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The aim of this phase 1 trial was to evaluate the tolerance and efficacy of IPH4102, a monoclonal antibody targeting KIR3DL2, expressed on cutaneous T cell lymphoma. IPH4102
selectively depletes tumor cells through antibody-dependent cell-cytotoxicity and -phagocytosis.

Thirty-five (35) Sézary Syndrome (SS) patients having failed =2 prior systemic therapies (ixt) were included. IPH4102 was administered IV 4 times QW, then10 times Q2W then Q4W.
KIR3DL2* cells were monitored in skin and blood by immunohistochemistry (IHC) and flow cytometry. Molecular Residual Disease (MRD) was measured by deep sequencing of the clonal
TCR.

No dose limiting toxicity was identified and the maximum tolerated dose was not reached. 42.9% patients experienced confirmed global response. Median duration of response and
progression free survival were 13.8 and 11.7 months. IPH4102 induced drastic elimination of KIR3DL2* aberrant cells in skin and blood. Decrease of KIR3DL2-expressing tumor cells in IHC
after 4 weeks of treatment predicted clinical response 9 weeks later. MRD results confirmed the significant disappearance of the tumor clones in skin and blood.

In conclusion, this study shows a favorable safety profile and clinical activity of IPH4102 in relapsed/refractory SS. Based on these results, the FDA granted IPH4102 Fast Track designation
for the treatment of relapsed/refractory SS. A phase 2 study is currently enrolling, to confirm the clinical activity in SS and to evaluate the potential of IPH4102 in other T-cell malignancies.
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* LCT: large cell transformation based on central testing on frozen tissue.

dose-escalation part A One patient had a protocol violation, treated with only one prior line of systemic therapy.
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Only 3 patients (9%) stopped treatment for an AE.
Four patients developed 5 possibly related grade = 3 AEs: grade 5 hepatitis (n=1)**,
grade 4 sepsis (n=1), grade 3 lymphopenia (n=3), grade 3 hypotension (n=1).

Representative example:
77-year-old woman, received 6 prior lines of systemic txt incl.

* According to investlgator assessment bexarotene, IFN-a, HDAC-inhibitor and mogamulizumab.
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. (Starting dose : 0.05 mg/kg).
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Conclusions

IPH4102 is safe and well tolerated in heavily pretreated relapsed/refractory SS. IPH4102 shows impressive clinical activity, demonstrated by high and durable
response rate and long PFS. IPH4102 substantially improved QOL even in patients with stable disease. Exploratory biomarker analyses show relevant
pharmacodynamics effects of IPH4102 in skin and in blood.

Based on these results, the FDA granted IPH4102 Fast Track designation for the treatment of relapsed/refractory SS. IPH4102 is now being evaluated

further in an international multi-cohort phase 2 study, TELLOMAK (NCT03902184), in patients with various relapsed/refractory T-Cell Lymphomas.
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