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SCOTTISH NATIONAL BLOOO TRANSFUSION SERVICE
Minutes of Meeting of Coagulation Factor Study Group held in
Headquarters: Unzt on 27th February 1986
Present: Dr J D Cash ‘(in ‘the chair)
br F € Boulton
or J-Dawes
Dr P Foster
Or D Pepper .
'Df R Perry .
- : Dr € Prowse
1.  1INTRODUCTION - ' ACTjON

.Apologles were recelved from Or G S Gabra and

2. MINUTES OF PREVIQUS MEETING (21st Novembs 985

The follow;ng amendments were -agreed to the prevzous
‘mxnutes'

‘pt 3A(11) end’ of para 1: insert after
process. Concern was -éxpressed over the (temporary)

cessatxon OFf plasma VIII € monltorlng at certain
centre(s)'

P2, 3Atiir,_parau41 "Vox ‘Sanguinis report froém
Canada:, ‘should- Cor

p3. 3B(v) should read. ‘Cardiff'stqg;es;bnﬂLpts
,g013 and 4014, ’

pé 3Bc(1) ) ) o
para 2: amend to ‘Dr Pepper .commefted on PFC™s.

‘para 3: omit initial ‘"Acidified.’

. pk SBc(iz) para 2: delem.znd sentence and réeplace -by
' ‘A range of viruses ‘had .been spiked dinto FIX -and
irradiated at 2 SM Rad tarranged by De Pepper).
.All test vxruses ‘had’ been completely lnactlvated
Jt was agreed that Dr Cuthbertson and Dr Pepper
should carry out further exper;ments.

.PS d(i), para 3: replace (S/week) by (1%/week) .
pS d(iii), 1;ne 13 replaée ‘has’ by “had’

1iné 6: amend ‘té ... Scotland there may
be d;ff;cultxes in do;ng this at
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PFC. however it was noted that
given appropriate resources the
~technologylprocess could be
-developed within. PFC;thé Qquestion
of l;censang could then be assessed.
*1ine 11: amend to ‘results of immunodepletion
' studies to produce VIII deficient
: ) plasma’. )

pS e(i), line 1 - amend to: °Dr -Boulton -said 3 patients.
ln Edlnburgh. 4 in. Cardxff and 2 in
'Belfast had. received: ‘heat treated
‘FVIII and been. studaed in: detaal.

p6. 4, para 2, line & amend t6 ‘lipid-FVIII compléxes

! : do not bind: to anhabitor.
‘Therefore”

. . 3. MATTIERS ARISING
a) EEP Sbecititation

(i) ors Gabra,and Boulton Still ;pursuing:
valadatlon results (FVIII and;platelets)

: ' “from Reglonal Centres and will also sound
’ out reactions to. centrallslng factor S L
VIII assays. ) o GG, FEB

‘(ii) Dr Gabrfa. had: sent 3 dfaft .manuscript
N . L on plasma FVIII quallty assessment aamed
& at Vox Sanguanas. This requares

iz Comments: From ‘the Group ' ALL

i Data from 1985 QA éxercises ce

’ Data ‘OR Edlnburgh Packs Vs Line Study . CP R -
) Data from Reglonal Plasma VITI Assays GG, ‘FEB.

, . . cp ’

. (iii)Dr ‘Foster tabled a summary of FVIII assays

. on ‘thawed Feedstock plasma {3an 1985 to
. . ‘early ases). 'Concern was expressed over
dlscrepancaes between PFC and EBTS FVIII
assays and meanlng»of frozen plasma plate—
let’ count. Actaon agreed- : A .
’Follow up on: PFCIEBTS FVIII dzscrepancy CP,, FEB
Assay BTG in PFC plasma D
EBTS to send'recent 1n ‘house FVIII
-and platelet ‘count data on unfrozen .
plasma té R Perry cp
-EBTS to compare platelet counts
- . . and--BTG. in- plasma~before'and After S e
e ‘ ‘ freezing FEB, CP 3P

TN
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C Prowse tabled a report on .requirements for
a. proposed central facllity. This ‘seems a
viable option and the chromogenlc assay appears

‘most economic on this scale. The acceptability

of such a. central faclllty to be lnvestlgated.
1f accepted by Reglonal Dlrectors a pzlot study
of line- sample transport would ‘be requ1redv

c) Fractiona

i) verview

Or Perry, commented oh recent studles on;
1mprovements ln freezxng and freeze—

drylng cond;t;ons ‘that allow more rlgorous

‘heating. of FVIII,,but commented that such:
«changes also: result in less vxrzcidal

actlon. .Current plans for changes 1n FVIII-

product- ) *

:Phase‘In ‘current 68 ‘/24h: T- mohths stock.

Phase: IT: - improved. freezxng. 68°172h.

' - 3 months stock

Phase ITII: 1mproved freezlng + Zn treat
to allow smaller fxll volume
(0 slulmg) and?lmproved freeze—

rdryxng- 80 /72h manufacture from

,Aprll ‘86. Issue from Jan ‘37.

Phase IV: Hi purity PFC product (50 iu/mg)-.

80°/72h early ‘large scale v1allxngs
from April " 86. (no ‘vWf, this may

'be avaxlable as, s;de product).
Actions required:

further model v;rus studles
‘Tr;al ;nfuslons to haemophil;cs and

W, Wlllebrand s dlsease patlents to determlne

recoverylhalf llfe ‘to be. discussed w;th
Or :Ludlam for Phase III and IV products
~(avarlable around: Aprlr).

Comments-

WFreeze-dry;ng conditions dxffer between EEL?FL.‘
and: Elstree for FVIID product X All. except.

xtwo ln;txal batches. materlal for clxnzcal

trlals in E&W: now- frOm Elstree. Publicatlon
of PFC results is planned at an approprsate

time.

PPN

GG,

{¢Joc)

cp

BC,

'FEB.

PF
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‘FEB
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(ii) Citrate Studies

Dr Prowse reported favourable results for
donations collected in half strength citrate
regardlng ‘platelet and red cell storage by

in vitro assay, and confirmed benefits of

this for plasma FVIII stab;laty. Autologous
‘cell transfusiong studles .are. being planned

It was suggested that effects of 24h ‘hold of
‘whole ‘blood at room temperature tand 42'C) prior
to . processzng on plasma and’ cell qualxty be
anestlgated. A letter ‘to Dr Aronson at

the B6B yzelded the 1n€ormataon that ant;—
’coagulants are only requred to yxeld red
cells with less than 11 lys;s and a 24h.
'~surv1val ekceedzng 701. .Obvxously there.
’~are other (unwrltten) requ;rements. JDC
lnformed the group that CPDAI'is noh:lxcensed
to- allOW~hold1ng of blood at room. temperature
,for up to 8h after donataon, prlor to platelet
and red cell ‘component product;on.

NE study - Dr Prowse $ummarised .data ‘to
hand on plasma»qualxty obta;ned in ‘the.
three completed legs of this study.
,Agreed to. wr;te to Dr Smith. summar;slng
<ava11able 5cottlsh data.

. ¢EIN - Dr Prowse summarlsedhresults I
obta;ned on the fractlonatlon of flltratlon
aphereszs plasma as presented at ‘the recent
BPL meetxng. Dr. Lane'zs comxng té. PFC on
d?th March to .plan further work. R Perry
to d;scuss plan with Jo., CPfetc prior to
that date. in vxew of possxblexactzvatxng

-effects of membranes attempt to\obtaln urine
for FpA assay from flltratlon aphereszs
-donors (? via Dr. Urbanxak).

d) .wpiggtggll ge;eage-stgdigg

Samples have ‘-been collected and are currently being
assayed «

Q.)a

4 infusions (2 of each batch) ‘had -been -given to
.one patient in Cardiff. Results support one-stage

)more valld for labelllng than two—stage and suggest

a more bxphas;c dissappearance curve for unre-
‘calcxfled product. Samples to.‘be solicited from
=Card1ff for CAg assays {0r Greedharry). Agreed to
shelve any further studies until later products

SNB.007.5599
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available. Publication to be encouraged as part
of wide-range paper on FVIII process.

f.) v w'AAe _Fa : n ate

‘Agreed: ‘that Dr 0°Brien’s data on in vitro bleeding
time test was of interest -but uncertalnty as to
1nterpretatzon. Stlll only the ‘single planned
1nfusxon of Phase I FVIII product done on wid
p(atlent. Agreed that studiés on lnfusxon of
cryopreclpltate and Phase 111 product should be
pursued if posslble. ‘For the future vWf

'concentrate .might be a side- product of the high’

‘purity ‘FVIIT ‘process. Dr 0'Brien should be
‘offered -this when available.

9)  Viricidal Options

:br ‘Robin Wezss wxll be . collaboratzng ‘with PFCI

BPL on- HTLVIII studies., Dennzs Aw tDr ‘Peytherer’s
department) is: vxsztlng hls laboratory to learn
methods.

Further studles w1th -model v1ruses are bezng
performed at PFC in relation to freeze- drying
var;atlons and the effects of xrradlatlon (see
below)

[

0Or Pepper reported ‘the effectssof dlfferent

_radiation doses on the actlv;ty ‘of FVIII and-

FIX from Oxford D 5Mrad would appear the
‘maximum, allowzng reasonable retentzon of

'Iactzvzty. Further studles combzn;ng heat and

lrradlatlon planned Also lrradzatlon only ‘on:
newer PFC products. ‘He also reported Mlles-
Cutter patent publlcation on chemlcal inactlvatlon
us;ng copper phenanthrolzne but- felt th;s was not
‘a vzable optlon at present.

th)

Dr Prowse summarised. results ‘for the four 1985
exerc;ses. which contznue to be: good, and went
over items planned for dlscusszon at the ‘Assay
group meetlng dUe to- be. held on 20th March 19886,
to lnclude future plans.

Artlfzcal substrate had been prepared at PFC

‘but not freeze- drzed. Agreed that current PFC

.priorztzes ‘would-‘not allow ‘this ‘to a reasonable
standard. Alternatlve sites for freeze- drylng
(SAPU, 'HO Lab)- could be invest;gated, but
posslblllty of centrallsatzon may: change prlonltles.

R - -
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Immunodepleted plasma is currently ‘being studied
to 200 ml scale., If successful ‘to be freeze-
dried in HQ Lab ang clrculated.

i)

No further formal studies since last meetzng.

‘Question of serlal follow -up samples to be

pursued.

Plans (n= 23 /product) requxred for recovery and
survival studies on Phase TTL {to anlude vwd
if possxble) andg 1V products in.or after Aprll

.or Dawes requested serial urine samples (to .24h) .

be collected in any such studies.

Also proposed Phase 1V product ‘be infused to
dogs- prlor to patlent study. as well as Phase 11

'products as control. This would probably requlre

3, 000 5. DDO iu per .animal due to hlgh basal VIII
levels, and a changetzn protocol to: allow half-
llfe determxnatxon tsee receént ‘paper from Chapel
Hixl in P.N.A. S ) - »

=) Ph I

LDr-Pepper reported-

i) Ultracentrzfugal separatzon of complexes
will be performed soon,now the’approprzate
centrlfuge is bezng installed,

i) Addltxon of NIBSAC phosphollpxd ‘to. current_

products reduces VIII CAg~reactxon in human-
antlbody 2 sx&e-IRMA and in MAb IRMA uszng
ESH3 or 4 but;apprec;able effect on 2 sxte
MAB ELISA. Effects of phosphollpase addltlon
xn these assays‘not readlly 1nterpretable.

;iiﬂ,NIBS repont effects of MAb €SH3 and. 4 in

' Bethesda type Aactivity, assay are altered by,

phospholxpd addztzon.

iv)- A panel of human inh;bztors (6 ‘Cardiff, &
St Thomas ‘'s) ‘have been obtalned‘ ‘Plan to

DR N o s Ao e Mottt a2

study effect ‘of phospholzpd .on the;r xnhsztory

act;v;ty.
k). Fa iX Concentra
1) ‘Dr Boulton :has been pursuing the p0551blllty

of 1nfusxng FIX to non-haemophlllc patlents.
‘None: as yet but Dr Flnlayson s return may.
-help. J Dawas requested urzne samples from:
any, such studxes

ii) opor Foster reported that zmproved freeze-
drying could reduce ‘FIX losses in process

‘FEB.

SNB.007. 5601
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but mlght 2lso lead to reduced virus kllllng.
‘Model v;rus studxes are. belng performed. Any
novel product should be tested in dogs prior
to: volunteer studies,

Dog. Studies

The paper on the earlier -FIX studles should ‘be
submitted to Br J Haematol in the next month.
Studles on Oxford. err (+ heat) are: complete.
Dose response studles. uSlng Edlnburgh FIX +
heat - ATIII. wzll start at 200 uIKg using.
materlal reconstltuted in half volume.
Subsequent dose 'to be determined, thereafter.
Once dose-response done conslder d01ng
Oxford hot FIX from flltratlon apheresls
plasma (lf avallable from J- Smlth), local
hot- -hot materlal from ‘PFC -and po:sxbly Cutter
commerc;al materlaI at approprlate doses.
Factor VIII lnfuslons.also need to be
slotted lnto thls programme. lf survival
studles are feaszble. """

order may be:

(lh 200 UIKQ SNBTS, FIX
(ZP ? Cryo ‘
(3)’77 SNBTS HOT HOT FIX .
{4)  PFL ApRéresis 'FIX (m’qu
(5r &00 uIKg SNBTS FIX
. (sr 'Phase 1v factor VIII
“Ti) WCutter"FIX o T
(8) PRFC new‘FIx -
T '-conp I NT.

(ii)

(iii)

ANY'-

bx Mayne has anecdotal evxdence heated 'FIX is
'not as effective in teatment of 1nhibltor
patzents. In an effort to determlne what is
mlsslng C Prowse has arranged for Proteln C.
VIIa -and. IXa assays to be done on. FIX * Heat
by Steéve walters in Oxford Thlsfbatch was
used in 'the dogastudles and shows prolongatlon
of TGtg but not NAPTT after heatlng. CAg
assays should also be done

‘Four homozygous factor VI deficzent dogs t2
belonglng’to SNBTS) from the . closzng.ICI colony
will ‘Be ‘housed at ‘Garscube. Suggestions for
appropriate uses weIcomed

'FPLC and other studies on heat- lnduced damage
to protein :continue and may now. 1nvolve
collaboratlon with Or Stanworth in Dept.
Immunology, Birmingham on physlcal methods.
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(iv) Serial follow up studies for viral markers
and immune system malfunctxon xn haemophiliacs
receiving heat-treatéd products .are being
pursued. JDC, FEB
{v) Professor Cuschzen—has requested if SNBTS could
product ‘fibrin glue’, Otheér centres in .
Scotland have also expressed interest in such ‘RP
a product Any product would ‘need to- be heat
treated and' contain ‘fibrinogen, 'FXIII ahd
7 human) ‘thrombin,
5¢ DATE OF NEXT MEETIN
10.30 ‘a.m., SNBTS HQ UNIT, Monday 23id June.
c Vv PROWSE
1 ‘March 1988
igp;eauyaggg;
1. G. Gdbra; Manuscr;pt éntitled °The 'Value of Quality
:Assurance of Factor VITI: C Assays in. the Production of

P ‘Foster: 'FFP Oualxty 1985 and Part of 1988
3. ¢ Prowse' Feasabzllty of Centrallsxng Feedstock Plasma
Factor VIII Assays:’ .
4. -C Prowse- ‘Resylts, oF in vitro studies of components
:prepared in half-strength cztrate
5. 'C Prowse: Summary of results obtained on..plasma from
) *N% E.‘plasmaphereszs study : )
6. F Boulton: "Results of Volunteer Infusions ;n, Cardiff
) usxng FVIII prepared thh and w;thout ‘calcium’ o
1. C Prowse- Summary of 1385 FVIII OA.exerczses

e Ty e Y ST P R e

'Fresh Frozen Plasma for Fractzonatzon

“
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