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OBJECTIVE

* To characterize the impact of ilanalumab on various B-cell functions in vitro, as well as

INTRODUCTION Figure 1. lanalumab’s dual mechanism of action
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Mechanism of Action:
Targeting B Cells

B-Cell Depletion and
enhanced antibOdy_dependent cellular CytOt_OXiCity (ADCC) Wlth ADCC, antibody-dependent cellular cytotoxicity; BAFF, B cell-activating
concurrent blockade of BAFF:BAFF-R—-mediated signals (Figure 1).° EIGHeIR [EIAFPRY (21175 e pite s (CIRIEE GV @O EENan A3 (X » The efficacy of B-cell depletion following administration of ianalumab in B6 mice and

Blockade of B Cell- _
ACt | Vatl n g FaCtO r e In an active mouse model of ITP was investigated using flow cytometry and ELISA.

* B cells are key drivers of disease activity in Immune Its ability to deplete circulating and tissue B cells in C57BL/6 (B6) mice and in an
thrombocytopenia (ITP), warm autoimmune hemolytic anemia 3 established active mouse model of ITP.4
(WAIHA), and other systemic hematologic and auto-immune B
diseases, supporting B-cell depletion as an attractive therapeutic 45— lanalum <\ 4 METHODS
strategy in these patients.? o BAFF-R— >

A

 In vitro B-cell killing was assessed using isolated NK cells and B cells from healthy

However, survival signals mediated by high level of B cell-activating AN @ volunteers (HV). Ri-1 B cells were also used as target cells.

factor (BAFF) may interfere with B-cell depletion.? o ﬂ 8 cell

lanalumab, a fully human afucosylated monoclonal antibody targeting e ' : RElTS * In vitro blockade of BAFF stimulation was evaluated through Western blots of BAFF-R

BAFF-receptor (BAFF-R), has been shown to deplete B cells through VECHANISM  28AFFR blockade and Nuclear Factor Kappa B Subunit 2 (NFkB2) intact and cleaved forms, and B-cell
proliferation measured by 3H-thymidine incorporation.

ReC epto I S| g N al 1N g RESULTS + lanalumab treatment also led to a decrease of CD21/CD35 expression Figure 5. lanalumab reduces most B-cell populations in spleen of B6 mice
_ o on the_ B cells that were nqt depleted;3 suggesting a blockade of BAFF-R A Reduction of B-cell subsets
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0- o- . Treatment .
ooo1 @ o001 o041 1 10 Primary B cells from HV were stimulated for 24 h with a combination of BAFF 3mer or 60mer (50 ng/mL) A - e | | 3 4
lanalumab, through its dual mechanism of action, ' ' oy and anti-IlgM (0.5 mg/mL) in the presence of ianalumab, belimumab, or an irrelevant afucosylated antibodly. - W R
C. . . _ Ant'boc_]'es_ (ng/ml) The presence of cleaved BAFF-R and cleaved NFkB2 was analyzed after 24 h by Western blot. CD61 KO mice 3 CB.17 SCID mice (CD61+)
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In vivo, lanalumab depletes B cells in the blood _ 100 3 _ 100l tissgi_ 3 (B cells + T cells)
and lymphoid organs of healthy mice and leads  lanalumab effectively prevented BAFF from binding to % 30- % 30- R
to reduced disease activity in a murine ITP BAFF-R—expressing cells (data not shown). This blockade of BAFF-R 3 60- 3 60- B C
model. on human B cells correlated with the effective inhibition of S 40- S 40 - LI_Iﬁ
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second-line (2|_) primary ITP (NCT05653349 and ° Notably, lanalumab was able to inhibit B-cell S|gnallng and Primary human B cells frqm HV (N=10 donors) were co-stimu!a.ted .by BAFF 3mer (A) or BAFF 60mer sham vehicle lanalumab
NCT05653219 respectively) WAIHA proliferation with the same potency, when induced by a BAFE trimer (B) and anti-IgM. Cell proliferation was measured by 3H-thymidine incorporation after 72 h. D Platelet recovery > 50K To-score normalization
it - or 60mer in contrast to belimumab which had less potent inhibitory : - - : | |
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efficacy and safety of ianalumab in larger patient In vivo B-cell depletion » |n addition, severe combined immunodeficiency (SCID) mice with ITP treated £, | -
populations. with ianalumab (Figure 6A) had significantly reduced blood B-cell counts, . | | | | | |
* Invivo, lanalumab induced a significant reduction of most B-cell and a trend toward reduced ITP-related mortality (Figure 6B). Additionally, S coor s,
subpopulations in the blood and lymphoid organs of B6 mice. In the ianalumab treatment resulted in a reduction in anti-platelet antibody levels e Vehicle analumab
Spleen’ the level of depletlon at 4 days after a Smgle dose of Compared with the ITP control group at the peak of ITP-related mortality (A) SCID mice induced to develop ITP were treated with ianalumab at a dose of 100 mg/kg, administered i.p. weekly
lanalumab correlated with the surface expression of BAFF-R, as well 2-3 weeks post disease induction (Figure 6C). Compared with the ITP over 5 weeks. Treatment started either 3 days prior to disease induction or 4 days after. Results from two separate
ili ' ' - - : - - studies were pooled and analyzed. Survival curves (B), anti-platelet antibody levels (C), time to platelet recovery
https://tinyurl.com/WiolandPS2237 as.the ablllty of the cells to reCIrCUI(’_ite (Flgure 5A)' Lon_ger expo_sure COﬂtI’O|, lanalumab treatment resulted in hlgher platelet counts with an earlier >50k/mL and time to normalization of ITP scores (D) are shown. For statistical analysis, the log-rank test was used for
Copies of this poster obtained through to lanalumab led to a decrease of tissue resident cells like mafglna| time to recovery (platelet counts >50k/p L) and improved scores of disease survival and time-to-event curves; unpaired t test, ANOVA and Tukey's HSD tests were used for box plot.
Scan to obtain: Quick Response (QR) code are for zone (MZ) B C8| S (Figure 5B) 5 Severity (Figure 6D) CD, cluster of differentiation; KO, knock-out, PLT, platelets; SCID, severe combined immunodeficiency; wt, wild-type.
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