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SOLVENT DETERGENT FRESH FROZEN PLASMA - ESTIMATE OF USAGE
/s
// The UK Transfualon Hervices are cammilted to providing users with the chofee of roivent rstergent
1/ {81} fresh freeen plasma produced tram UK volunteey donora st the enrliest poxstble appod tiunity. 1 s
envisaged that from early 1998, s proportion of UK donor plasma will be pooled and 80 treated,
through 6 contracting srrarigement with Octapharma, Vienne  Standard FEP will continne 1o be
procivced. An information sheet comparing standard snd 83D FEP (o anclozed. 1t 1s eavienged that the
coata of 8D PFP will be approximately £20/200 mi unit more than atandard FFP

¢

For planning purposes, we need to know as woon as posalble what youy requiternenta aoe dikely o le,
sn that we are always able to meel demand I wonld therefare be very helpful i 1he attachad
queatlonnalre could be returned to your supplylng blood contre ns acon as poasihie

Please indicate the patient groops for whom you envisage uaing SO FFP it would be heipful if vou
could estimaie how many units of FFP this would amount to, and what percentage of your totel Fip
you would envisage replacing by 3D FFP

Theuse figurea are for planning purposea only at this stege

! snvicage ordering ®D | * Pur the following patients (delete us spproptinte):.

Pirama Infusion /exchanges for thrombotlc
thromhbocytopenic parpura (TTP YES/ND

. Patients who need regular FEP eg
aingle clotting factor deflclency where no

concentrate available YRS /N
[isseminated Intra-vascular coagulation YES/NO
Maasive tranafusion VES/NO
Liver disease YES)NO
Watfarin reversal YES/NO
Cardlac auygery YES/NO/NOT DONE
Livet tranaplantation YES/NO/NOT GONE
Neonates YES/NO
Other children YES/NO

TOTAL NO. UKITS ESTIMATED % OF CURRENT ¥FP USE

. if u virally trested cryoprecipltate preparation wore available, what petcantags of your cavrent
cryopracipitate usage wonid you replace?

{37 C Hay

Consultant Haematologlst
Manchester Royal Infirmary
Oxford Rond

Manchester M13 IWL

Signed: [ AR S 353 EP—— _.....]

Pleane retwim to1Ds E M Love
Munchenter Blood Centre
Plymouth Orove
Munchester M13 9LL
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FPeetentation and content

A unit ot FFP contains approximately 200360 ml of
plasmma from a single donor containing 40-60 ml of
anticoagulant mixture, The plasma miy be derived
fiom either whole blood or apheresis donation, and in
rither case is frozen to -30° C or below within 8 hours
of collection.

Plasma proteins including coagutution factors in EFP
fre present in similaf concentvatinns to thoee in nognnt
phsina Navions] quality requirements demand that
~75% of wnits have u fuctor VII! content of >0 7 iw/ml
-which iy assured by a quality monitoring programme.

Donor selection and testing

All blood donors in the UK are accepted under the
.h'ledical Assessment of Donors Guidelines *. These pye
designed to exclude donors who are likely to be at risk
of gequiring virases which may be transmitted by
transfusion. As a funther safery enhancement. FFP is
tmanulacrured only from donors who have tesied
negative for anti-HIV 142, anti-HICV, Hepatitis B
surisce antigen and syphilis in the preceding 6.3d
months, 88 well a8 in the corrent donation In addition,
rosi of tae plasma currently collected from regular,

danory in the "window periad' of an infection
Onfectiovs but still seronegative). The approximate
risks of vical ttansmission from suiple doncee hlood
components from previowsly tested donors have been
cateulated froin data collecied in Eogland and Wales' .
These are:-

HIV 112 019/ miliion donations (950,
credibitity intervai 0 05.0 55

Hepatitia g 28 midhon donatiops® s

vredihdbiie amters gt t e Y 2y

Hepatti= 0 8-20/ vaithion donations |

*Caleulated prior 1o implementation of HCV RNA
screening.

+Pravisional figure, baced on limited data oo dusation
of poentially infective periads.

Thearetcally, single unit FFE can also taasma the
hepatitis A vitus (HAN) i paryoving B9 Paced on
the observed adult secoconversion taie of 17, o is
SR il a3 iany as 1w 5.000 dunavons may
carry HAY ' However, 607 af e fakion reciprsps,
particelarty ihe elderty. have protective antibod,

Feducung ihe 21 nsk figwr® 1o 0 in 12,500 In othees
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tansmizsion may be asymplomatic, Only 3 cases of
trans fuston-trarwmitted HAY have been reported in
England since 198077,

For parvovirus B19, estimates of viraemic donstions
range ftom 1 in 8,000 -1 in 16,000 ™*, Again, because
of protective antibody in approximsately 60% of
reciplents, the et risk figure falls to 1 in 20-40,000.

Mo confirmed cages of bacterial contarnination of FFP
bave been reported to the NBS/PHLS repoerting system |

For patients who will need repeated infusions of fresh
frozen plasme, vaccination aguinst HAV and HBY
should be considered.

Other side elfecis

Actste mild sitergic reactions lo FFP are common (up to

%), and severe renctions rare (0.1%). The rivke of red
cell haerolysie due to prasive transler of anti A,B are
minimised by preseribing ABO compatible FFP where
possible, {(group AB is the ‘Universal Donor'), ond slse
by testing and labelling group O donstions for high tive
snti -A B

Racely. the presence of potent anti-HLA or anti
granulocyte sntfbadies in the donor may give rise to
transfusion relsted scute lung injury (TRALD'™, with
elinical festures resembling adult respirstory distress
syndrome. Similarly, severe thrombocytonenia

dure v pasaive wansier of platelet antibodize hee bean
reported.

FFE containg tntact and fragmented red celly, Teucucytey
anid piaicicis. These miay bo iosponsible for some of the
vide effects, Beesuse of the red cell content, children
and women of childbesring age who are RhIY negative
hnuld receive KFP from RhiD negative donoss.

SOLYENT DETERGENT (5/13) ¥FFP (Infonmation
supplied by Octaphafma Limited).

Trade nmine: DCTAPLAS
Solvent/Delergent {SY) treated
human plasma; ftozen, ABO blood
group specifie.
Pharm. form. ! Bags of 200mi solution for
parenieral sdministration by the
intravencus route only.

Quatitative and quantitative composition:
Name of ingredient

Active ingredients
Human plasma proteing

Not Relevant i

Information Sheet on Fresh Frozen Plas

Otibher ingredients
Sadium citrate dihydreate {anticoaguiant)
Sodium diiydrogénphosphaie dihydrate
(buffer) 0.1-0 2g
Glyeine {osmolality regulatos)

Presentation, content and efficacy

80 FFP iy manufsctured from plavma donstiona
cotfected by the UK Tranafusion Sevvices ualng the
game donor selection criteria a3 with standard FFP. The
plasma is teated for ant-HIV 142, HBaAg and antl-
HCV both by the Transfuston Services in the UK snd
by Octapharms in the plasma poot prior to
solvent/detzrgent (SD) reatment, The initial plasira
pool is zlxe tested for hepatitia A by PCR. The finat
product is again tested for the same viral merkers.

Thawed standacd plasma poels of 380 lives (600-1,500
donations) are filtered through 8 1 ypn filter, in order o
vemove cefis and ccll debris, and are sabrequently
aubjected to virns insctivetion using the SD freatment
The solvent {18 Tri (N-Buty!) Phoaphaie, THEP] and
detergent [1% Triton X-100] mie then renoved by ail
extraction and solid phase extraciion using
chrommiogiaphy respectively, Jeaving recldual fevely of
<2 g THNRP/ mi and 55 jig Triton X-100/mi

Toxicological studies indicate that thess residual levels
should present no clinical problerma. The plasma pool
is then subjocted o starile Mltrarion (0.2 pm) hafore the
aseptic fitling in standard, sterile blood bags Vhe final
product is labeiied, quickly refrozen (<-60°C) and
stored at & temperatare of < 30°C The S FFP bag is
over-wiapped with & scaied pol

s P fs et nofen Ve e
RELIERA R SALARASLAEY SARLE

fileny which ensures clean thawing before use,

The praduction of S FIP icwell documented and fully
validated aceording to GMP guidelines. ‘the
production is perfotmed in » phasmaceuiical facility
which is regutarly inepected and approved by natioral
and intemational authonties. A fuily validated in-
process and fina! quality conhrol system has been
introduced which ensures the quality of sach and every
unit of SO FEP

Unlive conventional FFP SDVFP is a standardised
product with identical ievels of coagulation Tactors in
every tmit from the same batch. A randomnised study of
fiver disease/liver transplant patients reveaied
equivalent corectinn of coagulation ahnormalities by
conventional and SD FFP''. The product has 8
standardised filling volume of 200 mi, and the sctive
inpredients are w\d dised through optirised
ln!egr!ga_f d\ ately 1,000 donations.

Vininopenisat &nﬂ tal protein, coaguiation factor and
inhibitor le vc}i: AR WRhe physiologicai range, has been

HCDO0000275_126_0003
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Srandard FEP and SD EFP compared

2. UK PBloed Transfusion Services/National
o e B R e Institute for Binlogical Staadards and Contt ol
Srandord 1 1P SOEEP _ Guidelines. 2nd Edition 1994
Noanfe e { K oo, wagle 11K donote paoaky of
& o up I8 (X v.. x ’ i " .
pack foirmat ;p“:)";“:‘zl::::}’( : 3 Gebdan K, Rarbars JAT Fstimation of the tisk of
. Al (Al )
Dibier §eAmg Mantateny VK Ax for 1P PV, HOV and (1RV infectious bload donations
markers Mast have entering the blood supply in Fagland
alsn texted negative, Manuscript in Preparation,
w previous & 24
onths : . 5
g ik 4 Ciay NI, M(?rgan-( apner U Wight §etab Age-
vt 2 1426 million N transivaaions 16 specific entibody prevajence 19 hepatitis A in
thopotine 1oAin, 00 dare of thesr ¥ viruses Fogland: iptplications for disease conlinl,
Hopatitis B 1 50 200000 i any SE tiested Fpiudemio tafect 1994113 1112120
products, imcludiag
Fre ) ,
Hepatitis A PR B farbara, J A 3 HHowell IR Briggs M and
Parvavitg 110 . 46000 Zern o date, oh Pairy 1.V {1082} Post tansfusion hepatius A
i neutralises (lettery §ancet j: 718
Zevo o date ab
present . - ] ? . ¢
¢ engaintian factor Variahie bedwean Conatgnt withsn bch b Bk”h“me_s" Boxall F '.Am F. A GatS¥ .rlrpm' ot
rontent units posi-tansfusion hepatios A 1 Med Vieed
~ 04 i each (1982) 10 223
. Tettog requirerent  75% units 207 cluuting oty
: fwmi VI ; ) e .
z b bk LA fles
Heandnal 51y None fewidunt levels ant 7 iewitt I E.. Kendall B, Darbazh C ! i
e A transmitted by red celt transfision Abhsiract:
taremal cvidence) nan 15, Warwick Strﬂ(‘d\?"t‘f iN%7.
LHerpig reacunne
P biohatly fese freguen " 7 .
el })/,~M Piubably fesa fieent 8 Ciny NJ, Hesketh E ML ohen Dl et al Apr
Kryere L . .
Adverae reactiong Ponling tedices att o specific antibady prevalence to pPArFaues hio
e to sntibndy these risks how rany women are infected tn pregnancy”
wed celt avoidoble Communicahle Disease Reports 19994: Vol 4
1RAT rure No 9 104167
thrombocyinpenis  very iare
C ot fragments Prevent: RRD match  Absent, un need in _
if possibte RO match 9 Prowse O fadlam CAL Yap PL Human
icence riot required { icensed, batched Parvovins and Blond Components, Vox
pruc Sanguims 1967721 {0
Hdicationt See B SH Axfon TTP Ang Lk
Tundeiines Moy have advantagey
wm i |81 l’('p(i‘ chyv ALAL (']\“'r-ﬁn!! P10 T, Maoge R
{leape 200,000 unihy/yeo FARMLIYRY qnite used Vransfusmion-related scute hang anjary o
: ; 1997 :
. in UK n Ewope 19911997 neglected serious complication of frematherapy
Feanefusica 1992:12:589.572

e difference benween these formulations ol FTP is

. <iich that well informed clinicat judgement s needed 10 t it Withimmenn T Ala FA, Allain 117, Baghn 1P

decide which product should be presenbed to each Pettamy M. Freciman J Ficher N CGesinde B
patient. This table is designed ad an aide memair 1o use Liewelvn € 1 uddingion B Neuberger 1 Sinith
aftet reading the information sheets that accompany it. N Vieally isactivated frech frozen plasia (FFP)
‘ o tha eoapulopathy af bver
Weferences. heense/ttansplantation Prescitation g fione b
Society of Haematoloey 1097
1 BCSH Guidelines for the use of fresh fiozen
plasma Contreras M et al. Transfusion Medicine 1z Ui Fuans, Maplin T8, Dwddmgton R, jesehan ©
1992.2:57-63. Withainson (A Sotvent deteggent frosh frozen
plasea (TFP) i the managemend of thrnsnboie
theomhbocrapemc pripain Presentation at
Nestish Society of Hematology 1997
Not Relevant
i
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demunetrated in extensive sudies, whereas single dopes
FEP s highty variable i this tespect. A miniram of

£ S /T s guaranieed also for the tabile cietiing
favtois (Faeor Voand VI Naomally values 8 7.0 0
Wit wre abtamed fur all cloding factors The coment
of Gikeinagen 1 appsonionately 2 % mg/ml and the AP
IS apprrosine 'r:'y Ty drcomla

e clinical indications and tecommandod dosagas for
ST ETP are identicn] to those for siandard FFP The
same {9 irue for the administestion of the prodoct. 5D
FEP is effective when used in plasma exchange
procedires for thrombotic thrembacytopenic purmina
(TEP}'Y wnd may bave sone advantages in this selting.

tnfections risky

In addition 1o the donor selection and screening
procedutes described for stundard FFP, samples fiom
PP Gnte walt also be tesied in “mini-peals’ for HOV
BAA when this requirement {2 implemenied, prebacty
during 1998, Plagma will then not e sent for SD
treatrient uniil the results of such testing are available
The imil plasma pools snd finel producty ace aleo
te<ted for anti-HIV 1+2, HBsAg and spn-1ITY

The SErmethod provides reitable inactivation of
soveloped vireses such as IV, HDV and HCV which
nldresses the Himitations of the donor selectior and

reening siwch g “denial” of recent tisk behavious,
senciivity and specificity of teetd and testing, teporting
and release errory The BIY method hay been applied o
inany therapeutic products denved from human plagma
andd hiay established an wmpressive world-wide safety
record. The efficacy of the ST method as used in the
S PFP manufacturing process has been extensively
calidated These sindies clearly demanstrate the
reproducibility, the non-tefective mode of setion aad
e robueness of this method, which, tnken 1og=ther,
contribute to the very high 2alen mecgin towards
enveloped viruses

MNon-enneioped virases sach ug [TAV and Parvevinue
V1% are not specifiically inectivated by the SU method
Therefore, the dsk of transimission of such virvses may
theareticaily be greater than with single domor FFP.
However, plasime pools for SO FFP marufacture
contan 3 specified minimum antibody l2ved which has
besn shown to be reuttatising for WAV In addition
the instial plasing pool i8 tested for BAYV TFCR.

Parvavis B9 antibodies should also be neunalicing
g the theoretical possibility of transmssson cannot be
wotally excleded Parvovirus B9 tiansmission may
cause hydrops fetalis wath subsequent frtal foss during
pregnancy, and may precipitate aplastic crises in
pattents who aze immunocomipromised o with
underiying haemarologieal diseases. Therefore a¢ wath
at! other products derived from human bleod o plasima,

i Not Relevant i
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S FFP chenld only be given to such patenis il

the sk of [TAV
wud Pass ovirns B shoubkd be weighed agninat the

beactits of total inactivation of HIV, HBY and HOV by
the S0 tentment

steongty indicated, and in all cecipients

When medicianl preciue s paeprecd Do o oan Blood
ot plasnu aie administered infeciiouy direases due to
the finasy ission of infectinne agents canncd he oially
exciuded Vhis apphins also 1o pathegens of Liherto
uetknowy nrigin

Appropogte vacoination (e g apmnst AV and HBV)
lor pabrents uy repatlar recerpt of eedicina] products
depved om human blood of ‘,ﬁf;“.md shophd he

coriglered
Non-fnfectious vicks

Allergwe cractions towaide

N sre
not abolished by the S e dyverne
renctions atnbutable 1o prsa leod

cell (haemnlytic transfusion resciron, leukncyie
{transfusion-yelried acuts bang injury) or piaieleg
antihaoedes {r-a(%i‘;f rr,r.» wansfheion PO are "“"f!}"
te pe minunised, duc o festing of the srrezeiar red

blond cell sntbhodiss ad che '.1.}.,.‘. of the :’_“.\:

fle-ause wiact cells and celiviar debria are s tmoved by
Fpam fdiation and destraywd by
gdverse reactinns attnbulable 1o W
and immunisation) do oot ooout
of SO FFP. Therefoie, no specifi
for Rh(1) negative patienis

Usage

Mare than 1000 B0 waiie of SHIEE
4.000 hatehee have been need

patients throughent Ecrope fronm 159911 } ng
this peried there haie been
Mo dosymented anespected adve >y
<« Mo vral 91 bacteral ransaussizoag mofuting
HANV and Parvovinis B1Y
S TEP has replaced standacd £7 7 o n Ausieia
Hr[g';_-‘n. f uventhaurg, Narea Portngal, and 18
alsain exiznsive usean Franoe iy, Methertand
ancd Sonth Afriea The provdect ol ¢ he srteeduced

i Spon, VK and 1S A

>}
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