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LA RECHERCHE D’ANTICORPS
ANTI-ERYTHROCYTAIRES

Exemple de panel de dépistage
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LA RECHERCHE D’ANTICORPS
ANTI-ERYTHROCYTAIRES
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bins autologues

Q

Melange complexe d’amicorps ?
Anticorps “anti-public” ?
Combinaison des deux ?
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LA RECHERCHE D’ANTICORPS
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LA RECHERCHE D’ANTICORPS
ANTI-ERYTHROCYTAIRES
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Autoanticorps masquant des alloanticorps ?
Anticorps anti-public ?
Combinaison de plusieurs des cas précédents ?
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NOUVEAUX TRAITEMENTS PAR
ANTICORPS MONOCLONAUX



CAS N°1
» Septembre 2012
» Patient age ce 48 ans

» Greffé de moelle osseuse pour cause de
Leucemie Aigue Myeloide (LAM)

 Rectiute de la LAM
* Hb 70 g/l, mal tolérée

* Recherche d’anticorps : image d’anticorps
anti-public dans le laboratcire => aucun
CGR compatible

* Envoi d’echantillons sanguins au CNRGS
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CAS N°1

* Toutes les hematies de phénotype rare
testées sont positives

 Hématies rares In(Lu) ou Lu(a-b+%) sont
de réaciivite nettement plus faible =>
anticorps du systeme Lutheran ? Non car
hématies rares Lu(a-b-) ou Lu_ ,, restent
franchement positives

null



RED CELLS

Mutations in EKLF; /KL\F?éforrn the molecular basis of the rare blood group In(Lu)

phenotype ,\O&&O\

@
Belinda K. Singleton,’ NL@F%Ias M. Burton,? Carole Green,! R. Leo Brady,? and David J. Anstee’

%’b

N\
'Bristol Institute forTrar{gﬁ%ion Sciences (BITS), National Blood Service, Bristol; and 2Department of Biochemistry, University of Bristol, Bristol, United
2
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b@
Comparisogeof normal erythroblasts and

erythrob,blé{gts from persons with the rare
In(Ly&ﬁpe of Lu(a-b-) blood group pheno-
type“showed increased transcription lev-
®Is for 314 genes and reduced levels for
354 genes in In(Lu) cells. Many erythroid-
specific genes (including ALAS2,
SLC4A1) had reduced transcript levels,
suggesting the phenotype resulted from
a transcription factor abnormality. A
search for mutations in erythroid tran-
scription factors showed mutations in the
promoter or coding sequence of EKLF in

21 of 24 persons with the In(Lu) pheno-
type. In all cases the mutant EKLF allele
occurred in the presence of a normal
EKLF allele. Nine different loss-of-
function mutations were identified. One
mutation abolished a GATA1 binding site
in the EKLF promoter (—124T>C). Two
mutations (Leu127X; Lys292X) resulted

ingdom

(Arg328Leu; ArgS28Hi§¢,¢?r9331Gly). Per-
sons with the In(Lu)phenotype have no
reported pa!hol‘oag?, indicating that one
functional EKlQl@eéllele is sufficient to sus-
tain human{egrythropoiesis. These data
provide g&h‘\e first description of inactivat-
ing naeﬂations in human EKLF and the
firs@éemonstration of a blood group phe-

in premature termination codons, Q@Stype resulting from mutations in a tran-

2 (Pro190LeufsX47; Arg319GlufsX34) in(\%'bscription

frameshifts, and 4 in amino acid subs;\@ho-
tion of conserved residues in zinc\fbiﬁ‘ger
domain 1 (His299Tyr) or d%é%ain 2

factor. (Blood. 2008;112:

2081-2088)

Mutation hétérozygote dans le gene codant pour le facteur de
transcription érythroide KLF1 (mécanisme dominant)
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Human Mutation

%)
&
o
&

Molecular Analysm‘ﬁf the Rare In(Lu) Blood Type: Toward §T

HUMAN NOME
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for the Trans;;r’lptlon Factor KLF1 |
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Hématies rares In(Lu) : CD44 faible (Indian), AnWj-,
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CAS N°1

Titrage en faveur d’un anticorps de type
"HTLA"™ (High Titer Low Affinity)

Gel G, 15 min 4 37°C ©
[ SERUM |7 T EET

‘ Pool GR

n° 31 ?, 10 @
panel 201238
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CAS N°1

 Le CNRGS contacte le prescripteur pour
connaitre plus de détails sur le contexte
clinique et les eventuels traitements en
cours

» Patient sous traitement expeérimental par
anticorps monoclonal anti-CD44

» CD44 porte le systeme de groupe sanguin
Indian (IN) !
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Lbfgian Blood Group System

Number of antigens
Low prevalence

High prevalence
Terminology

ISBT symbol (number)
CD number

Obsolete name

History

Expression

Other blood cells
Tissues

Gene

Chromosome
Name
Organization

Product

4
[n®
InP, INFI, INJA

N.ll'[][‘d huamc the first In(a+) people were from
India.

Neutrophils, lymphocytes
Bnun breast, u:lmupnhLlu'

11pl3
IN (CD44)

tlﬂuum are vari IZz'I The hr.mnp_nlu. sofor
uses exons 1 to 3 17. and 19

b
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CONCLUSION CAS N°1

* Anti-CD44 se fixe sur les hematies du panel,
car porteuses du systeme de groupe Indian

* Anti-CD44 assimilé a un anticorps anti-
public « passif » => peut masquer la
présence d’alloanticorps courants

* Téimoins autologues tres faiblement positifs
voire négatifs => Mime un alloanticorps
anti-public ! Explication inconnue : fort
affaiblissement de CD44 stir les hematies
autologues (internalisation ?), phénomene
de blocage antigenique ?



CONCLUSION CAS N°1

* Premier cas rapporté en France, de
nombreux autres cas ont suivi

* Transfusion avec du sang standard sans
probleme apparent

* Contrairement a ce qui est decrit dans la
littérature, les antigenes Indian ne sont
pas totalement détruits par la trypsine



Test de Coombs direct négatif
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Autre cas avec anti-CD44 de forte concentration
=> Témoins autologues négatifs
=> hématies trypsinées fortement positives !
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ABSTRACT &
<>

RG7356, a recomtﬁnant anti-CD44 immunoglobulin G1 humanized monoclonal
antibody, inhibits ceLL‘?'adhesmn and has been associated with macrophage activation
in preclinical mode}% We report results of a phase I dose-escalation study of RG7356
in relapsed/refhﬁctnry acute myeloid leukemia (AML).

Eligible gé‘?:lents with refractory AML, relapsed AML after induction chemotheramga\\
or prewougli? untreated AML not eligible for intensive chemotherapy were enrolled(gﬁd
recewec!fintravenous RG7356 at dosages < 2400 mg every other week or = 12&6 mg
week{v or twice weekly; dose escalation started at 300 mg. \}c*,\\o

a>Ql=q:trt1|,r-ff:;ur patients (median age, 69 years) were enrolled. One dose- Ilmllg;ﬁg toxicity
g@curred (grade 3 hemolysis exacerbation) after one 1200 mg dose I;che-weekly
\e cohort) The majority of adverse events were mild/moderate. Infusmn—rglated reactions
occurred in 64% of patients mainly during cycle 1. Two patients efperlenced grade
3 drug-induced aseptic meningitis. Pharmacokinetics mcreasedcsupraproportlonally,
suggesting a target-mediated drug disposition (TMDD) at >/\3&300 mg. Two patients
achieved complete response with incomplete platelet recguery or partial response,
respectively. One patient had stable disease with hematq&l%glc improvement.

RG7356 was generally safe and well tolerated. Mqalmum tolerated dose was not

reached, but saturation of TMDD was achieved. Thé recommended dose for future

AML evaluations is 2400 mg every other week. be,/\

QJ




Coombs tests’ pagsﬂtn 1ty was observed 1n 83% of the tested
patients tullm&ﬂnﬁ RG7356 administration; however, this
was not ags dciated with hemolysis, except in 1 patient
who plg&ented with hemolysis exacerbation after the first
111111336811 In toxicology studies (in vitro blood compatibility
a@fﬂles) RG7356 did not show any hemolytic potential
o“f(F Hoffmann-La Roche Ltd, unpublished data). Based
on these data, the risk of hemolysis following RG73564
administration seems minimal, but the occurrence of falge-
positive immunohematologic tests has to be ’mtm?p’lted

for patients who may require RBC tranaiuamngﬁflns 1S
explained by the high expression of CD44 on eﬁ throcytes
|25], which carries the Indian blood group g & stem [26].




CAS N°2

 Déecembre 2C13
» Patiente traitéee pour un myelome

 Demande de transfusion en urgence
relative

* Recherche d’anticorps ininterprctable par
le laboratoire
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Témoins autologues néygatifs

Impossible d’adsorber cet anticorps malgreé de
nombreux cycles d’allcadsorption ! =>
alloanticorps courants masqués ?
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Hématies de groupe rare In(Lu) n2gatives (mutation
du gene KLF1 a I’état haterozygote)

Hématies de sang de cordon negatives
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Nombreux autres cas adressés au CNRGS



Un nouvel anticorps §o°®
monoclonal le daratumLuﬂhab
en monothérapie daq§°]e
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ﬁ%tients atteints de myélome multiple (MM)
@echutent habituellement apres avoir recu des
U@ﬂ?ements comprenant des inhibiteurs du protéasome
Qé? des immunomodulateurs, bien que ces deux classes
thérapeutiques soient les plus actives dans le MM. Il a
eté montré dans une étude retrospective de I'Internatio-
nal Myeloma Foundation que les patients, réfractaires
ou Intolérants au bortézomib et au lénalidomide
(thalidomide dans les pays ol le lénalidomide n’est pas
disponible), avaient une survie mediane sans rechute
(RFS) de cing mois et une médiane de survie globale (OS,
pour overall survival) estimée a neuf mois [1]. Ces patients

ont donc un pronostic sombre et ne peuvent survivre
qu'avec le developpement de nouveaux agents et classes
thérapeutiques.

Le daratumumab est un anticorps monoclonal humanisé
de type IgGilk dirigé contre le CD38, glycoprotéine
transmembranaire de type Il surexprimée & la surface
des plasmocytes tumoraux. Des études precliniques
ont demontré |'effet cytotoxique en monothérapie du
daratumumab sur les cellules cibles exprimant le CD38
par plusieurs meécanismes : cytotoxicité directe, lyse comple-
ment-dépendante, recrutement de cellules effectrices
(mécanisme ADCC pour antibody dependant cell mediated
cytotoxicity) [2].

Une équipe européenne vient de publier une étude de
phase I/, s'intéressant a |'utilisation du daratumumab en
monothérapie dans le traitement des patients atteints QQQ
MM en rechute et/ou réfractaires (R/R) [3]. Une pren@é)re
partie de I'etude est consacrée a un test en predongbms a
une escalade de doses par pallers permettanty®adminis-
tration du daratumumab a des posologléo comprises
entre 0,005 et 24 mg/kg. Dans une secofgfe partie, deux
posologies différentes (8 mg/kg et 16 rgﬁ’ﬁ:g] administrées
avec une premedication et selon plugfeurS schémas ont ete
testées sur une cohorte de somar&ie douze patients, avec
pour objectifs d'étudier la to{@’émce et |'efficacité de ce
nouveau traitement. ,Qe;

Comme attendu avec L@antlcorps monoclonal, la dose

maximale toléree ng%as eté identifiee au sein de la
BS
AN

‘O

Hematologie
val. 21 n° 5, scptcml:ulc»c-ctu{l@z[lw

DARZALEX® : protocole débuté aux USA en mai 2013, approuvé par la
FDA en novembre 2015. AMM en France le 20.05.2016

Il existe des cas de traitemenis hors myélome ! (LAM)




DARZALEX® (daratm‘numab) Important Safety Information -
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%ﬁ}ARNlNGS AND PRECAUTIONS

Interference with Serological Testing - Daratumumab binds to CD38 0@@9
red blood cells (RBCs) and results in a positive Indirect Antiglobulin Tesbt, °
(Coombs test). Daratumumab-mediated positive indirect antlglobulln@%est may
persist for up to 6 months after the last daratumumab infusion. Qa?'atumumab
bound to RBCs masks detection of antibodies to minor antlgtgns in the
patient’s serum. The determination of a patient's ABO a@?.l Rh blood type are
not impacted. Notify blood transfusion centers of thlg.@lnterference with

serological testing and inform blood banks that éabpatlent has received

DARZALEX. Type and screen patients pnord@ starting DARZALEX.
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Development of a Robust I'lg'lgﬁ‘md to Negate the Daratumumab Inter-
ference with Routine Blna@@Bank Testing

C | Chapuy’, R T Nic hruL@?ﬂ M D Aguad', J P Laubach?, B Chapuy*,

P Doshi®, R M Kdufmg&’ 'Pa r Brigham and Wumens Hospital,

Traite m e nt Boston, MA, Unrfe%‘?f,ﬁes < jic Oncology, Dana-Farbar Cancer

Institute, Boston, ¥, United Sta s, Janssen, Inc., Spring House, PA,
d es United qufeioé‘%edmrne Dana-Farber Cancer Institute, Boston, MA,
United & “:fd%ft‘s
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h é m at i es a u B‘mkgﬁgu nd/Case Studies: Daratumumab (DARA), a promising novel

the@pv for multiple myeloma, is an 1gG; human monoclonal antibody (Ab)
DTT 200 m M gﬁlt recognizes CD38 on myeloma cells. On routine screening, we
) % observed that five of five DARA-treated patients had a positive Ab screen
o [ and a plasma panagglutinin in solid-phase and tube testing. Because
37 C 30 CD38 is expressed on red blood cells (RECs), we hypothesized that the
) observed panreactivity was d by binding of DARA to endogenous = =
- t CD38 on reagent RBCs. We explored methods to negate the DARA inter- S I patl G& nt
m I n u es ference by removing HBC surface CD38. Study Design/Methods: HLEO

]
cells were stably transfected with a plasmid encoding human CD38. CD38- KE L - 1 fal re
negative HLE0 cell used as controls. Binding of DARA to HL60 cells - b

or RBCs was assessed by flow cytometry using PE-labeled anti-human I !',. «

globulin. To remove cell surface CD38, HLE0 cells or RBCs were e p g Ie n Otype

ncubated with dithiothreitol (DTT) or trypsin. Routine bloed bank sero-

J - :- & a ] 1= ] 1= L ] 1
Att& ntlon, ogical (tube) methods were used to test samples from DARA-treated KE L2

patients, as well as normal plasma samples spiked with DARA and/or
alloAb (e.g., anti-E). For serological studies of DTT, reagent RBCs (3-5%

| W u
detru It Ies cell suspension in PBS) were incubated with 0.2M DTT at 37°C for 30 min.

< Results/Findings: Normal plasma samples spiked with DARA (0.1-10 pg/
s stemes mL) and incubated with reagent RECs recapitulated the interferenc;%&
y observed with samples from DARA-treated patients. cytometry gy

\V 4 firmed DARA binding to RBCs and CD38+ HL6&0 transfectants, bufrq:pt to
KE L, T, CD38- controls. Eluates prepared from DARA-treated Rﬂw%d to

TRANSFUSION

2014-Vol. 54 Supplement

CD38+ HL60 cells but not to CD38- controls. Preincubating G HL6&0
J M H DO IN cells with DTT reduced DARA binding by 92%, while prmn%qbdtmu these
L) L) 3y cells with trypsin reduced DARA binding by 40%. Usi K&trud ed RBCs

allowed clinically significant Abs to be identified serolgg®ally in the pres-
KN LW ence of DARA (Table). The panreactivity of all &ﬁ. A-treated patient
) samples was eliminated by using DTT-treated R &% Conclusion: DARA
potently interferes with routine blood bank a%& gical tests by directly
binding to RBC CD38. DTT pretreatment ;z;i\cie'-i ent ABCs is a robust
method to negate the DARA interfe ,,p‘<\dllo".rmu the safe provision of
REC units to DAHA-treated patients. -@}mduap DTT denatures Kell anti-
gens, K- BBC units are provided to P ese patients.
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When blogﬁ transfusion medicine becomes comphcatgeﬁ due to
\%mterference by monoclonal antibody ther@f)y
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Tahamtan Ahmadi,’ Paul W.H.I. Parren,”* Wouter W. van Sm’u:ge«é and Karen M.K. De Vooght'
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New mAb therapies iwﬁiﬂtiple myeloma:
interference with hlgod transfusion compatibility
testing o Curr Opin Hematol 2016

<9
o

<
Kareqqﬁ.K. De Vooght, Marlies Qostendorp, and Wouter W. van Solinge

N

KEY POINTS

e Because CD38 is weakly expressed on human
erythrocytes, therapeutic CD38-targeting antibodies
interfere with routine pretransfusion laboratory tests.

In trials with anti-CD38 mAb, the plasma of all treated
patients demonstrated panreactivity on RBC panel
testing, complicating the selection of compatible RBC
units for transfusion.

Possible strategies to deal with anti-CD38 interference
are the neutralization of anti-CD38 mAbs in plasma by
sCD38 or antiidiotype antibodies, CD38 denaturation
on test RBCs using DTT, use of CD38-deficient cord
blood fest cells, and the selection of extensively blood «g
group typed RBCs for transfusion. 2

S
All reported mitigation strategies have advantageg®and
disadvantages, and it depends on the resources’and
expertise of the laboratory what strategy tc%\cﬁ’]oose.

<
As the selection of suitable RBC units c@? be seriously
delayed, hospitals should have protggbols in place that
allow one to communicate this in@gence with
patients, laboratories, and ph)@?éians in a
timely manner. &°




CONCLUSION CAS N°2

« Anti-CD38 (daratumuimab) de plus en plus utilisé
Probleme majeur : cet anticorps ne s’adsorbe pas
=> techniques alternatives pour rechercher des
alloanticorps zourants masques
— Trypsine {pas toujours disponible, ne marche pas toujouirs)

— Traitement du panel DTT 200mM (pas possible avec les
paneis commerciaux classiques car hematies tres diluées,
detruit les antigenes Kell)

-~ Hématies de sang de cordon (panel peu accessible)
— Hématies rares In(Lu) (laboratoires de réference)

— Panel informatif developpé en interne : sujets trouves au
CNRGS naturellement déficitaires en £D38 sur leurs hématies

— Géenotypage de groupes sanguins (ne resout pas tout!)

— CD38 soluble : réecemment comsnercialisé, mais trés cher et
quantité importante a utiliser pour inhibition efficace



CONCLUSION



Interference of New Dgﬁgs with Compatibility Testing
for B%od Transfusion

&

/

TO THE EDITOR: New drugs 11'13,1@QI?21\?E important
yet underappreciated chmcg& consequences in
patients requiring blood ﬁ‘dnbfumon Interfer-
ence with routine l‘l]@(ﬁ‘?ll)db for compatibility
testing for blood Qgﬁmfumon puts patients at
risk for delays &fv’brecenfmu compatible blood.
Even if Ltbom@‘ry methods are developed to cir-
cumvent t}@“drugﬂrel&ted artifacts, it takes time
to estabk®h them in general laboratories.
D‘gg?ltmnumab (a monoclonal antibody that
bm‘éf’q with high affinity to the CD38 molecule;
ocﬁ‘lcmuﬁlctured by Janssen), which was recently
approved by the Food and Drug Administration
as a therapy for multiple myeloma, provides an
illustrative case. Once enrollment in the phase
1-2 trial began, staff at the trial site quickly
observed that daratumumab consistently inter-
fered with routine blood-compatibility testing.

The NEW ENGLAND
JOURNAL of MEDICINE

N ENGL ) MED 375;3

The New England T 0

NEJM.ORG

Standard serologic methods to eliminate pan-
reactive antibodies failed to resolve the interfer-
ence, at times delaying needed blood transfu-
sions for patients treated with daratumumab.

It was eventually shown that daratumumab in
patients’ plasma directly binds to CD38 on re-
agent red cells used in the blood bank, causing

: iy : i o
the false positive antibody screens. A dit! 110thﬂ\§~;\\°

reitol-based method to eliminate the 111terf%@
ence was discovered in an investigator-initgfed
study! and was later shown to be both ef‘f’ectwe
and widely generalizable in a mu tlcem;e‘i‘ interna-
tional study performed by the BlO%l@dlCd Excel-
lence for Safer Transfusion [BEF@) Collaborative
(data not shown); both smd@% were sponsored
by Janssen. A neutralizatigg®hethod with the use
of an antiﬂdaraturnmgaf% 1diotype has shown
promise’; howevers,@é{tﬁe antiidiotype method is
<

a

b@
<

\9
Jugg‘zl 2016
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not readily available. A third approach is to issu@

phenotypically or genotypically matched re@eﬁ\gll
units.>* c,;\\o(\

In the specific case of the interfergﬁ&e of da-
ratumumab, a practical solution fq\g«%ﬁood banks
has been developed. However, g@?ablishing this
solution as a routine methodéin hospital blood
banks will be a major chald%@nge.

High-dose intravengﬁ‘?s immune globulin is
another example ng@antibodies that interfere
with routine imny@ohematologic assays. We are
concerned thax®ther drugs, particularly mono-
clonal antiéhﬁdies, that are under development
may simgﬁi}ﬂy interfere with compatibility testing
at b]g,f)ﬁ banks, putting patients who require
traggdfusion at risk for delays in receiving com-
Fitible blood. Blood products are essential and
sometimes lifesaving treatments, and interfer-
ence by a new drug can result in unanticipated
delays in the delivery of care to patients.

We Delleve that there Is a pressing need for

active investigation of whether a new drug may
interfere with routine testing at blood banks. We
recommend that investigations be performed
early during drug development, certainly during
phase 1 studies involving healthy volunteers. If
interference with compatibility tests is found, we
recommend that it be clearly drawn to the atten-
tion of clinicians and blood banks with advice
about how to overcome the interference.

Michael F. Murphy, M.D.

John Radcliffe Hospital
Oxford, United Kingdom
mike.murphy@nbs.nhs.uk

Larry J. Dumont, Ph.D., M.B.A.

Geisel School of Medicine at Dartmouth
Lebanon, NH

Andreas Greinacher, M.D.

Universititsmedizin Greifswald
Greifswald, Germany

for the BEST Collaborative

Supported by Janssen. )
Disclosure forms provided by the authors are available w'rtlb@

the full text of this letter at NEJM.org. ‘.\\00
s
1. Chapuy CI, Nicholson RT, Aguad MD, et al. Res@ﬁ‘long the
daratumumab interference with blood compatibi@hi testing.
Transfusion 2015;55:1545-54. <0
2. Oostendorp M, Lammerts van Buerenégo']:lushi P, et al
When blood transfusion medicine becomegcomplicated due to
interference by monoclonal antibody rhéﬁ%py. Transfusion 2015;
55:1555-62. ©
3. Hannon JL, Clarke G. Transfugeon management of patients
receiving daratumumab thera {Sor advanced plasma cell my-
eloma. Transfusion 2015;55:3%70.
4. Chari A, Satta T, Ta}%@. et al. Qutcomes and management
of red blood cell trags 1sions in multiple myeloma patients
treated with daram&,‘m\ mab. Presented at the 57th American So-
ciety of Hematol,ggy Annual Meeting and Exposition, Orlando,
FL, De-:‘embs%r@@—& 2015 (poster) (htep://files.shareholder.com/
downloadgjg,é ADA-KPIBN/1136677 22 2x0x864880(F472D367-7DE9
-4212-BYPB-684D886FRDC7/ASH_2015_Blood_Transfusion_

posteg@Jhari_SS}'l,pdﬂ.
@

©OIl: 10.1056/NEJMc1515969



* Anti-CD38 : déclenchieur d’une réelle prise de
conscience d’un nouveau probleme dans la prise
en charge immuno-hématologique des patients

* Entraine de riombreuses investigations au
laboratoire d’immuno-hématologie pouvant
entraineir un retard important de I’acte
transfusionnel

* Pas ou peu d’information avant I'instauration des
essais cliniques sur les possibles interférences
avec les tests prée-transfusionnels (RAI) => les
firmes doivent désormais étre sensibilisées vis-a-
vis de ce probleme (tests adéquats, information
des acteurs concernés)



« Question récurrente : quel est le risque
héemolytique en cas de transfusion de globules
rouges chez ur patient traite ?

» Certains problemes pouvaient étre prévisibles
(anti-CD44 et groupe sanguin Indian), d’autres
moins {CD38 n’est pas un groupe sanguinj

* Nouvelles moléecules probablement a risque

dans le futur!
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Anti-CD47 Antibody with Anti- Cancer
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Avis et recommandations du Co &% des meédicaments
orphelins (COMP) de I’Agence e\d@ropeenne des
médicaments (EMA) d’ octobg@%015 Point d'information

@ngm

Q Agence nationale de sécurité du médicament
O et des produits de santé
S

o

Le Comité des méffii®aments orphelins (COMP) de I’Agence européenne des médicaments s’est réuni du 6 au 8 octobre 2015
a Londres. Ce nité est chargé d’examiner les demandes de désignations[1] déposées par des personnes physiques ou
morales sou nt développer des médicaments destinés au traitement de maladies rares, appelés médicaments «
orphelins e COMP a rendu au cours de cette session 16 avis favorables pour la désignation de médicaments orphelins
ainsi q avis favorables pour le maintien du statut orphelin de 4 médicaments.

>
N
Leb@OMP a rendu un avis favorable pour la désignation médicaments orphelins de médicaments
bé&eveloppes dans les maladies rares suivantes :

« Glomérulosclérose segmentaire focale (médicament chimique)

* Leuceémie lymphoblastique aigué (thérapie cellulaire)

+ Leucémie lymphoide chronique/ lymphome lymphocytaire a petites cellules (thérapie cellulaire)
« Carcinome nasopharyngé (azacitidine)

+ Maladie du greffon contre I'héte (protéine de fusion)

* Syndrome respiratoire du Moyen-Orient (interferon alfa-n3)

* Hypersomnie idiopathique (pentetrazol)

« Tumeur a cellules plasmacytoides dendritiques blastiques (protéine de fusion)
+ Cancer de l'ovaire (médicament chimique)

+ Maladie de Wilson (thérapie génique)

« Amaurose congénitale de Leber (thérapie génique)

* Achromatopsie due a une mutation du géne CNGB3 (thérapie génique) Q:\\

« Lymphome folliculaire (thérapie cellulaire) @

9
N
+ Leucémie aigué myéloide (anticorps monoclonal anti CD47) O,Q’
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ChinicalTrials.gov

A service of the U.S. National Instltutegsﬁ‘uf Health

&
&

)
Find Studies About Sdfidies v Submit Studies ¥ Resources ¥ About Site ¥

°
/\0"%

@
\"9
@

S . . : - >
Thls gftudy is currently recruiting participants. ClinicalTrials.gov Identifier”
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Anti-CD47 Antibody As a Targetesf

Therapeutic Agent for Human Lﬁng
Cancer and Cancer Stem C%Hs
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Structure of the human red cell membrane_showing the major surface proteins and minor proteins
°Fy and CR1.
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 CD47 : « Integrin Associated Protein ».
Superfamille des {g

* Role dans I'adhésion, migration cellulaire et
apoptose

» Sighal « ne me mangez pas » (don’t eat me).
L’anti-CD47 abolit ce signal.

» Ubigjuitaire sur les cellules humaines
* Fortement exprimeé sur les cellules tumorales

* Se fixe sur les hematies et a ete rapporté comme
causant des AHAI

» Essais cliniques principalement sur LAM



 Plusieurs CHU en FFrance concernés

 Semble causer des problemes d’interpretation
de I’épreuve serique ABO avec des faibles faux
positifs (cause inconnue)

* Possibles problemes de typage ABO/D (puit
controle faiblement positif, cause ?)

* Epreuves d’adsorptions pas toujours efficaces



MERCI POUR VOTRE ATTENTION



