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Deregulation of immune 
synapses/ADCC

BH3 profiling

BCR pathways
dependance

Synthetic lethality

Zenz T. et al., Nat Rev Cancer 2010
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Membrane

Adaptors

Functions

Extrinsic factors
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C
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79
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LYN

SYK

Chronic antigenic stimulation
IgVH mutational status, expression levels, IgM/G
Signals from stromal cells

CD19

PI3K
BTK

BLNK
PLCgggg

DAG

PKCbbbb

BCR

IkkkkBIKK

AKT
Tcl1

ERK

Bcl-2
Pathways

GSK3bbbb

proliferation          migration                   chemoresistance
survival             chemokine response     block d ifferentiation

p90RSK

NF-KKKKBbbbb---- catenin

LCK

TLR

SHIP
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p38

MYC NF-AT TranscriptionSTATs

IP3

Ca2+

dasatinib

Sorafenib

Lck-i
CAL101

AVL-292

BI-D1870

PCI-32765

Anti-CD19

ABT263

SHC
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cytokines R
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Friedberg J. et al., Blood 2010
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Shaheen M. et al., Blood 2011
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anti-apoptotic
proteins and

other short-lived
proteins
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• Molecule Fonction MAb 
• HLA-DR MHC Hu1D10 (Apolizumab)
• CD20    Ca channel Rituximab Large  loop 

• Ofatumumab     Small  loop 

• GA 101
• CD22    IgSF Adh/signal Epratumumab weak on CLL

• CD23 FceeeeRII Lumiliximab
• CD25 IL-2R Denileukin diftitoxin 
• CD37 Tetraspan CD37-SMIP
• CD38     ADP-ribosyl cyclase Humax-CD38
• CD52 GPI-linked Alemtuzumab
• CD80 Co-stim Galiximab  weak on CLL

• TRAIL   TNF apoptosis lig TRA-8  
• CXCR4 receptor CXCL12 Plerixafor

slg

HLA-DR

CD52
CD20

CD23

B lymphocyte

CXCR4
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Giannopoulos K. et al., Exp Opin Parmacother 2011
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CAL101 (GS-1101)
+

RTX 375 x8 weekly doses
+

Benda 90mg/m² J1J2
+

R-Benda

No overlaping tox
Ongoin: G-FO
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