Beneficial outcome of combination therapy with 4-1BB mAb targeting antibody #293
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Survival increase by co-treatment with anti-4-1BB highlights anti-tumor activities of immune checkpoint antibodies

Immune checkpoint: promising results and adverse effects
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one of the main reasons for the failure of cancer immunotherapies because they induce peripheral
tolerance of tumor-specific immune responses and allow tumor growth.

alone led to mortality of 29%, 86% and 86% of tumor bearing mice, respectively,
within 2 weeks of the initiation of treatment.
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Moreover, programmed death-1 (PD-1) mediated signals was also reported as a critical inhibitory Time post engraftment o T = . Antitumor efficacy
mechanism regulating antitumor immune responses [3]. Nivolumab, a fully human mAb that blocks ot L : : : : :
the programmed death-1 (PD-1) protein showed responses lasting over 1 year In previously Median tumor volume * IQR (mm3) - E;eofoaé?[:—réﬂfz\/—llnar:Is?ﬁg?eeiﬁggaggt?sczzﬁr:;récl)-[r?isteu dm;)r:,dtggnys Zg:mﬁﬁtgépggiérigtggg:
treated metastatic melanoma patients. Combination therapy concurrently targeting PD-1, PD-L1 o — i 4 2 8 e Sy 67 dhese e, [ canEst. winem sl i esmlEinaien with Al g
and CTLA-4 immune checkpoints leads to remarkable antitumor effects [4]. D £ 5 8 3 ) . C : ’ . o .

P [4] _— — 2::;:;‘5{25&? ke > = 3 3 antibody, the increase of the mice survival observed permit to highlight an antitumor

MIP-talpha activity of anti-PD-1, anti-PD-L1 or anti-CTLA-4 antibodies. This antitumor activity was
e significant for mice treated with anti-PD-L1 antibody combined with 4-1BB targeting
RANTES antibody (optimal T/C value of 37% on D30). In group receiving 4-1BB targeting
antibody alone, a moderate antitumor efficacy was observed with an optimal T/C

value of 65% on D30.
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While these promising results have led to a great expectancy in treatments for cancer, these Anir.‘“ i
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approaches are also show adverse toxicities associated with continuous treatment. To study these 500 - v
adverse side toxicities, we chose to characterize the murine orthotopic 4T1 mammary carcinoma
model, known for his hypersensitivity reactions to monoclonal antibody (mAb) administration in
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