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KIR3DL2 belongs to the killer immunoglobulin (Ig)-like
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receptors (KIRs) family and bears 3 extracellular Ig-like
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Physiologically, KIR3DL2 is an inhibitory receptor for human
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subtypes of T lymphomas/leukemias, such as Sezary Syndrome, (CD4+) cells were sorted and used in
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transformed Mycosis Fungoides and HTLV-1+ Adult T Cell an autologous cytotoxic assay: anti-
KIR3DL2 mAb #7 (10 µg/mL) was

Leukemia (Obama, Brit. J. Hematol. 2007), making it a unique
KIR3DL2 mAb #7 (10 µg/mL) was
incubated for 4 to 6 h with primary

therapeutic target in cancer.
incubated for 4 to 6 h with primary
Sezary cells and sorted autologous
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NK cells at increasing E/T ratios. Anti-We have generated a series of anti-KIR3DL2 monoclonal

antibodies (mAbs) binding selectively to KIR3DL2 Their
CD52 alemtuzumab and anti-CD20

antibodies (mAbs) binding selectively to KIR3DL2. Their
efficacy was evaluated in vitro and in vivo against KIR3DL2-

rituximab were used respectively as
i i d i l D iefficacy was evaluated in vitro and in vivo against KIR3DL2-

expressing tumors and Sezary cell lines as disease model D ADCC f Ab #7 d #8 HUT78 h ll NKM i Ab #7 d #8 (300 /i j i i / k) d i NOD SCID i
positive and negative controls. Dying
cells were monitored through 7AADexpressing tumors and Sezary cell lines as disease model.

Various modes of action such as complement-dependent
Dose-ranging ADCC activity of mAbs #7 and #8 against HUT78, with allo-NK
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Murine mAbs #7 and #8 (300 µg/injection, twice/week) were tested in NOD-SCID mice
engrafted with 5 106 B221 KIR3DL2 cells IV (n = 8 mice per group) Control mice were

cells were monitored through 7AAD
incorporation (lower panels)Various modes of action, such as complement-dependent

cytotoxicity (CDC) and antibody-dependent cell cytotoxicity
cells purified from healthy volunteers’ blood, at effector/target (E/T) ratio =
10/1 The activity of anti CD52 alemtuzumab is evaluated as positive control

engrafted with 5.106 B221-KIR3DL2 cells IV (n = 8 mice per group). Control mice were
treated with same doses of isotype control IgG1 Mice survival was followed for 90 days post-

incorporation (lower panels).
cytotoxicity (CDC) and antibody-dependent cell cytotoxicity
(ADCC) were found involved in their anti-tumor activity In

10/1.The activity of anti-CD52 alemtuzumab is evaluated as positive control.treated with same doses of isotype control IgG1. Mice survival was followed for 90 days post-
tumor engraftment. Differences in median survival were analyzed statistically with Log-Rank(ADCC) were found involved in their anti-tumor activity. In

parallel other anti-KIR3DL2 mAbs were also developed as
tumor engraftment. Differences in median survival were analyzed statistically with Log Rank
(Mantel Cox) test.parallel, other anti-KIR3DL2 mAbs were also developed as
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(IHC) of KIR3DL2 on tumor biopsies Perspectives(IHC) of KIR3DL2 on tumor biopsies.
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mAb candidates, an antibody-based therapy targeting and in vivo results, we have humanized 2
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(Utsch Gonçalves et al., Clin. Microbiol. Rev. 2010)
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• Four-year survival for the most aggressive subtypes 
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illustrates its remarkable homogeneity of expression.

(Adapted from Thielens et al., Curr. Op. Immunol. 2012) (Miles Prince et al., Blood 2009)
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