Ludlsn or myaslf considersd it appropriaste
te disouss publicly the details of ou¥ current "clinical trial® on heat
trested FYIZE.

Dospite the unvalidated nature of B.F.L.'s short tere solution there seemed
to bo a general feeling infavour of & hested 4ry product since such s
solution would ‘de no herw'. [t wag suggested thoat B.P.L, masufaciure &
imited sealy baveh of heated dry product with a view o conducsiog 2 smail
siimtond triad 4n virgle baemophiliscs {or at lemst thome with mo previsus
expdsare L0 ConesiEratey and who heve normsl L.¥.T.Ys).

AFTERNOGH SESSION

The aftersoon ceaeion wak dovoted te reports by working pariies. Conprebaupive
wribten repurts were circulabed (sttached)., Additiomal points of interest
from oral presenisticns ars ag follows:

1. ATDE
vsA S3tustion;
Ko, of Coagen®

Howosexusis 1428
1.7. Drug Adbusers 336
Hajitiens 08
Haemophilines 18
Others 115

*aecording to M.1.H. criteris

0f the 15 transfusion related cases none hsve Kapowi‘s Sarcoma ~
811 opportumnistic infection -~ ativactive to speculste mors thsm one
factoyr involved?

Taere is a geaerally poor patisst/product follow up in ¥.5.4. dus to
poor recordg of bstoher infused.

Thers is a toial of 21 cases of transfusion associaied AIDE in ihe
USA. Superficial statistics as follows: (imcomplete}

Hale Femnle B:8

Age 83 {16 - 87
Alive ~ Depd 7:8

Iasubat fon i8 momthy {12 ~ 38)
Fo. of Donors 20 {2 - 43
Crude/
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4,

Crude imterpretation of these figures provides the Followimg risk
gtetigtics.

Transfusion - 1 dm 500,000 at risk
Haswephiliace - 1.2 im 1,000 at visk
Conciuaion - Serious diszeasge iz haesophiliscs

2 low poessinlility??
U.K. 8itearvion:

Twenty two patients have N.1.B. ciagnestic criteria for ALDS - many
through combmed in U.8.A.

10 petients have so far died,

betuils of hesmophiliac cages (A1 apd A4) are contained in Appendix B
and the follow-up protoool i 10 be circulsted im dus course.

This gprotocol will broadly ideatify =1l patients who have roceived
impliceied FVITI who will be subjocted to climicel follos-up every
thre¢ wauthe for elight vears.

Tais follsw-up will include the following investigationas:

Hb EER

¥.B.€. ~ sbeolute Lymphocyie count {IMPORTANT
Platelets

Igh IpG IgH

Direct Coombg Test

kicrobiology ~ threoat avabs, urine, fusces
gerum - virgl antibodies

Imsunelogy - Amswitre trensformation
akin tesis
T #ell subgets
K Cell

Pospible Predictors - Lymphtdenopathy ~ Bistology
Hicrobiology {culitures}

Cryoprevipitate Donors

«Trace 1. Donors.
2. Reelpients ¢f rad colis.

Spouses of patients who recelved FVIIS will also be followed.

Cholce of control group Ior sbove study not defined as yat but is
cansidered oeritical to the study,

Heputitis {ippendix €)

B.H.6. material 4z mo better then commercial product, with respect
to digeane (ransmission.

Io & sapld study using g Socredited donor’ posl, masutactired By
BipL. oo0, 4o eight recipionte have so far developed aigos uf

BANR hopaiitia. Se fer this study 45 of two sonths duvetion wod
unfortussiely B.P.L, csnnol determine the pool size used to meke the
batoh.
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Antibading (dppendix E)

Apert from flesting referspoes to phospbolipid work (T, Barrowcliffe)
Appendin £ ig 3 comprenenslive ZUNBAYY.

Yon Willeprand's DMaenep

Appordiiz D represente comprehensive summnry.

BYIIL Assay

el

Dr Rizss confesgsd to little sctivity and proposed that the working
party be wound-up sfter one nore vaax.,

Pr Barrosciiffe presspisd dets on the 3111k British Stendard.

VIIL:C 0.73
FELE:CAS &. 98
VII1:RAG 0.0%
YIII:R. B.to ¥, 0.91 vt
iz .57
ATITE 0.88

Good interlaboratory sgresment.

Ho significant differsnce betwesas 1 snd 2 stage agzay gystens.
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