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Abstract BGB-A425 inhibits Tim-3 binding to PtdSer BGB-A425 induces the internalization of Tim-3
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Immunomodulatory functions of BGB-A425 were evaluated using primary immune expressing THP-1 cells were co-cultured with CFSE-labeled apoptotic Hut78 cells for 5h in the presence of anti- BGB-A425 does not induce ADCC or CDC
cells as well as cell lines. Tim-3 mAbs. The % (phagocytosis) of CFSE* THP-1/Tim-3 cells was determined by FACS. (B) Three Tim-3 807 A ADCC 1007 g CDC
Results: BGB-A425 binds to the extracellular domain of human Tim-3 with high || MAPSwere compared in their Tim-3-PtdSer binding blockade activity. 80 ® DOBME
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blocks the interactions between Tim-3 and PtdSer. In vitro, BGB-A425 significantly BGB-A425 activates primary PBMCs to release IFN Y s . S
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Besides blocking Tim-3, BGB-A425 can also induce the internalization of Tim-3 || g - E=d  RefAb-1 o ]
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Conclusions: BGB-A425 demonstrates strong immune cell activation both in £ = Fl?ured5i BSB-A425 does /th Induclf ADCr(]Z or CDC. (A) NK92th/C1E)16 c;}ellsﬂ\]/ver;e/ CO}
vitro and in vivo, supporting its clinical development for the treatment of human 0- = cultured with target HUT78/Tim-3 cells in the presence BGB-A425 for Sh. The % o
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J y Figure 3 BGB-A425 activates human PBMCs to produce IFN-y. Pre-activated PBMCs were co- Combination of PD-1 and Tim-3 Abs inhibits tumor
Table 1 Summary of SPR determined kinetic parameters and affinities of incubated with T-cell engager-positive HepG2 cells for overnight. The results shown are a _
BGB-A425 Fab to human Tim-3. representative experiment using PBMCs isolated from healthy donors. gI'OWth IN a mouse xenograft cancer model
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Note: BGB-A425 Fab was expressed from HEK293G cells using BeiGene’s Fab expression constructs. P £ Ch425, 5 mg/kg (n=3)
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Ab Conc. Log10 (ug/ml) Figure 6 BGB-A425 synergizes with PD-1 Ab BGB-A317 to inhibit tumor growth in a
Ab Conc. Log10 (pg/ml) xenograft mouse model. Cyclophosphamide-pre-conditioned NOD/SCID mice were co-
Figure 1 Tim-3 binding analysis by FACS. (A) Tim-3-expressing NK-cell line NK92MI/Tim-3 | implanted with PBMCs and A431 tumor cells in Matrigel s.c.. Four days later, tumor-bearing
was stained with anti-Tim-3 mAbs (BGB-A425, Ref Ab-1 and Ref Ab-2). MFI: mean fluorescence Figure 4 BGB-A425 synergizes with BGB-A317 in MLR. Mitomycin-C-pretreated "stimulator PBMCs" mice were treated with either vehicle (PBS) or mAbs (QW) i.p.. Tumor size was monitored
intensity. Ref Ab-1: ABTIM-3-Hum11 from patent # US20150218274 Al; Ref Ab-2: lead Ab from were co-cultured with "responder PBMCs" in the presence of BGB-A425 or BGB-A425 plus an anti-PD-1 wwice a week
patent # WO20161612/70 Al. (B) BGB-A425 binds to monkey Tim-3 as shown in FACS. Ab BGB-A317 (50 ng/ml) for 4 days. |




