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Epithelial-mesenchymal-transition regulated by Junctional Adhesion Molecule-A (JAM-A)
associates with aggressive extramedullary multiple myeloma disease.
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MM dissemination: a journey from medullary to extramedullary disease
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JAM-A on primary MM PCs and Endothelial Cells correlates with poor OS

ARTICLE

Haematologica 2021
Volume 106(7)1943-1956

natureresearch

ORIGINAL ARTICLE

JAM-A as a prognostic factor and new therapeutic target in
multiple myeloma
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Halting the vicious cycle within the multiple
myeloma ecosystem: blocking JAM-A on bone
marrow endothelial cells restores angiogenic
homeostasis and suppresses tumor
progression
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JAM-A + NDMM with EMD display a unique gene-expression signature
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Case 1 — MGUS IgG in BM, oral mucosal infiltrate,
moderate cytologic atypia; low JAM-A expression
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Case 2 —-MM in BM, subcutaneous localization;
mild atypia, Dutcher bodies; low JAM-A expression EM > BM
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Case 3 —MM in BM, pleural localization; moderate atypia;
moderate JAM-A expression EM > BM
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Case 4 — Pleomorphic / plasmablastic MM in BM and paravertebral;
hlgh JAM-A expressmn EM > BM
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JAM-A is differentially expressed in patients with extramedullary MM disease
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Enriched genes in focal adhesion, PI3K/mTOR pathway,
and regulation of actin cytoskeleton
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JAM-A mediates acquisition of EMT-like features in MM cells in vitro (l)
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JAM-A mediates acquisition of EMT-like features in MM cells (ll)
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JAM-A mediates acquisition of EMT-like features in MM cells (lil)
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JAM-A regulation of EMT in MM dissemination as druggable target
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Elevated JAM-A expression on BM primary MM endothelial cells (MMECSs) in newly diagnosed patients correlates with poor OS
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MMECs enhance JAM-A expression on MM-cells
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JAM-A inhibition reduces MM proliferation and vasculature in intratibial MM in vivo model
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Pivotal role of JAM-A in MM associated angiogenesis in 2D and 3D conditions

+ a-JAM-A 7

Vehicle %+ sJAM-A

. | 2O,

Ny N, LE

% JAM-A 5% a
+S / %

+1SO . .

P ks e

“ ( ¥ 4 57

fo ¢ ofiem B0 0 Cwmim
-,J‘_»,_‘\_‘__{ -

7 e %+ SJAM-A %+ sJAM-A
CTRL SiRNA  JAM-A siRNA +1S0 + a-JAM-A ,’f
7 3 Ry ; T TR AP ]

9

3

i 1,;«*’% "
T & A
et
.P“ g?)
» 80
O 40 g -
=) o
= 2 30 T ps 60 Branching points fold change
T = =]
220 S 40
2 10 < 159 == 1.5
s 2 20
0 = ! !
Y T 0 & ¢ &
&Q & & & b 2 0.5 0.5
(SN SN o (@) SS 5‘?@
X2 & < ¢
X x&

0 Z
CTI JAM-A 4SO +a-JAM-A |

0
Vehicle § sJAM-A

- 9+ L
SIRNA siRNA ¥ sIAMA_ .
7SO FaJAMA
D e
Bl ° siaM-A 4SO
D 0 3
¢ 5 40 +\°- Y +sJAM-A +a-JAM-A 7
2
5 30
2
€ 20
o
o
3 10 -
. 0
.0
Q
= 0

18° IMW Meeting — Vienna
8-11 September 2021
antonio.solimando@uniba.it



Conclusions

JAM-A is a potent driver of MM-associated angiogenesis,
besides impacting patient’s prognosis

* Inhibiting JAM-A restricts angiogenesis in vitro, in embrio and in
vivo and MM progression, and influencing EMD progression
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