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Association, Vienna, Austria, June 11-14, 2015

The annual Congress of the European Hematology Association held this year in Vienna was
the most important European conference regarding latest advances in hematology. 20" EHA
congress gathered around 10 000 participants — clinicians as well as scientists and corporate
partners — from all over the world. | had pleasure to present the result of our studies entitled
Ofatumumab overcomes CD59-dependent resistance to complement-dependent cytotoxicity
in human b-cell lymphoma model in the e-poster session Non-Hodgkin & Hodgkin lymphoma
— Biology. This conference was for me a unique chance to meet authors of many interesting
abstracts related to our area of interests and to compare and discuss our results. Moreover,
the conference was for me a great chance to listen to participate in many remarkable
lectures and to establish future collaboration with other scientists.
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INTRODUCTION / RESULTS
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without its obstacles. It tums out that nearly 50% of patients do not respond to i Eaw \ M ey
treatment or the resistance appears in the further course of therapy. Accumulating T2 - .
evidence sugges! thal this resistance can be relaled 1o the expression of membrane © Dot 07 13 gt o 10 101 102 10% 10 100 10 10 10% 10
complement inhibitors, i.e. GD59 on the surface of target cells. 107107 107 107 10 F 1 10 100 €020 MFI cDs9 WFI
WFI rituximab [ugimi]
Figure1. Raj. human Burkilts lymphoma cell line, found to be CDS9-negative, was Figure 2. To establish different populaticns of ransduclants which vary between each
chosen to credte stable CDBO.expreseng cell fine Using pLVKIRES-Puro-£D50 other in GD5Y expression level and, at the same fime, do not vary in CD20 expression
entiviral consiruct (et panell, For COG assay (right panal) both populafian of cells lavel, wa parfomed cionss isolation. One-Call-derived population (clonos) wero furthar
(patemal and CD59-cxpressing) were incubaled with increasing concentrations of stained for CD20 and CDSB, assessed using flow cytometry, and divided into several
rituximab and 10% human AB fresh frozen plasma (as a source of complement) for group on the basis of CD50 expression level. The graphs shows CD20- and CDSS-
\Gomm a1 37°C. ARer incubalion, a standard MTT reducton assay was perfonned. ——_/ VXWSSS“’" levels of the representafive dlanss from eash group.
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oy = 60 expression on fituximale activity. Since it is well % 60 5 60 '\ s 60
° established that GD20 level affects R-GDE our £ a0 2 a0 + 2 a0
Activation of the complement cascade by anti-CD20 mAbs. £ a0 results clearly show that also CD59 expression, T 20| T T2 T2
(Winiarsks M et.al. Front Biosci (Landmark Ed]. 2011 Jan 1,16:277-306.) S 20 independently of CD20 level, has a criical £ £ £
2 influence on R-CDC and negatively correlates @ 1 10 100 a 110100 @ 1 10 100
g0 with the capability of rituximab 1o trigger the mAntibody [ugimi] mAntibody [ugim] mAntibody [bgimi]
AlM @ 10 100 complement cascade.  Of note. neither GLonE coss Low GLONE GD2 MEDIUM GLONE CDS0 HIGH
uximab [Ug/ml]  increasing the rtuximab concentration up 1o
1000umimi. nor extension the incubation fime Figure 4. Sinco ofatumumab was previously roporiad to have advantage over
“The aim of this study was to evaluate the efficacy of the rituximab-or 9 previously raportad to have advaniage over
Y i = CLONE CD59 HIGH could surmount this resistance (data not rituximab in killing cancer cells with low CD20 levels, we performed one-to-one

R-COC or 0-CDC
against CD59- mmxpmsmg |,,,m,..°ma cells and to dmmfme the amount o: == CLONE CDS0 MEDIUM  shown} comparison between these mAbs using representative clones from each obtained
\_‘,usg and GD20 which allows anti-GD20 mAbs to effectivaly trigger GOG. — CLONE CD5o LOW populations. CDC assay revealed antoher advantage for ofatumumab, since this mAb

K\ ) \nau a pottential o overcome CD59-dependent resistance 1o rituximab.
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T e P07 G TO 231 BA BASTION (G, < + CD59 expression level affects the efficacy of anti-CD20 monoclonal antibodies

= Evaluation of CD59 expression should be included i
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the di panels for otyping
= Itis i to include in for patients with high CD59 expression
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