. Dr B Cuthbértson.

’ findings'
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SCOTTISH NATIONAL BLOOO TRANSFUSION .SERVICE

‘Minutes of Meet;ng of Coagulat;on Factor Study Group held in
Headquarters Un;t on 27th February 1986 ‘

Present: Or J O Cash tin ‘the chair)
or F E Boulton
Dr -Dawes.
Or Foster
br Pepper .
‘Of R Perry .
. : Dr Prowse. :

(g B~ B < I ™)

1. INTRODUCTION ‘ ACTION

»Apologles were rece;ved from Dr G 5 Gabra and

2. MINUTES OF -PREVIQUS MEETING (21st Novembg 985 .

The follow;ng amendments were -agreed to the prev;ous
‘mlnutes-

~p1 3A(11) ‘end’ of para 1: 1nsert after
Aprocess. Concern was expressed over the (temporary)

cessat;on OF plasma VIII € monltorlng at certain
centre(s)

P2, 3Atiir.‘parau61 "Vox ‘Sanguinis report frém
Canada, -should -

P3., 3B(v) should read "Cardiff Studies .on’.Lots
4013 and 4014. '

p4 380(1) ] i .
para 2: amend to ‘Dr Pepper commented on PFC"s

‘para 3: omit initial "Acidified.’

R p4 3Bciii) paras 2: delem.an sentence and réeplace ‘by
' "A range- of virusés '‘had .been spiked' into FIX and
1rrad1ated at 2 S5M Rad (arranged by .De Pepper).
.All test v1ruses ‘had been, completely ipactivated.
It was agreed that Dr Cuthbertson -and Dr Pepper
should carry out further exper;ments.

PS5 dli), para 3: replace (S5/week) by (1%/week) .
pS d{iii), line 1: replaée has by “had"’

‘Yifné 6: amend-‘to. ... Scotland there may
be dlffxcultxes in doxng this at

*
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PFC. however it was noted that

given appropriate resources the
‘technology/procéss. could be

‘ developed within PFC;thé question

\ ' . of licensing, could then be assessed.
X - 1ine 11: amend to ‘results of immunodepletion
' : ' studies to produce VIII deficient

: ) plasma’. )

pS eli), line 1 - amend to: °Dr -Boulton -said 3 patients
1n Ed;nburgh. 4 in Cardlff and 2 in
'Belfast had- recelved heat treated
-FVIII and been studzed in detall.

p6. 4, para 2, line & amend 6 "lipid-FVIII compléxes
; ‘ do not bind to 1nh1b1tor.
Therefore’

E . 3. LIATTERS _ARISING , ‘
‘aw yEFP‘§Qgglf;catLon

iy Drs Gabra,and Boulton stxllgpursuznge
val;datxon results (FVIII and:plateletsJ

K ' "from Reg;onal Centres and*will also sound

' ‘out reactlons to. centrallslng factor o o
VIII assays. ‘ c GG, FEB

(iiy Dr Gabrawhad sent & .draft manuscript

. . . on plasma FVIII qualxty assessment aimed.

& =at Vox Sanguznzs. Th;s requ;res :

i Comments: from the Group ‘ ALL
i Data from 1985 0A éxercises o
’ Data -on Ed;nburgh ‘Packs vs Line Study ~CcP K
‘ A pata from Régional ‘Plasma VITI Assays GG, FEB.:
R . cp :

(iii)Ddr :Foster tabled a summary of FVIII assays
! on thawed Feedstock plasma (dan 1985 to
N . early 0986). 'Concern was expressed over
dlscrepancles between PFC and EBTS FVIII
assays and meaning. of frozen plasma plate—
4 let’ count. Actxon agreed- : .
i . ’Follow up on: PFCIEBTS FVIITD d;screpancy cP, FEB
, ‘ Assay BTG .ih -PFC plasma o
' . EBTS to send’recent 1n ‘house FVIII

-and platelet -count data on unfrozen .
plasma to R Perry CcP
-EBTS to compare ‘platelet’ counts

. . and -BTG. in- plasma’before'and after S TR
e ‘ : freezing .FEB, CP, IP,




SNB.007. 5598

w8 mr Parmemak S ST 2 S b " oh s e et 54 arv1n AL e [ —

C Prowse tabled a report ofh requirements for

a. proposed central facllaty. This ‘seems a
viable option and. the chromogenic assay appears
‘most economic on this scale. The acceptabil;ty
of such a. central faclllty to be anestzgated.
If accepted by Regaonal Dlrectors a pllot study
of line- sample transport would ‘be requ;red-

PR

. c€) Eractionatjon Upda

€i), verview

Dr Perry, commented on recent studzes on;
1mprovements in freez;ng and freeze—

dry;ng cond;t;ons ‘that allow more rxgorous
heatxng of FVIII but commented that such:
changes also- result in less v1r1c1dal
act;on. ‘Current plans for changesuan FVIII~
product: T

current 58 124h- 7 months: stock
improved. freez;ng- 88°/72h-

3 months stock
1mproved freez;ng + 2R treat

to allow smaller f;ll volume
i G S;ulmg) and lmproved freeze—
. o . ‘ »dryxng- ‘80° ITZh manufacture from

‘ o ,Aprll 86. Issue from Jan '%7

Phase IV: Hi purity PFC product (50 iu/mg).
; 80%/72h early ‘large scale viallings
i ' from Aprll "86. (no 'vWf, this may
'be- ava;lable as s1de product)

o ‘Phase. I:
Phase: I'I: -

Phase III:

Actions required:

further model v1rus studles

: ) Trlal xnfusxons to haemoph;lzcs and

‘ . : W, wlllebrand 8 dlsease.patlents to determxne
C o recoverylhalf lee ‘to be discussed thh

DrxLudlam for Phase III and IV products

‘(avallable around Aprxl)

Comments-

and: Elstree for FVIII product All except
.two 1n1t1al batches. materlal for cllnlcal
trxals in E&w now- from Elstree. Publlcatlom
of PFC results 1s planned at an approprlate
time. -

TIWE M o W E A v e e

. Lo ":Freeze—dry;ng condltaons d;ffer between EEL?FlL

bl e i k=

GG, FEB
{JocC)

cp

BC.

'FEB.

PE

-
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1ii) Citrste Studies

Dr Frowse reported favourable results for
donations -collected in half strength citrate
regardxng platelet and red cell storage by.
in v1tro assay, and conflrmed benefits of
this for plasma FVIII stablllty. Autologous
. ‘cell transfusiong studles are. being planned cp
It was suggested that effects of 24h hold of
‘whole ‘blood at room temperature tand 42'C) prior
to . processzng on plasma and cell quallty be
1nvestlgated. A letter ‘to Dr Aronson at cP’
the BoB y;elded the-lnformatlon that ant1—
coagulants are only requxred to yleld red
cells with less than 17 lys;s and a 24h.
’ surv;val ekceedzng 701. .Obvzously there.
' . . ) are other (unwrltten) requ;rements. JDC
: ., :Lnformed the group that ‘CPDA1: is notw: lxcensed
) ‘to- allowmholdlng of blood at room. temperature
for up to 8h after donat;on, prlor to platelet
and red cell ‘component productlon.

NE study. - Dr Prowse summarlsed .data ‘to
hand .on plasma»qual;ty obta;ned 1n ‘the
three completed legs of th;s study.

. oo Agreed to. wrlte ‘to Dr Smlth summarxs;ng

. available Scottish data. | CP
. . 1Elw = Dr Prowse summarlsedhresults : :
T : obta;ned on the. fractxonat;on of f;ltrat;on

¢ . apheres;s>plasma as presented at the recent
: ‘ BPL meet;ng. Dr. Lane»is com;ng té PFC On
thh Harch to .plan further work. R Perry .
‘to dxscuss plan with Jo, CPfetc,prLor to ‘RP
. that date. In v;ew of poss;blexactlvatzng
.. “effects of membfanes. .attempt to obtain urine
et for. FpA assay from f;ltratlon apheresxs
‘donors (? via ‘Dr. urbanxak). JD
: d) xﬂh* : Re ea’er dies

Samples have -been collected and are Currently belng
assayed < Jo

.

, . e);

4 lnfusxons (2 of each: batch) ‘had beéen - g;ven to ’ i
.one,patlent 1n Cardlfﬁ. Results support one- stage

qmore valld ‘for labelllng than two stage and suggest

a more b1pha51c dxssappearance curve for unre- L

‘ ‘calcified product. Samples to-‘be Solicited from CP, FEB
; =Card1ff for CAg assays {0r Greedharry). Agreed to

shelve any further studies until later products
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available. Publicdtion to be encouraged as jpart
of wide-range paper on FVIII process.

£) v Wille _Fa ‘ n  te
‘Agreed: ‘that Dr 0°'Brien's data on in vitro bleeding
time test was of interest ‘but uncertalnty as to
1nterpretatxon. Stlll only the ‘single planned
lnfuslon of Phase I FVIII product done on ‘wiWd

. platzent. Agreed that studxes on lnfuslon of
cryopreclpltate and Phase III product should be
pursued if possxble. ‘For the future vWf
'concentrate might be a side- product of the high’ ‘FEB.
purlty ‘FVIITL process. Dr 0'8rien should be
offered this when available.

g) Viricidal Option

-'.? :br ‘Robin we:.ss~ will be collaborating with PFC/
' 8PL on HTLVIIL studles.‘ Dennis Aw (Dr ‘Peutherer’s
department) is. vzsltzng hls laboratory to learn
methods.

Further studzes w;th -model vxruses are belng
performed at PFC ln relatlon to freeze dryzng
var;atlons and the effects of xrradlatlon (see
belowk: - 8¢
‘DY Pepper reported the effectsaof dlfferent
‘radlatlon doses on. the,actzvzty ‘of FVIII and
FIX from Oxford 0 SMrad would appear the
,rmaxlmum allow;ng reasonable retentlon oF. ‘ . o
Sactzvzty. Further studles comblnlng heat and ‘ ‘DSP
lrradzatzon planned Also lrradlatlon only ‘on;
newer PFC products. ‘He also reported Hlles-
] CUtter patent publlcatlon on chemlcal Lnactlvatxon
e. us:.ng copper phenanthrol:.ne but- felt thJ.s was not
g ‘a v;able optzon at present. .

h)

br Prowse summarised. results ‘for the four 1885
exerclses. which contlnue to be: good, and went
over items planned for dlscusslon at the: ‘Assay
group meetlng dUe to be. held on 20th March 1986,
to 1nclude future plans.

Artzfzcal substrate had been prepared at PFC

‘but not freeze- drled. Agreed that current PFC
prior;tzes ‘would -not allow thls*to a reasonable

standard Alternatlve sites for freeze drylng

{SAPU, HQ Lab) could be investlgated. but ]
poss;bzl;ty of centrallsatlon may change prlonltzes. (o -

W 3 e —— R A Y - v
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Immunodepleted plasma is currently bezng studied
to 200 ml scale. 'If successful ‘to be freeze-
drled in HQ Lab and clrculated. - CP

>

i) sllnisal_lnlils_gilﬂset Treated Factor VITI

No .further formal studies since last meetxng
‘Question -of serial follow-up samples to be o
pursued. Joc

Plans (n= 3/product) required for recovery and

survival studies on Phase TTL (to znclude vwd

if posslble) and 1V products ln or after Aprzl o
br Dawes requestedgserlal urine samples (to 240} . . ‘FEB
be collected in any such studies.

Also proposed Phase 1V product be znfused to o - . . '
P - dogs- prlor to patzent 'study, as well as Phase II

f. ‘products as control. This would probably require

3, 000 5. 000 iy .per .animal ‘due to hzgh basal VIII

levels. and a change'zn protocol to allow half—

lzfe determlnatzon lsee recent paper from Chapel i
Hill in P.N.A. S ) ~ Jb, CP

»Dr-Pepper reported-
i) -Ultracentrlfugal separatzon of complexes ) :DSP
wzll be performed soon,now the'approprlate
) centrlfuge is. belng lnstalled. )
4i) Addition .of NIBSAC phosphol;pxd to current
productslreduces VIII CAg~reactzonv1n human-
antlbody 2 slte IRHA and in MAb IRMA uszng
- ESH3 or 4 butlapprec;able effect on 2 site
’ . MADB ELISA. Effects of phospholzpase addltlon
Ln these assays‘not readzly znterpretable.
ANIBS.repont effects of MAb ESH3 and. 4 in
Bethesda type«actlvlty assay are altered by,
‘phospholzpd addztlon.
iv): ‘A panél of ‘human: -inhibitots 8. cardiff, &
St Thomas 's) ‘have: been obtalned‘ Plan to
study effect of phosphol;pd ‘on thexr 1nh1b1tory

por
[ o)
[k

acthlty. DSP
k) <Fa _IX- Congentra
. 1) DY Boulton ‘has been: pursuing the posszbzllty

of lnfusxng FIX to non- haemophlllc patzents.

‘None. as yet but Dr anlayson s return may.

-help. J .Dawes: requested urine samples from- ---

any such studies, ' FEB

ii) or Foster reported that ;mproved freeze-
dry;ng could reduce ‘FIX losses in process
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but mlght also lead to reduced virus kzllzng. )
‘Model vxrus studzes are- bezng performed. Any 8c
novel product should be. tested in dogs prior

to: volunteer studies,

iii) Dog Studies

,The paper on the. earlzer FIX studxes should ‘be
subm;tted to Br J Haematol in the next month. .
Studxes on Oxford FVIr (+ heat) are: complete. CP
»Dose response studles. Uslng Edlnburgh FIX +

heat + ATIII. wzll start at 200 uIKg using.

'materzal reconstztuted in- half volume.

Subsequent dose 'to be determined, thereafter.

Once dose response donée conslder -doing CcP )
-Oxford hot FI¥ from f;ltratzon apheresls contact
-plasma (zf avallable from ph szth). local Js:
hot hot mater;al from ‘PFC and,possxbly cUtter PF

icommerCLal materlaI at approprzate doses.
Factor VIII 1nfuszons.also need to be
slotted into- thzs programme. ;f survival .
studles~are feaszble. Current btottxng , JD
order may bei
(rn 200 uIKg SNBTS FIx
{(2) 7 Cryo
43)'_7 SNBTS HOT HOT FIX .
{4) PFL Aphéresis FIX. @frxq
{(5) 400 uIKg SNBTS FIX
- (8Y) ‘Phase 1v factor VIII
“Tﬂﬁ'WCutter’FIx ' R
81" RFC new FIX

4. ANY' OTHER COMPETENT. BUSTNESS

(i) br ‘Mayne has anecdotal evidence: heated ‘FIX is
‘not as effectlve in geatment of xnhlbztor
.patzents. In an effort to determxne what is
mlSSLHQ C Prowse has arranged for Proteln c.
VIIa -and. IXa assays to be done on FIX = Heat )
.by ‘Steve walters in Oxford. Thzs.batch was ‘CP
used in the dog studzes and shows prolongatzon ' k
.of T6t9 but not NAPTT after heat;ng CAg ‘ ‘
assays should ilso be done. ‘ cp '

.

(ii) . fFour homozygous factor VII deflclent dogs (2
Wwill ‘bé ‘housed at Ganscube. Suggestlons for
appropriate uses welcomed ALL

{iii) FPLC and &ther studies on heat- -induced damage
to protein icontinue and. may now lnvolve
collaboratzon with Dr Stanworth in. Dept. .
ImmunolOQY. 8irmingham on physlcal methods. ‘DSP, RP ‘
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(iv) Serlal follow up studzes for viral markers
and- immune system malfunctzon zn haemophiliacs
recezv;ng heat-treated products :are: being

pursued. JDC, FEB
. v} Professor Cuschzen—has requested if SNBTS could
‘ product *fibrin glue®, Other centres in

Scotland have also expressed interest in such ‘RP

‘2 product. Any .product would ‘heed to be heat
treatéd and: contain: fibrinogen, 'FXIII and
4?7 human) ‘thiombin,

5: . DATE OF NEXT MEETIN

10.30 ‘a.m., SNBTS HQ UNIT, Monday 23rd June.

cVv PRONSE
1 ‘March 1986

?ap;ﬁvaanig

%. G. Gdbra; Hanuscr;pt entitled °“The /Value of Quality
:Assurance of Factor VITI: c Assays in. ‘the. Production of.

. Fresh Frozen Plasma for Fractlonatzon. L

2. P Foster: FFP Ouallty 1985 and Part of 1986

3. ; Prowse- Feasablllty of Centralzslng Feedstock Plasma
Factor VIII Assays:’ ]

L. -C Prowse- "Results. oP‘ in wvitro studies of components
:prepared in half strength c;trate'.

B 5. C Prowse- Summary of results obtained on..plasma from
Q ) -N% E. plasmapheres:.s study

6. F Boulton- Results of Volunteer Infuszons ;h, Cardiif .
‘ uszng FVIII prepared thh and wzthout calc;um . :

Il

; '73 'C Prowse- Summary of 1985 FVIII uA‘exerczses . ,é

<
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