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Actualité quant auﬁé concentrés de plaquettes ?
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* En France <
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process &Of*"

« 100% PAsé‘"

* 100% mactlvees par
’Am‘ﬁtosalen HCI-UVA
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£ Durée de vie étendue 2 7 j et non
plus 5

e Dans le monde
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S
&
S

La question deﬁa durée de
conservatlon@ést elle ainsi un
SUJQFd ‘actualite ?
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\%@unlverselles

e Appariement ABO (ABO compat@le
ABO identique) pris en con5|d§1%t|on
de facon variable QQ,@\Q’

e Pas d’appariement HLA, JéﬁDA pour des
raisons de logistique @E de
pheno(geno)typag@&des donneurs (et
en particulier dcmneurs de sang total
> MCPS)

< Sen5|b|I|tg§;\ Talloimmunisation des
polytra@%fuses et des femmes ayant
ete %&‘fcemtes (multigestes, multipares)
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Actualite quant aux eoncentrés de plaquettes ?
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o e Des approches experlmentale§
,@@@"’é relatives aux procédés de
&O@&G réduction de pathogenesﬁfﬂchent
OUI, car I’appﬁ‘éétion de PRT une réduction de l'allo="

immunisation par Igs procedes et

etl extensg@n de la durée de
en particulier Ia Rerf)oflavme UVB

conservatlon peuvent

modbfler la donne initiale * Mais les prerm‘eres donnees
cliniques Q@Tes confirment pas, au

contralggﬂ.
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Hypotheses sur I'aHo immunisation
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GPlIbllla and l@'fPA variants
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The richness of the Platelekfomponent concentrate in Leukocytes
brings both additional gE«A moeities to be immunizing and pro-
inflammatory factor%eé”nhancmg the T cell dependent Antigen
RH:1 (RhD presentation and g>:6gnate T cell -- peptide recognition etc.

All of the abovgcfavor the build up of a productive T cell help to B
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Fig. 1. Possible mechanisms of alloimmunization to red blood cell, platelet and human leukocyte antigens. The left p, indicates the main sources of allo-antigens
after homologous transfusion; the main source of antigens derives from either fresh or aging cells emitting vesiQQs (and comprising the so-called storage lesions;
indeed, blood components become non-natural by being outside of the [donor] body, refrigerated, processed an@xposed to artificial elements such as plastics, etc.):
the second source results from transfused cells specifically attacked by natural immune cells (from recipi@ $): this is emphasized when the recipient recognizes
recall antigens against which he/she has been sensitized or inmunized by previous transfusions or pregng®ies or — for certain antigens — grafts or transplantations.
Most of the elements derived from the transfused cells are sensed as foreign by the recipient’s innate @Gﬁatural) immune system, favoring phagocytosis (enhancing
the source of antigens — left panel) and antigen presentation (plain arrow between the middle ang t panels). Innate immunity (middle panel) enables either the
destruction of foreign material by granulocytes and certain macrophages (not shown here) or e presentation of derived material therefore referred to as antigen
when specifically bound to reacting T or B lymphocytes. This step requires that the recipie t*mp]ays HLA moieties capable of presenting aligned peptidic antigens
to CD4+ cytolytic T cells or CD4+ helper T lymphocytes, or that reactive B cells recoga‘ée conformational antigens on allogeneic red blood cells, platelets and
leukocytes. The step consisting of specific T and B cell activities is now referred to as(zﬁaptive immunity (formerly specific immunity; right panel).
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Pathogen reduction or inactivation technologies for platelet components:
Does decision making have to await further clinical trials?

Olivier Garraud™"™
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What d1d the PREPAReS trlal report [143\? ThlS Dutch centrahzed
but international investigation exa'aluatecggi\fhrasolTP -treated platelets in
100% plasma against platelets in plaS@S (controls). In both approaches,
intention to treat and per protocgl/\ they found no non-inferiority re-
garding grade 2 bleeding, despn?\\he fact that the CCI was lower in the
test as compared to the conn‘gl"z’group (and also that there was a reduced
interval between two Haqgfhsmns in the intention to treat test group).
They noticed a slight Lnfrease in bleeding in the test arm but the trial
was not powered well enough to conclude adversely. In the "key point"
section of their @&nuscrlpt the investigators further outlined that they
did not observe 4 decrease in alloimmunization, in contrast with claims
based on experimental models [15-18]. The Italian IPTAS trial on PI/
PR (Mirasol ~ vs Intercept ) failed to identify a reduction in alloimmu-
nization as well, but this could be attributable to the sample size and a
lack of power. Having extended their study in a 7d to 5d survey, the
Dutch team revealed that after longer storage, the recipients’ dendritic
cells can pick up material derived from platelets—likely by apoptosis or
the like—and enhance [J-interferon secretion by CD4 + T cells and

factors enhancing antigen presentation. This data is indeed impressive
as it may reveal a propensity of longer stored platelets to favor al-
loimmunisation in genetically reactive recipients and even a reinforced
propensity of PI/PR treated longer storage platelets to be immunizing
[18].

-

I take this preliminary data very seriously as we have been claiming
for more than a decade that, considering PCT, “the freshest the best”, at
least for tolerance [18,19]. There is thus accumulated gﬂdence that 7-
day platelets may be extremely useful to provide sx.gfiport to a needy
patient in emergency situations but may be not &dod for routine man-

\

\_agement of the PC inventory [20]. In this casg’ further well powered J

clinical trials would be necessary before BEg®perate routine inventory
processing of 7d platelets when PI/PR t]@g}ed (and the levels of other
inflammatory reactions linked to tran;éi”smn would also be worth being

/

\_ would be particularly gﬁl\se in my opinion, to carry out reinforced he- )

examined as well [21,22]). Next, J&Qmust be noted that most clinical
trials investigating PI/PR for PCIo‘have been conducted in adult onco- or
onco-hematological patlents e[°23] while neonates, children, and fe-
males of childbearing age a:i’e also now exposed to PI/PR treated PCs. It

~

movigilance and lougiterm observation of those populations.
In the aggre%gte PI/PR technologies have allowed the near eradi-

-

/ cation of letl\afP complications of PC transfusion. A fine-tuned risk- \

benefit ana&ﬁls has not yet been made fully available as illustrated by
the posg&)?hty of enhanced alloimmunization in longer storage proto-
cols. ,ﬁs extended storage is part of the benefit provided by BEs, this
sh@@s light on possible conflicting values, to be evaluated as well.
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