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1. Introduetion
This paper considers ways of mipimising the theoretical risk of transmission of avCJD
by wransfusion.

The potential risk that this disorder might pose to the bloud ugply esuaot yut be
assessed. lnpanicmrdm;renotyetavailableon the transmissabilicy ui avCJD by
blood wansfusion. Experimental and epidemiological evidence on the transmissability
of TSEs by blood were reviewed at a recent WHO consultation.

It was concluded that “there is no proven or ¢ve: probablz insterce of trai-simission
of CJD by blaod, blood components and blood products”. Fo.sever, racent eviderce
suggests that the trunsmissability of nvCJD in an exzrdvtie sl gyiteieid Afy5e3 jrom that
of classical CJD. Thus rvCJD may differ significaaily la s bsanviewr jron elassicrl
CJD in respect of its ability to be trensmitted by trarspuion

2. Mmmmmmmﬁmm
tran lmaigg uvghx be nj!ljgg‘ e, :

The UK Transfusion Services use Sve genesic approaches 1o misimieo the Jisk of
transmission of any infectious agent by transfusion. _ :

o Exclvsicn of donors who g.«d be at higher thes avessee rigk of acquiring
tho infcetion. A number of ecrlucion critetis have alxeady oo inplemented
in the % with rega:d 10 CID:- '

- pecipiesas of pidutary hormones of huunan crigic

- recipionts of comies] trarsplanis

- fasnily racambers of sporadic aud iscogenic CID co#es

- recipients of dura mazer (to be implemented sisiily).
These are kept undcr regular review.

Onthzblsisofvwcuu!ntundzrnmdinzofnvcmitisnotpanibletodeﬁne
effective GoasT ciciusion Triteria. ‘

° Thcnispliuﬂonoflwemingumnblwddomm rhzre are cumreatly 1o
umwhichmldbeuﬁlisedimhebloodssueuingenvimmm '
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o The application of pbysical or chemical processes to inactivate or remove
infectious agent.

A. Plasma fractions.  The safety of products fractionated from large pools
ofp)asmudependswthceﬂ‘ecuofthzndiﬁondcoldcthlml (Cohn) process,
md,mmmtly,theintmducﬁonofchmical and physical methods which
further reduce viral infectivity. None of these processes can be expected 10
i.mpictonthesafayofthesepmdminmpectofcm.

B. Blood Compoaents (whole blood, red cells, platelets, fresh frozen
plasma/cryoprecipitate). Chemical and physical methods of virus-inactivation
are being introduced for fresh frozen plasma and developed for other
components. These are unlikely to be effective against avCJD.

C. Leucocyte depletion is already used as an effective roeans of preventiog
transmission of CMV. Given the expetimental evidence ‘hat app=ars 1o
identify TSE infectivity in the buffy coat it is possible that leucocyte depletion
would be an effective mechanism to reduce the likelihood of transmission of
avCJD by blood.

¢ Promstion of Good Transfusion Practice (GTP). Despite the dissemination
of clinical guidelines, transfusion continues to be wiilised in chinicel seitings
where limited benefit will accrue. Investment in the promotion of efeciive

" clinical practice is required to reinforce the principles of good transfusicn

practice, Randomised, controlled clinical trials ave essential if peri-operative
sransfusion is to be applied only if clinical benefit is likely. In the contexs of
reducing the risk of avCJD by transfusion this should include a reassessiners of
alternative therapeutic approaches including autologous transfusion.

o Subcitetes or siternatives to humaa blood produets. Investment by
indusizy and the ansfusion services has lead to some new therapeutic
appruaches that reduce dependence on blood derived produci, Feblie
investment is peeded to allow these to develop, especially m #ssas that are
unlikely to be commerciaily viable.

A suzmnary of possible interventions whereby the risk of avCID transmission might
be minimised is contained in Appeadix 1.

DHSC0041442_048_0002
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3. Leucacyts depletion.
3.1. Backgronnd.

More than 99% of tue 2.23 mﬂﬁmblooddonnﬁoueonectedintheUKanmnﬂym

into plasma and red cells. The plasma is either administered as whole fresh
frozen plasma/cryoprecipitate (400,000 units/year), or forwarded for fractionation at BPL
and PFC (625 tonnes). No steps are currently taken to specifically deplete plasma of
Jeucocytes. Approximately 35% of dopations are used for platelet production, resulting
inaredcellproductﬁ'amwhichthe buffy coat, containing >80% of the leucocytes, has
been removed. T eucocyte depletion achieves 34 log redustion of Jeucocyte removal, to
<1 x 10° leucocytes /red cell unit or adult dose of platelets. This may be achicved either
by filtration or by certain spheresis techniques for platelet collection eg COBE LRS. The
pumbess of leucocytes in standard and leucocyte depleted components are shown in
Appendix 2, Table 1. _
Anmberofspeciﬁcindiutionsalrndy exist for the use of leucocyte depleted
components. A recent survey of hospitals revealed that 9% of red cells and 23% of
platelets traunsfised are currently leucocyte depleted.

3 1, Poteatial effect on CJD agent.

The rationale for copsidering leucocyte depletion of the blood supply is based oo a
possille association of the CJD sgent with the buffy coat, and B lymphocytes in
pariiculas. However, the wanemnissthle dose is unknown, eod therefore the reduction in
risk cfferad by leucocyte depletion cannot be calculated with any certainty.

T3gta o removal of different leucocyte populations from dogor blood are very limited at

prescit, end results depend op the technique used. However, investigators are agreed that

rracnlocyics 2r-d monocytes are removed most effectively by filters, and lymphocytes
c=en viil. An exeraple of tus i3 included in Appendix 2, Table 2.

3.3 Leysties of loveocyte depletion.

At the preseut time, the technology exists to leucocyie deplete all blood components
(red cells, platelets, and plasme), with leucocyte depleicd red cells and platelets regulasly
produced in UK Transfusion Centr2s to me=t clinical demand. A pumber of strategies
might be employed o implement universal leucodepletion . A detailed financial and
lngistieal review would be required to determine the optimal approach. On the
sgeumption that Giter manufacturers would be able to increase production to mest the
demrand then preliminary operational advice mggatlthatatwelvemonthpaiodwould
be roquirad for full implementation. A brief analysis of metbodologies is provided in

Appendix 2.
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4. Leucocyte depletion - clinical evaluation.

4.1 Benefits.

The British Committee for Standards in Haematology Transfusion Task Force has just
completed a guidetine for the use of leucocyte depleted components (Transfusion
Medicine, in press). The guideline attempted to provide an evidence-based set of
recommendationps for the use of such coraponeants in a variety of clinical settings, and has
incorporated MSBT's previous recommendation on the provision of leucocyte deplsted
components for infants under 1 year. Recommendations have been grouped on the basis
of the strength of available evidence into definite, possible and not indicated. A summary
is provided in Appendix 2. A few points are worth emphasising:-

o Leucocyte depletion has been by proposed as a means of reducing the
immunomodulstory effect of wransfusion. Howeve, evidence of reduction of post-
ive infection and TwincuT recusTence following surgery wa: considered to be
conflicting and leucocyte dspletion has not been recommended in these clinical

o Leucocyte depleted components may provide benefit to patients with HIV infection,
and studies which should provide a definitive answer are ongoing.

» The mole of leucocyte depletion iu the prevention of transfusion-transmitted HTLV
infeciion was considered, It in the abseace of any published data, oo
recommendation eruld be made.

4.2 Ase theic Aissdvantages of isucocyte depletion?
Two pogsibls disndveninges chonld b bome in mind, 2lthough hard dada are lacking.

o Filtration methods rasults ja seame loss of red cells, particularly when combiaed with
buffy coat removel. As this may particularly affect the younger (lighter) red cell
populetions, ther:mzybeacunndaﬁveeﬁeclomapuidofmomhsomhe
sequirements of transfusion -dependent paticats such as those with thalassaemia.

o There bas beca concem that components which have been leucocyte depleted during or
scoa after enllection, may pot have had the opportunity 10 ‘self-sterilise’, with a
poseitle increase in risk of bucterisl (zansmission, paticularly Svm platelets. Bacterial
sransmissicas involviog platelets have not 50 far involved an excess of leucocyte

DHSC0041442_048_0004
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The information currently available is inadequate to enable an informed view to be
developed on the potential value of leucocyte depletion, or other measures, 10 reduce the

likelihood of avCID being mnsnﬁmdthmughmnsﬁnionof blood
on the basis ofthisiniﬁalmmtitiuonﬂderedappvpﬁaIew

jnvestigation then the following actions should be considered.

or blood produsts. If

further

1. AnumberofquIDoasesm:tpoﬁedtOhave donated blood. Further
infamaﬁononthcfateofdonmdmﬁtsshmﬁdbeobuimd as a marter of

urgency.

2 Effective regular collaboration between blood transfusion experts and experts in
TSEs is required 1o ensure that transfusion services are kept informed of scientific
progress in this mmdtoens\relhaappropﬁmremheﬁoﬂis directed into
establishing the role of leucocytes in possible transmission of pvCID.

3. An operationsl and Snancial assessment of the introduction of universal leucocyte
depletion of all blood components should be underizken by the 4 UK Transfusion

Services.

4, The desirability of irtroduciag a pooled solvent/detergent treated fresh frozen
plasma product derived &om 1IK dnror plasma should be reassessed (see

Appendix 3).

Deter Flonsgan
Brian McClelland
Loria Williamson
Ocicbar 1997
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Appendix 1
TSE TRANSMISSION BY BLOOD: APPROACHES TO REDUCING A
THEORETICAL RISK
. Agpproach Present Position

Donors and Donations .
e Exclude donors who may have an increased | ¢  implemented for pituitary hormone recipieats and

risk of CJD relatives of CJD cases; dura mster shortly.
e Exclude donors who may have an increased

risk of nv CID e No credible exclusion criteria identified Not Clear

Screen blood donations for infecdvity if dietary history is relevant

Screen donations for “surrogate” markers e No blood test is available
leugerdonaﬁous&vmsingedmto . Nosuehmhubnnidmiﬁed
minimise pumber of donors required fora e Apheresis collections
‘ Eticnt’s treatment
B Components
e Jnactivate infectivity in blood components o No effective inactivation procedure is known
e Remoave leucocyte from blood componeafs | ® Depends on assumption that jeucocytes (ora
before infusion subfraction) are relatively more mfective than red
colls, platelets and plas;a.
Depletion techniques are avaiisble commercisiy
e May reduce transmission of other cell associated
agents
Reduce Gansfusion reactions
e Avoids some insiances of platelet refiactoriness
Usecertainty - could eithey reduce or increase the
 risk of bacterisl growth is bisod coraponents
e Methods we available @ saduce vizes infectivity in
» Reconsider introducticn of pocled plasmas single donations
__products
Plasma Fractions
o Alter manufacturing of plasma fractiopsto | © Work in progress
maximige “partitioning” of prion protein intd

discard fractions
e Change inactivation procedures forplssma | o Noovidence Fuggest -2 «ffaciive metbod
fractions
e Reduce batch sizes of plasma for o Undor sstive censideration by TDA (UR), brst has
fractionation to minimise dissemination of 8 lasge enst £ Process imglisations
__.E‘EE'LM‘ from a siggle donation e e ——— ]
Clinical Practice o
« Effective use of aprotinin, ranexamic acid | © Publicly arasctive risk/benefits uncartain - rargeted
and DDAVP approach appropriate
Autologous transfusion
Erythrapoietin
¢ Implement rigorous statidards of blood - Dvidesse cvailable only for pew products
production prescribing based on rvidenceof |« L&ge practice variations porsist
¢clinical effectivencss e Trials geeded - urgently, meanwhile imvest in

implementing existing guidelines

o Use recombinam plasma protein substitines | ¢ Uaknewn risks due to animal viras contaminants
where availsble Factor VIIL (X, when
licensed) e  Linle evidence of clinical effectiveness

DHSC0041442_048_0006
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" Restrict use of buman albumin to proved o But risks of other “colloid” solutions
indications [Do pot :uwﬁnej
| —Approsch Preseat Position
Clinical Practice (Continued)

e Minimise use of human immunoglobulin
- review overall benefits/risks of anienatal
admipistration of Anti-D tmmunoglobulin
- use hepatitis vaccine in place of Hm 1gG
for all traveller indications
- review effectiveness and need for HB IgG,
eg by extended HBY vaceination
grammes
- eritical control of non-proven uses of IV
1gG (especially young patients)
e Review plasma frastion innovations for
risk/benefit
- fibrin sealant, fibrinogen concentrate
New Products From Industry
s Haemoglobins Clinical trials in progress _
e Other oxygen casiers When they approach licensing ensure early
o Platelet substitutes economic and effeciiveness assessment
¢ Thrombopoictin
New Products From UK T ransfusion Service
e Monoclonal (in vitro produced) Anti-D1gG | e Trials in progress
Aoti ZosterIgG | @ Pre trial
o Assessment &5 £50Ve

DHSC0041442_048_0007
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Appendix 2

LEUCOCYTE DEPLETION OF BLOOD COMPONENTS - OPTIONS.

1. Background.

More than 99% of the 2.25 million blood donatiops collected in the UK annually are
processed into plasma and red cells. The plasma is cither administered unaltered as fresh
frozen plasma (200,000 units/year), or forwarded for fractionation at BPL or PFC.
Approximately 30-40% of units are further processed for platelet production, via either
‘top and bottom' production vie buffy coats, or from platelet rich plasma. Removal of the
buffy coat results in a red cell product from which 80-90% of the leucocytes have been
removed. Leucocyte depletion implies greater Jovels of leucocyte removal, to <5 X 10°
leucocytes /red cell unit or adult dose of platelets. (This figure is under review as Council
of Europe mandates <1 X 10° /unit). The sumbers of leucocytes in different blood
compoagents are shown in Table 1.

2, Potential efiect on CJD agent.

The ratiouale for consideriag leucocyte depletion of the blood supply is based on a
possible gssociation of the CJD agent with the B lymphocyte. However, the transmisseble
‘drse is unknown, and therefore the reduction in risk offered by leucocyte depletion
caunot be calculated with any cerainty.

Daia an removal of differeat loucocyte populations are very limited at present. However,
invesigators ase agived that granulocytes and mogocytes are removed roost effectively by

T fhers, and lymphocytes least well. The study sbown below (Table 2 Jon plstelet
copcenivates also suggests that Slters from different manufasturers, with differert
physico-cliernicel properties, do not behave identically, and that the COBE LRS apheresis
techrique agein results in a different leucocyte profile.

3. Legisties of lrucoryte depletion.

At the present tirae, the technology exists to leucocyte deplete all blood componests (red
cells, platelets, 2d plasr =), with leucocyte depleted red cells and platelets regularly
produced in UK Transfusion Centres to meet clinical demand (see below). A pumber of
strategies may be employed, depending on the production system ia use.

3. 1 Whole blood filtration

- 'mzsmfemédix‘mnbxeonlyforunhswmchvaubepmessedmmeemm
FFP/plasma for fractionation ic not for units from which buffy coats or PRP will be taken

e metod works with botb warm and cold held uits beld for 6-24 hours
Suitsble filters are available from Pall (WBF1) and Asahi. A recent Cembridge/Bristol
evaluation was done of the Pall filter. '

<
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Red cell residuals - all <0.5 x 10 © funit.

Plasma WBC (Nageotte) - pre filtration 2.67+/- 1.19 x 10 * /unit
' - post Siltration < 2.5 x 10 */unit (ie below detection limit,
counted on a sample concentrated x 25 by centrifugation).
There was some loss of factor VILI, but within acceptable limits for FFP. BPL is
now accepting the plasms for fractionation.

This is probably the most cost-cffective option for the majority of units. For units
intended for platelet production, the 3 components bave to be leucocyte depleted
separately.

3.2. Filtration of processed red cells

Filters are available from several manufscturers, some with integral blood bags. The Pall
BPF4 reliably filters down to 10°/umit.

3,3 Platelets

Filts age cveilable for use either during processing of pooled buffy coats (cg Pall
Autostop) ot on the finished product (either PRP or buffy coat derived). The leucocyte
resiusls are § % 10 */adult dose o less. Increasing use is being made of COBE LRS
aphercsis techuology, wiich provides relisble leucocyte depletion without filtration.
Althougt: UK experienve is limited so faz, the system is reliable, with 100% units
contaizing < 1 x 10° leucocyies and many <5 X 10° or lese.

a’

3.4. Prurssged [lasi3a
Neithar fresh frozen plasma nor plasma for factionstion is routinely leucocyte depleted at
preseut. However, ihis product can be generated as a result of whole blood filtration, as
dasesibed ghgur, or by Ailtation of processed plasma. Pall manufactuce a filter
specificelly druigmed for plase (LE22), wita rsiduals Gown to the deiection Limit (0™
fusif). COBE kave no Csta B the plasma from their sysiem.

Noie that the 1eethyleae blue vira] inactivetion system for FFP bes an integral filter which
has oo svelusted at Piistol, erdtrhich leucoryte depletes 0 <2 X 10° L.

[ S

£.0 Chinjecl sepesis of lcucocyie cepletion.
4.1 Rouefits.

The Srit'sis Society ior Heetasinlogy Transfusion Task Foice has just coinpleted a UK
Crideline for he use «f levetey® depleted components (T ransfusion Medicine, in press).
The guidelins *empied © provide en evidence based set of recommendations for the use
of such components in & vatiety of clinical seftings, and has incorporated MSBT's
previons jecormendztion oo the provision of leucocyte depleied components for infants
under 1 yw.memeeﬂdmm»mmﬁaﬁmhmummm
ccomiseadations vors grouped as listed below. In certain areas such &5 post- ive

DHSC0041442_048_0009
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immunomodulation, the pea—reviewcd evidence is contradictory, while in others, such as
HIV infection, studies which should provide 2 defipitive apswer are ongoing. Prevention
of HTLV infection was considered, but in the absence of any published data on the
possible degree of protection afforded by leucocyte depletion, Do recommendation could
be made.

RECOMMENDED :

Febrile non-haemolytic transfusion peactions (FNHTRs)

1) To prevent recurrent FNHTRs after red cell transfusions, buffy cost-depleted red
ccll copcentrates should be used, if they are available, or alterpstively red cell
concentrates filtered at the bedside.

2) If FNHTRs continue despite thesc messures, leucocyte-depleted red cell
concentrates should be used.

3) To prevent FNHTRs in patients likely to be dependent on long-term red cell
support, the use of huﬁy-cost-depleted or bedside filtered red cell copcentrates
should be considered from the outset of transfusion support.

4) The routine use of pooled platelets derived from buffy costs is associated with a
low ipcidence of FNHTRSs. The use of platciet concentrares leucocyte-depleted prior
to storage is recommended for patients with resctiors despitc the use of such
components. Bedside filtration of platelet cozcentratis is pot recommended for the
prevention of FNHTRs associsted with platelet transfusions.

Reducing graft rejection after hoemepoiegic cell transplariation
Patients with severe aplastic apasmia who are poteatial pacmopoiefic cell transplant
recipients should receive leucocyse-depleted blood compcnents from the beginning
of transfusion suppori. The cime might apply to prtients with haemaglobinopathirs,
but more evidence is requiréd beforé a definite recomyendation can be made.

PN § e

Prevention of transmissicn of viral ixfections by bleod irongfusion
Leucocyte-depletion of blood components is on effective alternative to the use of
CMV-seronegative bloed componett for the preveusion of transfusion-transmitted
CMV Infexsion (o 2¢ rcX phueds. - S ‘

S -
- =3

Fetal/neoncisl trensfusions
Leucoc, te-depleted tleoc compouents ehould be wscd for intre-uterine trapsfusions
apd for ell trepsfusicas tu infants below 1 year of £56-

DHSC0041442_048_0010
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POSSIBLE

Platelet refractoriness

There is currently po copvinciog evidence that rostine leucocyte-deplstion of blood
components produces clinical benefits for patients receiving multiple platelet
transfusions, although HLA alloimmunisation and platelet refractoriness are
reduced.

Kidney transplants

Pretransplant blood transfusion may confer some bepcfit to renal fransplsut
recipients, altbough some patients will become alloimmunised leading to difficultics
ip the selection of donor kidneys. Consideration should be given to the lencocyte-
depletion of transfusions to repsl transplant patients 10 prevent HLA
alloimmunisation unless they ware part of 8 delibcrate pre-transplant
immunosuppression protocol.

Immunomodulation

There is insufficient evidence to recommend the routine use of leucocyte-depleted
bleod components for surgical petients for the prevestion of either post-operative
infectiop or tumour recurrence.

Progression of HI V infection
There is insufficient evidense to recommend the use of leacaeyte-depleted biood
components for reduciog the progression of HIV infection.

NON-INDICATIONS

A significant aumber of recipients of blood eompar 8 roeeive & limited pumber of
trassfusions over a short pericd of tine e.g. ot gesercl modicsl and surgical
patients. Leucocyte-depletion of blood comporcrts 8 not indicored for these
recipients unless there is an additions) aceeptable indicstion disevseed im one of the
other sectiops in this guidelige.

Prevention of TA-GvED is mot on ingleatios T feveoeyte-Crplesed Llwod
components. Gamma-irrsdiation of bleod componeris 8 the sondesd method for
aveiding TA-GvHD.

There is no need to leucceyte-deplete pen-cellnlnr biood cOmPoLEs such as fresh
frozep plasma, eryoprecipitate, and blood produeis prepared from pooied plasma.

4.2 Are there disadvaatages of leucocyte depletion?

Two points should be boine in mind. Fivstly, ali Glwetion Ssedols reaults in some 1088 of
product. Usually, this is acceptable (5-10%), but for ved ccll vnits which have baen buffy
coat removed prior to filtration, this Joss may become clinically important (vp io 50 mis).
Particular loss of young red cells may impact over a pariod of mogihs on the requirements
of transfusion -dependent patients such as those with thalssaemia. Secondly, there bas
been concemn that components which have been lonpocyie depleted during or soon after
collection may not have bad the opportuaity to tself-sterilise’, with a possible increase in

DHSC0041442_048_0011
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i jssi is i i with regard to platelets,
i bmﬂmswuxonmuofpmculucomm : o platele .
?lst:::ghthmmmdmwmppondﬁsmgmsyanmmﬂmmm:volml
platelets have not 50 far involved an excess of leucocyte depleted components. However
mopitoring study on COBE LRS platelets is in progress.

Lorpa Williamson 20/10/97
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TABLE 1
LEUCOCYTE NUMBERS IN RED CELL AND PLATELET COMPONENTS
RED CELLS
Red cells Red cells, Red cells,
buffy coat reraoved leucocyte depleted
WBC/unit >2x10° 5-10x 10° 5-10x 10°
PLATELETS
Derived from Derived from  Apheresis Leucodepleted”
platelet rich buffy coat pools
plaema (PRP) (BCD)
Denors/
adult dose 5 4 1 4orl
WBC/dose <10’ <10' <0.8x 10° <5.10x10°

¢ Cag be prodvced fram PRP, BCD of apheresis platelets
PLASMA
Pre-filtration- 1-10x 10%/unit

Post-Ailtration <2.5 X 10%/unit (ie below linuiis of devection). This level of leucscyle
deplesion is al=o offcred by the filter in the methylens blue sysiem.

DHSC0041442_048_0013
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Table 2. WBC populations in leucacyte depleted platelet concentrates (Wenz et al,
ISBT, October 1997).

WBC Blymphs T4 T8 Monos PMN’s

(CD45)(CD3) (CD4) (CD8)(CD14)YCD15)
Unéitered (x 10 “/unit)
Whole blood (500mls) 3,000 75-200 Total =2,700 200

2000

PRP platelets 100 ? 9 7 7 1
Buffy coat derived platelets 10 ? ? ? ? ?
Filtered (x 10° /adult dose) '
Pall LRF (used in 220 18 124 779 0 O
Haemonetics bamesses)
Pall PXL (post-processing)  242399X0.35 010 129 0 O
AsahiPLS 200 4.6 1148 752 48 06
Terusao/lmnogand 80 6.08 52.88 1496 472 096
COBE LRS 2 23.1 110.88 65.34 18.48 22

DHSC0041442_048_0014
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Appendix 3

To: Dr Angela Robinson ec Dr Peter Flanagan 8th October 1997
From: Dr Lorna Williamson
VIRALLY INACTIVATED PLASMA.

Given the very recent data on the transmissability of nvCID, and the high level interest
over preveation of possible ransmission via transfusion, [ would like to propose that the
NBS seriously reviews the decision 10 introduce pooled solvent/detergent treated plasma
in early 1998. The relevant points are a8 follows:-

1. The remit which MSBT gave to UK Transfusion Services earlier this year was to bein
a position to offer 3 proportion of FFP in a virally inactivated form to coincide with
licencing and launch of the Octapharms product, estimated to take place by the end of
1997. It had been agreed earlicr that ‘no action' was not an option, since if Octaplas
gained a product licence, Octapharma would b2 in-2 position to market this product in the
UK, manufactured from plasma collected outside the control of the UK Transfusion
Services. -

2. In choosing between the available options, NBS took the view that provision of this
product should not be limited and that NBS should be able to meet all demand, even if
that rarned out to be 100% of cusrent FFP usege. This ruled out the methylene blue
option. at least in the short tFuus, sifice thi; curent generation of light boxes allowed only
very low throughput. Given tho Suitent paic of blood collection end processing, it was
copsidered that it would prove very difficult to mcthyleme blue treat all FFP within the
time allowed prior to freezing. It was thus agreed that general inoduction of methylene
blue plasma should wait until equipment suitable for high throughput became available,
and that the SD FFP option shouldbe pursued in the short wim.

3. Ji was recognised 2t e o dere {Hegrotical siske ausoisted with posling of upto
1000 dopstions to produce a bstch suiteble for SD trestment, although no excess risk of
clinically apparent transmission of non-lipid coated viruses bas so far been identified.
Surveillapce date of recipients on @ large scaloere not yei available, Some reassurance
was obtained from the fact that plasme pools contain pevtralising levels of antibodies to
hepatitis A and probably to parvovirus B19, and that plasma pools are tested for HAV
genome before SD weatmaent. Thus it was agreed that the balance of risks did not weigh
unduly against the introduciioa of pooled SD FFP as a meaos of controlling the source of
Octaplas in the UK. It was recognised, however, that NBS would probably wish to
convert to single unit saetisylene blue FFP once appropriste technology was availatle.
Thus it was sgreed to pursuc sshon-tmneonmctwiﬂmcuphmmisisnmyct
signed.

4. Although the Smecmnmmcclhmdceuulardebdsfmmthcﬁmlpmduthbeu
is no information on the likely partitioning of prion protein during downstream

processing. Thus, at the present time, the potential risk of pricn transmissjon from pooled
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SD plasma cannot be assumed to be less than that of single unit untrested plasma. The
palance of risks of Octaplas introduction should therefore be reviewed. It should also be
noted that the methylene blue process includes an initial filtration step to remove
leucocytes; this may be’advantageous in the context of prion removal.

5. Early indications from usecr hospitals suggest that demand for a virally inactivated FFP
umybebctwemSOand%ot‘tonluse.DiscuuimwithOpuaﬁons staff suggest that
this could perhaps be met by the current generation of methylene blue technology,
provided a sufficient pumber of light boxcs could be made svailable. The effect on
demand of providing a single upit, as opposed to pooled, plasms is unknown at present.
The possible effects of raising andue concern over CJD and transfusion by any change of
policy on FFP should also be considered,

Suggested actions.
1. Review options at next Clinical Directors meeting .

2. Discuss with MSBT whether it is acceptable at this point to deley intreduetion of
virally inactivated FFP till methylene blue technology can be introduced using susrent
low throughput light boxes , with the cavest that it may not be porsible to offer 100% vIP
in the first instance. This option includes the liklihood that Citaphavias will hea proceed
1o market Octaplas manufactured fram aon-UK plasma (provided a product licence is
granted).

3. Urgently investigats resources, COsis and possible timescalg of providing 20%, 50%
and 100% of total FEP issues as methylcne blue plasma using curvent lighn boscs (Yemy
Male has already agreed to do this as part of the ongoing VIF project, bt this FEASYY
could be accelerated).

4. Investigate longer term options for introdvetien of 100% victhylese blee peatgent -
these include the use of either Jow or high throvghput ligha bozes Trora Positzr, disact in-
licencing of the Springe technology, or coniact Jerge secte eomvant metylens Wies
treatment of plasma (Grifols). '

5. Discuss at BCSH Tiansfusion Task Force the japid prodic “ieg of a Meieal guideline 1o
help eliniciaus prioritice the use of methylene blue FFP
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