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. This report contains general details of the Research and Development
@togzamme which has taken place during the year January to December 1984 and

whe yeay has maintained th

reselection of projects

/follows on from the previous report.

¢ continuous process of selection and

‘ o meet the ever~changing demands made on the
organisation through reguirements
existing products to improve safety and efficacy.

for new products oF modifications to

whe cutstanding example this yesr has peen the concurrence of
requirements for improved product safety due to the presence of viruses
itis and the Acguirsd Immune Deficiency Syndrome,

causing non-A non-B hepat
The widely~based group of p

& s

rojects al

to be satisfactorily heat-treated Lo

has provided the means o inac

YITI-¥, materislised dur

clinical trial. patent application

procurement by KBTS,

yields are satigfactory an

med at purifying factor VIIT to gnable it
inactivate non-B non-B hepatitis vivuses

rivate HTLV 111, The new factor vI11 product,

ing the summer 1984 and is now successfully in

s on the process will be submitied by the
end of March 1%85. vi1i-¥ has increased purity by moxe than one order of
{ magnitude and tolerates more heat than is being applied to any other
. commercial factor Vil at present on the market, i.e. B0°C for 72 hours:
4 will not threaten existing plans for plasma

)

The VIII-Y stary gunderlines the importance of having a widely~based

active ressarch programme
possible speed as Jemand ax

from whi
ises.

ch major advances can be made with all

One cutstanding problem now remaing in repeating the suCcess with factor
¢111 in the more complex ares of factor IX, znd a major allocation of
resources to mest thie end is pow established. This year BPL reguires factor
1% which is non-thrombogenic and free from transmission of HTLV 111 a2nd other
The current reguirement is for 15 internstionsl
units per annum, which at current market rates would cost the WHE between E¥M

viruses causing hepatitis.

and £3M per annum.

The general report follows,
estimates of expenditure for 1985/86 @nd the way in which it is distributed.

ct index to the main report of projects. The mein
report of projects is confidential 2

members on reguest.  1In this way its circulation will be reduced and detailad

There is finally the proje

discussion on projects can
and Development.

be had wi

¢hen there zre papers; which show the

nd is available to the duthority end its

th the Director and the Bead of Rezearch
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. Resesrch 2nd Development Programme @UUUUUJ Uwgtﬂ U Um\_\:.

The continuous review of project status throughout the year has resulted
| six projects being merged into three revised projects; fifteen new projects
have been started in responsg to internal and external demends; gixn projects
have been completed and a further ten projects have been held, or shelved,
pending further information or changes in emphasis. Details of all projects

are given in the annual R & D project report.

The major thrust of this year's programme has been in developing methods
for virus inactivation, especially non=-A, non-B Hepatitis viruses (NANBH).
Fortuitiously the recognition that the clinical condition AIDS is initiated by
infection with the retrovirus HTLV 111, and the implications this had for

blood products, Wwas covered within this research remit. It is well

1] established that almost all previously unt“_l':&e\ateg_____patieg‘ts with no prior

immunity to heyatii:ﬁ 'wf“i}‘ﬁ“%j@":”‘%“cquire NANEH after their first one or two
intusTeneof Teither factor VIII or factor 1X. The infection is often
arently trivial or sub-clinical but it is s feared YEEE RoEE SEEToug ghronic

v i dEmaye MEY develop In later 1ife. Heating coagulation factor
concw&rr‘M‘eswi‘ﬂ”?ither the lyophilised state or in protective solutions is
thought to be an effective action against NANBH viruses, HTLV 111 and other
‘retroviruses, Routine batches of intermediate potency factor VIIT have
survived heating with acceptable factor V111 yields but some loss of

. solubility, this parameter has been resolved by the addition of sucrose to the
factor VIII concentrate. The results from three batches which have been
infused into factor viil-deficient patients are encouraging. Each subject has
been followed up for one year, Six months and two months respectively;
E recovery, half-life and clinical effect have been normal without any adverse
keffects. No clinical attacks of hepatitis have been recorded and to date
there has been no serological evidence of hepatitis A or B, CMV o1 BTLV 1171
infection, and no evidence of NANBH from liver function tests. Similar dry-
heat pasteurisation regimes have been successfully applied to routine factor
i1X concentrates. Clinical infusions of heated factor IX are scheduled for
1ate 1985 on the satisfactory outcome of the current dog infusion studies with
respect to potential thrombogenicity. Contingency programmes are in hand for
both factor ViIl and factor 1X should process modifications be required, these
include treating the concentrates with detergents designed to disrupt
retroviruses and methods of heating in solution. The clinical trial of
pasteurised antithrombin 111 has been extended with consistent cliniczl
efficacy and no evidence of hepatitis transmission. The first pasteurisec
therapeutic concentrate of factor XIITI, developed at PFL, has beer
successfully infused into a patient.

Undoubtedly one of the most significant advances in the past year has
been the development of the new 'high purity' factor V111 concentrate. The
method selectively precipitates 908 of the fibrinogen and 70% of the
fibronectin present in a cryoprecipitate extract, while factor VIII remain
virtually guantitatively in solution., Precipitation of the factor VIJI yield
a product with an 8-fold increase in specific activity when compared with th
intermediate potency concentrate. Furthermore, the product can be subjecte
to very severe heating, 70 or 800C for 72 hours without significant l10ss ©
factor V111 activity and very jittle loss of solubility. This process ha
been rapidly transferred through pilot scale studies to successful 900k
production runs. Product characteristics have remained consistent and it 1
expected that the new ‘high purity’ concentrate (BY) will become the nationa
product during 1985. The first batches for clinical trial were released &
the end of February with a protocol designed to assess safety and efficac
together with monitoring of possible transmission of HTLV 111 and vira
hepatitis. Further processing of 8Y on chromatographic adsorbents fesults
a 5-10 fold increase in specific activity. The adsorbent has a high capecit
for factor VvIII and with recoveries in the 80-90% region offers a clez
potential application for large-scale processing.

WITN2050022_0003



o EU R R LT
considerable eifort hase been centred on i é’ﬁgpgg&gingoggﬁhggptéazﬁéigaﬁ;::
vitamin'ﬁwdepéﬂaent proteins. This refledts & BPL production reguirerent
Jor a method of preparing facior 1% concentrate which does not involve
dilution of cryosupernatant, and recognises the plammed increase in production
in the ngw wenuiacturing unit. The single Blep preparation of factors 1%, 11
and X {rom unai}ut@é-czyasupe:n&tant has been achisved using DPELE-Sepharose &t
the H0kg pilot plant scale, A diluted factor V11 concentrate is recover=d
from the same ehromatographic process. The process is being refined, scalsd~
up and its effect on other processes aseessed while awaiting resulis from the

Y

oregoing thrombogenicity trials in dogs.

plasma guality and its effect on plasme proteins, particularly factor
y111, has been investigated. problens associated with the pperation of
filtration pheresis machines have prevent%ﬁ 5 detailed assessment of filtered
plasma. prel iminary results indicate a lower level of g-thromboglobulin and
fibrinopeptide & than in centrifuged plasma suggesting that platelet
disruption and thrombin activation axe reduced during filtration pheresis.
pwo new machines have been installed at yhe Leeds and Sheffield transfusion
centres and collection of samples for detailed analysis and pilot-scale fartor
y111 production has started, The effect of anticoagulant volume &nd
cancentyation on plasma quality has ween investigated in collaboration with
combridge RTC. At 1ow volunes of anticosgulant there was no evidence of poor
mixing, factor yi11 activity and total protein were not detectahly different,
andl there was 0o apparent increase in protein degradation, rhe level of &~
yhromboglobulin vas observed to increase with decreasing asnticoagulant volunes
suggesting gxeatax'p}ate}et 1ysis; this effect, together with an increase in
fibrinopeptide A, was WOIR apparent in sodium citrate plasma then CPD plasii.
Cryoprecipitate produced from these experimental plasmas showed no difference
in factor VIII activity or fibrinogen concentyation; fibronectin levels appesy
+o be a function of the anticoagulant voluome, These results, 1f
cubstantiated, would reduce the volume of 5,000 donations by 240 litres,
thereby allowing an increase in the plasme content of each production batel
with & concommitant decrease in the amount of water, puffer and ethanol pred
in the manufacturing process.

clinicians continue to express interest in the availability ol
fibronectin and uimantitrypﬁine The introduction of a nev process for ths
preparation of factor VIIL1 {(BY) necessitates 3 re-evalustion of the method:
established for fibronectin preparation. Notwithstanding, the principl:
marrier to the release of fibronectin for clinical sssessment remaing the lac
of an acceptable reliable sssay for in vivo function, This deficienc
severely limits ouf capacity to investigate the pasteurisation procedurs
required before product release. Assay development and ssaessment BC
proceeding; @ candidate for the measurement of relevant biological activity
devejoped at Birmingham pniversity, has been incorporated into 8 WOI
progr amne directed ultimately O the clinical use of fibronectin concentrate
following thermal injury. The gritish Thoracic Association continue t
maintain a keen interest in the availability of oy-antity sin for replacemer
pherapy in emphysema, Hore recently we have been approached for 2 sopply ¢

ag»antizrypsin for uge in heart/lung transplant atients. The preparation ¢

2

tpure' o Jintitrypsin has been achieved using Cohn fraction TY a% & sourd
material, DOwevely for 8 variety of reasons the process cannot ve transfero
to either pilot or full-scale production, Recognising the 1imitations impos
by the use of fraction IV an slternative source material has bren sought wi

the initial objective of deriving an ap-entitrypsin enriched concentra
without detriment to the exiszting mapufacturing process.

Following @ commercial approach we have investigeted the possibility
preparing l1ys-plasminogen for use as an scylated complex in thromboly:
thevapy., Source materials have been defined and the appropriate asss
ectabl ished. The affinity adsorbent lysine-Sepharose has been prepared at I

(L)
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and elution conditions selected to yield glu-plasminogen at greater than 90%
purity. Conversion to iys-plasminogen has been achieved by plassmin digestion
and interim anslysis suggest that the product will meet specifications, The

jrst test sample (750mg) is now updérgoing assessment.

The production of reagent grade albumin from waste Cohn fraction IV hes

teen successfully seale-up Lo 8 level which can accommodate a1l the availsble
fraction IV from production, The in-house prepacration of the 40L blue~
Sepharose column provides & system yielding 1.4kg slbumin/i0h cycle, The full
potential of the automated system has been achieved through the introduction
of a frection IV clarification procedure based on graded sand bed filtration.
Town- sty ean processing has been improved by modifications to existing
diafiltration and ultrafiltration systems; sterile filtration and dispensing
are now routinely employed. There has been 2 positive resction to the use of
¢ he basic product in automated serology and in some instances this reaction
has been extended to manual serclogy. The 1evel of false positives
experienced in manual seroleogy with esrlier patches has been redoced and
results with a whole range of blood group antibodies have been more than
equivalent to the results obtained using two commercial products. Various
albumin treatments have been examined with a view to improving the performance
of the product in manual serclogy. Gluteraldebyde cross-linking to incresse
the level of polymeric albumin has resulted in an improved reagent gocording
+o the recent trial ondertaken by the 1SBT/1CBH working party. In this
comparative study against commercial products the BPL reagent gained top
ranking in two of the three tests, However, 1wo trial participants
experienced false positive asgglutinations with the displacement technigue. &
gquality control programme involving ‘*in-house’ characterisation and
serological assessment by the Manchester RTC has been introduced to monitox
reagent consistency. The occasional sub-standard prepsration prevents the
1spnch of a reagent for manual serology. however, the pasic product for

automated serology will he lsunched, after extensive field trisls, later thi:
year.

apart from albumin there are other reagent grade proteins derived fro
waste fractions of the manufacturing procvess, which appesr to have marke
potential. prepsrations of transferrin and fibronectin have been assessed a
pissue cultore supplements with positive user reaction, howeveyr, the use ©
cohn fraction IV 25 8 direct replacement of fostal calf serum has not bee
successful and further work is required to advance this product, There ig 2
increasing demand for plasminogen in the assay of tissue plasminoge
activators and a product, prepared from the waste fraction Bel, Is gurrentl
under assessment at CAMR, Porton. other proteins reguested as reagent-grad
products inciode Fibrinogen, throwbin, imnunoglobuling and modified albumin
The requirement for these products, excluding servlogical albumin, is largel
unknown; @ market survery will be initiated early this year to evaluate the:

a

potential prior e deriving a costing programme.
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personnel
sonned

TWEO new scientific appointments were made at the beginning of the yest:
¢ Neal wis employed to investigate the chromatographic fractionation of
factor V111 and was assigned responsibility for reagent grale
products. The continuity of the plasma filterpheresics programmes wWaE
maintained bv appointing .*° as a project scientist to replace

o e 2a » completed her MRC orafect avant in
uctober and the department also lost the services of .

during the course of the year. The position of senior sciéﬁzgsiihas been
filled by ‘ who comes to us with experience of bhoth academic and

industrial environments. Five new technicians have been appointed at BPL, and
two replacement technicians have been taken on at PFL. ' , t hzs

been promoted to a trainee management position at PFL, whilst -

and have been promoted to Senior Project Leader and Chief
Technician respectively.

F)

puilding

The conversion of Building 9 %o give three new iahoratories was completed
in late summexr. The area was commissioned in September and is operating st
40% DOCUPENCY. rurther staffing is, in part, dependent upen the completion of
an snimal house farility fox the depar tment. rdditional space has been
released for laboratory wark by scguiring a portacabin to serve as offies
space for the Head of Department and the Department Secretary;

was appointed to the latter position in October.

The scheduling of the new manufacturing unit to come on stream during
early 1986 has coneiderable implications for the R & D department especially
in relation to the 1ife time of the pllot producti

jon facility {coasgulation
factors) at PFL. A facility appraisal report cormicsioned last year examined
the options available for integrating the Oxford unit onto the Elstree gits.

The consultants after considering the feasibility and associated costs of re-
using the existing production facility recommended the alternative approach of
providing a purpose-built new facility. They stressed the need for s mediume
rerm stop gap plan which recognised the problems of accommodating the
functions of the pepariment efficiently and acknowledged the necessary
gxpansion of the Department's sctivities, 1t most be stressed that currently
the Department, is unsble to offer the necessary technical and sclentific

gupport essential to the production units and that this gitvation is likely
continpe throvghoot the commissioning and early years of the new manufactoring
unit.
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8PL/PPL RESEARCH AND DEV ¥

ESTIMATED EXPENDITURE 1985/86

Bll estimaieb, derived from the individual project reports, are for the year
starting Januvary 1985,

BPL Quality Control pepar tment 12 100 {(a)
BPL Production Units 301 200 (b)
BPL Research & Development Depar tment 566 B42 (c)
plasma Fractionation Laboratory 94 400 (4)
974 542
Notes :
(a) Costs met from the Quality Control Department Budget.

(b)

(c)

(@)

rosts sttributed to R & D projects axe sccommodated within the Productior
pepartment Budget; they include the porchase of developmental eguipment
for future uvse in routine production together with the estimated cost of
the chimpanzee study on the new intravenous immunoglobulin preparstior
for freedom from transmission of non A, non B Hepatitis,

Tear—dowﬁ machine development (CF/04)

70 000
Baemonetics plasma pack opening machine (CF/06) 50 000
Heat-treatment ovens (CF/07) 3% 000
Chimpanzee study (1gG/01) 100 000

sub~-total 255 000
project expenditure (see R & D project report) 46 200
Total 301,200

A breakdown of the Research & Development Department budget is given ¢
the page (iii).

PFL estimates have been sdjusted for GMP reguirements and proportion:
according to the efforts of Research § Development, Fractionation 21

guality Control in esch project, taking into account the expens
incurred in the Administration and Technical Sopport Groups.
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BPL/PFL _RESEARCH AND DEVRISpostr

|

. PSR TP TR
; SIS B B
s ' pISTRIBUTIOR OF BUDGETY U SR RS . S I TR

YWESS nc-.we.ﬁt'onn.-.,ovu.-.o.-....o‘.nn--.-.u..l'lth!v--clau@.asa £295'312

[

(al improvement of existing ProCESE ==—==—=moTTTITTITIIETT £87,850
8/01; B/02; ALB/02; EF/02; EF/03; EF/05; CF/01; CF/02;
CF/03; CF/04; CF/05;

(b} New process development ====-=mms T IImT I £207,462
8/02; 8/05; 8/06; 8/07; B8/11; FT/01; 9/02; 19G/08;
1gG/09; CF/06; CF/07;

Pm tacanloco‘ﬂbivﬁso‘ﬁca'u‘c0~n.¢-¢c--..00.t-vn-oeo--oua&o.a-a.;. £2880250

@

{a) 1mprovenent of existing products e e e i o £71,400
8/03; B/04: 8/10; 9/01; 9/03: FG/01; FN/04; 13/01;
BTI/NL; ‘

{b} investigations on potential products .
(i} Clinical -—- e e o B A 5 1 £152,000

FN/01; ALB/0S; AT/01; AT/23; 1gG/01; 19G/02;
1gG/03; PHMG/01;

{ii) Reagent e e o e e e 5 T £64,850
FN/02; ALB/01; ALB/34; BEP/02; SMC/01; TCS/013
TF/01; Clq/01; PMG/02;

stm -..oo..-l...u-in-o-o-.-a.--o.untoaoheﬂaue-»aco.oolnn-lncocso £143,QSﬂ

{a} Analytical GeVElOPMENES —mmmmm e S ST £56,250
FG/02; FG/04: FG/05; FR/06; FR/35 19G/0%;
19G/06; 1gG/07; LAL/01; LAL/02; LAL/03: HBPLC/OL:
BPLL/02; BM/01;

T £86,800
3GA/02; 3GA/03; MM/01; PP/01; ADC/O: MAB/01; CHR/01;
COM/01;

sub total £726,61
research & pevelopment pepar tment Expenses

administration overheads £106,598
Equipment £ 37,332
External presearch contracts £104,000
£247,930 £247.%

Total £974,5
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BPL RESEARCE AND DEVELOPHENT DEPARTHERT

198%5/86 BUDGET

rorecasti pxpenditure ¢

projects (see R & D project report)
Eguipment

pepar tment administration/New staff
staff expenses
V.B.T.

gxternal research

Potal submission

318 912

37 332
356 244

76 478
11 810

18 310
106 598

104 000

esasesas 356 244

EE A R 106 598

susssass 104 000

566 842
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{(New projects are denoted by aljg@ﬁ‘% U@EU\J u h{ﬂ.h_

ropic : Coagulation Factor VIIl
pProject Code Estimated Budget : £105,562
8/01 _simultaneous removal of alhydrogel adsorbent and cold precipitate
8/0% jmproved recovery with heparin as primary anticoagulant
B/03 tnactivation of hepatitis viruses in concentrate
8/04 precipitation behaviour and discrimination from fibrinogen
#8705 Molecular exclusion chromstography
B/0S yen-exchange and hydrophobic interaction chromatography
8707 susceptibility to proteolytic activation
* B0 Chromatography on anjon~exchange media |
* 8/11 anticoagulant volume : effect on factor viII and plasma gquality
Pr/AOL Filterpheresis trials E
Topic z Vitamin K dependent coagulation factors
Project Code Estimated Budget : £55,000
B/01 tpactivation of hepatitis viruses in concentrates of factor IX (II
and %) and factor Vil .
a/02 Improved ion-exchange and affinity chromatography of vitamin K
dependent factors
4/03 improved concentrate of thrombin for clinical and laboratory use
ropie @ Fibrinogen
Project Code Estimated Budget : £13,800
FG/01  Preparation for clinical and laboratory use
FG/02 Quantitative analysis
¥G/04 FPibrinopeptide snalysis '
FG/05  Fibrinolytic potential of factor VIII concentrate
Topic 3 Pibronectin
Project Code Estimated Budget : £23,200
FR/01 A potential clinical product
FN/D2 Reagent grade product .
FR/04 Fibronectin and Factor ViIl
FN/06 Degradastion products - isolation, identification and quantitation
* FN/35 Fibronectin : opsonic activity and functional assay development
Topic 3 Pactor ZIIX
Project Code Estimated Budget : £Wil
13701 A concentrate for clinical use
Topic : Antithrombip 1I11/Factor X1
Project Code Estimated Budget : £10,000
AT3/01 Concentrates for clinical use
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Estimated Budget : £44,250

Large scale production of reagent grade material from Cohn Fraction
v

sutomation of large scale affinity chrometography process

pecovery from pathological plasmas

Abumin 3 traditional and polymer-enhanced serological reagents

Toplic jmwsnoglobulin production

Project Code

\

; 1gG/01

19G/02
1gG6/03
+ JgG/08

* 31gG/09

Estimated Budget : £124,400

pevelopment of a preparation for intravenous use

clinical trial of intravenous preparation _
orial of prophylactic immunoglobulin to prevent CMV infections in
My seronegative bone marrow transplant recipients

anti-p immonoglebulin @ acid/pepsin trepted for intramuscular
preparation

ymmunoglobulins : evaluation of virucidal treatments

popic 3 Ethanol Fractionation

project Code

EF/02

* EF/05

Estimated Budget : £1,000

Filtration of cold-ethanol supernatants using non-2
media

Filtration of normal immunoglobuli

shestos filter

n using non-asbestos filter media

wopic 3 Coagulation rPactors Production

project Code

Estimated Budget : £17%,800

‘CF/01 Computey technology for plasma receipt/quarantine/batching
CF/02 Schubert filling machine : development of a fil1l1ing pump/needle
aszenbly
CF/03 Factor VIII production : commissioning of plasma crusher/thawing
vesseld
CF/04  Teayr-~Down Machine : development and evaluation
CF/05 Factor 1% production ¥ recycling énd centrifugation of DE52
* CF/06 Baemonetics pack-opening machine
* CF/07 coagulation factors s provision of ovens for heat treatment
Topic : Potential pProducts

Project Code

AT/03

L T

* PMG/DL

* PMGADE
SMC/0
TES/01
/01
Clg /02

Estimated Budget : £56,650

a-l-antitrypsin : distribution and purification by selective
precipitation

o.y-antitrypsin @ chromatographic fractionation

Lys-plasminogen preparation and production

plasminogen preparation of a reagent-grade product

somstomedin €, purification and assay

pevelopment of tissve culture supplements

rransferrin : distribotion and fractionation

1solation of complement component : Clg

WITN2050022_0011



e . \ Estimated Budget : £32,850

Antibody to Hepatitis B gsurface antigen
validation of LAL assay for a2lbumin and other blood proucts
Chromogenic substrate test : validation for selected blood products

Coagulation factors : LAL tests and anomalous rabbit pyrogen tests
ELISA for determination of antiviral 1gG

1gG/05
109G/ 06 Antiviral/antitoxin antibody assay development

* 39G/07 pacterial lipopolysaccharide : antibody screening

+ BM/D1 Screening test for B-2-microglobulin
BPLC/01 High pressure liquid chromatography : protein analysis
BPLC/02 Bigh pressure liquid chromatography :

: analysis of low molecular
weight compounds

Topic : Process Development

Project Code . Estimated Budget : £84,300
3GA/02 Cibacron blue-Sepharose : ligand leakage
3GA/03 Cibacron blue-Sepharose : toxicity studies
MM/01  Production of s magnetic watrix for chromatog

*» ADC/01 Ampholyte displacenent

protein fractionation

*+ CBR/01 Chromatography adsorbents 3 comparative studies

# MAB/01 Monoclonal antibody/cell culture facility

s COM/01 Computer hpplications

raphy
chromatography and chromatofocussing : plasma

Topic 3 concluded Projects

project Code

8/08 ractor VIII @ Chromatography in relation to ligand substitution

8/09 Factor VIIT @ Immuncadserbent chromatography

P03 Fibrinogen @ qualitative analysis

FR/03  Fibronectin : a5 a non-immune opsonin

FR/DS Fibronectin ; sssay kit development

ALE/03  Albumin : development and characterisation of serological reagent

ALB/04  Albumin 3 polymer enhanced serological reagent

3GA/01  Cibacron hlue-Sephayose affinity of hepatitis B particle and
pyrogens

BEP/01 BPL-radioimmunosssay for hepatitis B surface antigen

BEP/03 Screening tests for markers of hepatitis infectivity

AT/02  o-l-Antitrypsin : conventional chromatographic fractionation

KT/03 s-l-Antitrypsin ¢ affinity chromatography adsorbents

1g6/04 tmmonoglobulin @ evaluation of Westfalia BRR6 centrifuge

gF/01  Ethanol ¢rnctionation : concentration of factor IX supernatant by
uvitrafiliration

EF/03  Ethanol fractionation
asbestos filter media

£P/04  Application of West
fractionation

PP/OY pistribution of plasms

: filtration of albumin solutions using non-
fa2i1ia bowl centrifuges in cold ethano.

proteins in BPL products and waste fractions
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‘qopic_: Analytical Developments

:‘Proﬁect Code

#PLC/00
BPLL/0Z

\

Estimated Budget : £32,850

antibody to Hepatitis B surface antigen

yalidation of LAL assay for aibumin and other blood proucts
Chromogenic substrate test : validation for selected blood products
Ccozgulation factors : LAL tests and anomalous rabbit pyrogen tests
£L188 for determination of antiviral 1gG

Antiviral/antitoxin antibody assay development

Bacterial lipopolysaccharide @ antibody screening

screening test for g-2-microglobulin

Bigh pressure liguid chromatography s protein analysis

gigh pressure liquid chromatography : analysis of low molecular
weight compounds

&opic « Process Development

project Code Estimated Budget : £84,300
3Gh/02 Cibacron pilue-Sepharose : ligand Jeakage
_3GA/03  Cibacron biuve-Sepharose : toxicity studies "
MM/01  Production of » magnetic matrix for chromatography

+ ADC/01 Amnmpholyte displacenent chromatography and chromatofocussing : plasma

protein fractionation _ v

®* CER/01 Chromatography adsorbents 3 comparative studies

* MAB/01 HMonoclonal antibody/eell culture facility

* COM/01 Computer Applications

%@ﬁc s Concluded Projects

Project Code

8/08
8/09
FG/03
FN/03
FR/05
ALB/03
ALB/04

3GR/01.

BEP/01
BEP/03
AT/02
AT/03
19G/04
EF/01

EF/03
EF/04
FP/01

pactor VIil chromstography in relation to ligand substitution
Factor ViIl 1munosdsorbent chromatography

Fibrinogen : gualitative apalysis

Fibronectin : a5 & non-immune apsonin

Fibronectin : assay kit development

Albumin : development and characterisation of serological reagent
Albumin @ polymer enhanced serological reagent

Cibacron blue-Sepharose 3 affinity of hepatitis B particle and
PYIOGEDS

BPL~radicimmuncassay for hepatitis B surface antigen

cereening tests for markers of hepatitis infectivity

o~i-Bntitrypsin i conventional chromastographic fractionation
a-]-Antitrypsin : affinity chromatography adsorbents

immunoglobulin 3 evaluvation of westfalia BRAG centrifuge

gthanol fractionation: concentration of factor IX supernatant by
pltrafiltration

rihanol fractionation
asbestos filter media

application of westfslia bowl centrifuges in cold ethanol
fractionation

pistribuotion of plasma proteins in BPL products and waste fractions

EEE

. filtration of albumin solutions using non-
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‘popit 3 analytical pevelopeents

s+ project code’ . Estimated Budget ¢ £32,850

Wrp/u? antibody to pepatitis B surisce antigen

$LAL/01 yvalidation of LAL assay ¢or slbumin and other blood proucts

LAL/OR2 Chromogenic substyate Lest @ validation fox selected blood products
LALAD3 ‘Coagulation factors : LAL tesis and anomalous rabbit pyrogen tests
1g9G/05 ELISA for determination of antiviral 1g¢G
196/ 06 ‘anivixalfantitnxin sntibody assay development

® 1gG/07 pacterial 1igego}gsacchatide : sntibody screening

» BW/O1 screening test fox p-2-microglobulin
BPLC/0) High pressure Yiguid echyomatography @ protein analysis

BPLLAD2 Righ pressure 1iguid chromatography  f analysis of low molecular
weight conmpounds

popic 3 Process pevelopeent

project Code Estimated Budget : £84,300

3ER/02 cibacron blue-Sepharose 3 1igand leakage

q0s/03  Cibacron hlue~Sepharose toxicity studies

uAal production of 2 magnetic matrin for chromatography

iﬁl & ppC /0% ampholyte displacement chromatography and chromatofocussing @ plasme
protein fractionation

CRR/OL Chromatography sdsorbents 3 comparative studies

KEB/OL Monoclonal antibody/fcell culture facility

coM/0)  Computer applications

% % %

Topic concluded Projects

project Code

B/0B ractor VIII 3 Chromategraphy in relation to ligand gubstitution

B/0B Fackor VII1 3 {mmuncadsorbent chromatography

PGAO3 Fibrinogen 3 qualitative analysis

FRADD Fibropectin 1 85 & non-immune opsonin

PR/OE pibronectin 3 assay xit development

ALB/0O3 aibumin 3 development and characterisation of serological reagent

ALB/O4 albumin 3 polymer enhanced serological reagent

aga/D1  Cibacron biue~BSepharose affinity of hepatitis B particle and
pyrogens

HEP/D) BPL-1adicimmunoassay for hepatitis B surface antigen

BERSO3 ccreening tests for markers of hepatitis infectivity

AT/02 s-j-pntitrypsin conventional chromatographic fractionation

AT/03 p-j-Antitrypsin : affinity chromatography adsorbents

194G/ 04 tmmonoglobulin ¢ evaluation of Westfalis BEAE centrifuge

EF/01 gthanol fractionation : concentration of factor IX supernatant b
witrafiltration -

EF/03 gthanol fractionation : filtration of albumin solutions using non
asbestos filter media

EF/04 application of westfal
fractionation

$p/01 pistribution of plasma proteins in BPL

ijs bowl centrifuges in cold ethano

products and waste fractions
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‘qopic 1 Albusin

s oject Code Estimated Budget : £44,250

BLE/DY  Large scale production of reagent grade material from Cohn Fraction
v
ALB/02 Automation of large scale affinity chromstography process
ALB/0S Recovery from pathological plssmas
+ BALB/34 Albumin : traditional and polymer-enhanced serological reagents

ropic @ {msunoglobulin production

Project Code Estimated Budget : £124,400
\ 1gG/01 pevelopment of a prepsration for intravenous use
| 1gG/02 clinical trial of intravenous preparation

1gG/03 Trial of prophylactic immunogloebulin to prevent CHV infections in
CHY seronegative bone marsov transplant recipients

* JgG/08 Anti-D impunoglobulin 3 acid/pepsin treated for intramuscular
preparation

* 31gG/09 immunoglobulins : evaluation of virucidal treatments

Topic ¢ Bthanol Fractionation

project Code Estimated Budget : £1,000

EF/02 Filtrat
media
® EF/05 Filtration of normal immun

jon of cold-ethanol supernatants using non-asbestos filter

oglobulin using non-asbestos filter medis

Topic rosgulation Factors Production

88

project Code Estimated Budget : £17%5,800

CF/01  Computer technology for plasma receipt/quarantine/batching
CF/02 Schiggft £411ing machine : development of a £i1l1ing pump/needle
assembly

CFP/03 Factg{ V111 production : commissioning of plasma crusher/thawing
vesse

CP/04  Tear-Down Machine : development and evaluation

CF/05  Factor 1X production 3 recycling and centrifugation of DE52
* CP/06  Baemonetlcs pack~opening machine

s CF/07  Coagulation factors : provision of ovens for heat treatment

pople

1]

potential Products

project Code Fstimated Budget : £56,650

AT/01 s-j-antitrypsin 3 distribution and purification by selective
precipitation
* AT/33 s.y-Antitrypsin s chromatographic fractionation
* PHG/DL Lyﬁwplasminugan‘pxepazation and production
» PMG/D2Z Plasminogen preparation of a reagent-grade product
SMC/01  Somatomedin O, purification and assay
rCs/01  Development of tissue culture supplements
7£/01  Trensferxin distribution and fractionation
Clg/01 1seolation of complement component : Clg
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"BLOOD PRODUCTS LABORATORY

' . National Blood Transfusion Service TR
Dagger Lane, 4 =3
Director: Elstree, \ ) s
R. 5. LANE, MD MRCP MRCPath, w
it Borehamwood,

Telephone: 01-953-6181

Herts WD6 3BX.
Telex: 8814267

Qur Ref:
25th July 1985

To: Regional Transfusion Directors ; England and Wales

Dear Dr

DRIED FACTOR VIII FRACTION : TYPE 8Y

1t was snnounced at the last RTD meeting that Factor BY would commence issue in
September 1985 at a level of 7500 vials (250 iu) per month. Thie level of
output will not increase until the new production unit is operational. Note
that for September only, the issve will be part HLH and part 8Y.

Accordingly a letter has been sent to all Haemophilis Directors and & copy is
attached for your information. You will see that it is hoped that active liason
between Haemophilia Centres and RTCs will result in s high proportion of Factor
8Y being given to patients most at risk to infection by HTLV I11 and viruses
associated with Non A Nom B hepatitis.

A percentage of Factor BY is being used in clinical trials in selected patients

to determine safety and efficacy of product prior to making application for a
product licence im the autumn.

If you have any comments, please do not hesitate to contact me.

Yours sincerely

A UNIT OF THE CENTRAL BLOOD LABORATORIES AUTHORITY
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HAEMOPHILIA éENTRES ANNUAL RETURNS 1984

As you suggest I will speak to! * gbout the possibility of obtaining
earlier returns for Departmental purposes. Are you prepared to fund the

‘extra effort which would be required to produce these figures:

I think it probably would be useful to ask the Haemophilia Reference Centre
Directors how they see the latest projection of UK needs for Factor ViiI.

I will make enquiries about how the projected figure was proposed to make
the original calculations before approaching them.

5 November 1985

Room 10258 Han Hse
Ext 3487

cC
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