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Introduction “ Two Longitudinal Cases: LMA Increases with Disease Stage

The lambda myeloma antigen (LMA) and kappa myeloma

antigen (KMA) are unique antigens on the surface of Percent of Positive Cases for KMA or LMA and avs
malignant plasma cells (PCs) in multiple myeloma and BCMA, SLAMF7 and CD56
other plasma cell dyscrasia (PCD) bone marrow samples, ﬁsﬁﬁf_;’tNafnaue(N/A)
as well as in human myeloma cell lines. In addition: ~ Numberand%of Positive Cases %{ﬁn{ﬁm
e LMA and KMA are also found on occasiona Diagnosisn=s0 || MANEL || CD20 A o | P58 | G | e cuee ()

mononuclear cells in tonsillar tissue and secondary MGUS me10 5+%(50) 5(90) 10(100) 6***(60) 5(50) 2*%(20)

mucosal lymphoid tissue. SMM n=2 1(50) 2(100) 2(100) 2(100) 1(50) 1(50)

NDMM n=23 15%*(65) 21(91) 23(100) 17(74) 15(65) 11(48) LQngitudina| case H1

e LMA and KMA are NOT present on normal B cells or RRMM n=15* 12(80) 11(73) 15(100) 10**(67) 10(67) 9(60) vavs !

other normal immune cells!3. PostHSCTn=6 ||  4(66) 4(66) 6(100) 2%+ (33) 3(50) 2(33) e Patient showed LMA expression and antigen density increasing
Characteristics of the antibodies called KappaMab and oo ode posems it et o e gL P poptoCor st T wri - onthesurface of bone marrow plasma cels during progression from
LambdaMabs (10B3 and 7F11) that bind to specific T osze MGUS (2020) to smoldering myeloma (SMM) (2022).

e The percent of samples expressing KMA was lowest in MGUS

, , e Percent of plasma cells positive for LMA increased from 61% to 92%.
and SMM cases, was increased in NDMM (untreated) cases

conformational epitopes in the constant regions of these

su.rface-bc.)unc.ul light cha.ms havlezb4e6en described in clinical and was highest in RRMM (treated) cases.  LMA antigen density increased from 532 to molecules PE/cell.
trials and in vitro experiments = . o Converse|y’ the percent of Samples expressing BCMA was e BCMA Ag denSity increased from 631 to 2357 molecules DE/CEII.
Here we present data on a larger series of patients with highest in MGUS, SMM and NDMM, then decreased in RRMM. ejosaon
S .
CDs, and show the expression of LMA versus BCMA on * In the RRMM subset who had bone marrow samples taken
D I l .
Cs from patients in whom myeloma evglv§§ from post stem cell transplant, KMA was expressed in 4/6 cases. 510
monoclonal gammopathy of unknown significance RN
(MGUS) Number and % of Positive Cases ﬁ;;;it:l{AN/A —
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We also describe the difference in phenotype between Diagnosisn=ze | 1 ") | D26 FEMA) | D39 LM cosentn) | G pemante) | & cosene o
LMA and KMA expressing malignant PCs and the MGUS n=11* g#**(73) 10%#*(91) 11(100) 74%*(66) 6%**(55) 4%***(36) hc 10
frequent expression of KMA in relapsed refractory SMM n=2 2(100) 2(100) 2(100) 1(50) 2(100) 1(50) PP: 166 1.1
myeloma patient (RRMM) samples. NDMM n=12 6(0) 11(92) 12(100) 5**(42) 6(50) 18) /A Ratio 0.06
RRMM n=4 2**(50) 4(100) 4(100) 2**%(50) 2(50) 0(0) Longitudinal case #2
m *One patient has 2 timepoints, thus n=11 samples from 10 patients. **Includes 1 patient with both positive and negative PC
populations, ***Includes 3 patients with both positive and negative PC populations, Co-exp=co-expression. ° Pat|ent Showed LMA eXpreSSIOn and antlgen denSIty Increased
* Patient bone marrow samples (k=59 and A=35*) were e Co-expression of LMA, and KMA, with BCMA was not consistent on bone marrow plasma cells during progression from SMM o
analysed using multiparametric FCM across MM stages. (2020) to myeloma (2022). Vv,
immunophenotyping with APC labelled LambdaMab * In all stages of disease, co-expression of LMA with CD56 was * Percent of plasma cells positive for LMA rose from 94% to 100%.
(10B3) and KappaMab Fab’2 fragments, CD38, lower compared to KMA and CD56. e LMA antigen density increased from 3981 to molecules 71567
- KSFLC: 12.8
CD138, CD269 (BCMA), CD319 (SLAM F7), CD56 and oF /cell. AL 282
ibodi Antigen Densities L
CD45 monoclonal antibodies. & e BCMA Ag Density increased from 1259 to 6990 molecules
 PCs were identified as previously described by initial
] ] P ) Y Y Antigen Density (molecules of PE/cell) n=27 Antigen Density (molecules of PE/cell) n=48 PE/CE” T
gating using CD38 and CD138-. —
. . Dlagnosis LMA mean (range) | BCMA mean (range) Diagnosis KMA mean (range) ||| BCMA mean (range) - - -
e LMA and KMA expression was determined and Jei el (BM samples) Discussion and Conclusions
compared with the other plasma cell markers. MGUSn=11 | 1406(132-5714) || 1478 (511-4716) MGUS n=10 687 (200-2187) ||| 1031 (500-1412)
+ Antigen density was calculated using QuantiBrite NDMM n=12 | 1652 (130-8949) || 1897 (395-6990) NDMM n=23 | 1447 (204-12022) ||| 1439 (364-5370) * |nan enlarged cohort of patients with myeloma, we have confirmed that KMA and LMA are expressed at all stages of disease.
beads in PE. RRMM n=4 | 2439 (263-6664) | 817 (537-1065) RRMM n=15 || 1899 (468-7943) || 1426 (350-2630) e Our data examining longitudinal expression in two LMA+ patients suggests that expression of LMA on bone marrow PCs increases from MGUS to MM.
*Since publication of the abstract, a further 10 kappa+ and 4 lambda-+ * The majority of patients with KRRMM expressed KMA. Further data is required to confirm LMA expression in the ARRMM population.
samples were analysed; note only MGUS, SMM, NDMM and RRMM Mean LMA antigen density was Mean K_MA antigen d?”S'tV was  LMA and KMA densities are enriched, while BCMA densities are reduced or remain the same in RRMM relative to NDMM samples, indicating a possible
data are presented here. lowest in MGUS, was increased lowest in MGUS, was increased in treatment-resistant clone
- . in NDMM and was highest in NDMM and was highest in RRMM
AlLEEiTes [Adeesiisms eal esearelas, Linsiamies WiEiemm: - - '  Co-expression of LMA or KMA with BCMA is not consistent, KMA is more consistently co-expressed with CD56 compared to LMA
Antigen, KMA=Kappa Myeloma Antigen, NDMM=newly diagnosed multiple RRMM, while BCMA increased in  while BCMA was lowest in MGUS P ’ y P P '
myeloma, RRMM=relapsed, refractory multiple myeloma, PCs=plasma NDMM relative to MGUS, and and remained the same in NDMM  Due to the lack of LMA and KMA expression on normal immune cells, targeting KMA and LMA through cellular and immunological therapies has the
cells, MGUs=monoclonal gammopathy of unknown significance, d in RRMM and RRMM cases otential to leave normal PCs untouched and may minimise the risk of serious post-treatment infection
SMM=smoldering multiple myeloma, k=kappa, A=lambda, BCMA=B cell ecreasedin Cdses. | P Y P ]
Maturation Antigen * These data show that KappaMab and LambdaMab have therapeutic potential in the treatment of myeloma patients, especially in the setting of relapsed
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Author contact: Rosanne Dunn: rosanne@haemalogix.com



	Slide1

