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NK cells combined with Trastuzumab against HER2-positive human gastric cancer cell line NCI-N87 in hiL-2 Tg NOG mice (hIL-2-
NOG mice; Central Institute for Experimental Animals). In this experiment, we used purified NK cells to reduce GVHD risk caused
by human CD3+ cells including in the expanded cells. As a result, the combination of the NK cells and Trastuzumab dramatically
enhanced the antitumor activity compared with each treatment alone. The chimerism of human NK cells in mouse peripheral * FCM analysis (blood)
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blood was observed during the observation period without any GVHD symptoms and functional NK-cell surface markers such as Ant—i_tumor EﬁECt Of Combinaﬁon therapy Wlth ex ViVO * Immunohistochemistry

CD16 and NKG2D also expressed in human NK cells. Furthermore, human NK cells were observed into tumor tissue even in 3

months after administration. Overall, we have established a robust NK-cell expansion system and the expanded cells showed expandEd human NK CEIIS and TraStuzumab in hIL-Z Tg NOG mice

strong antitumor activity in a xenogenic mouse model. It is considered that our expansion system could be used for chimeric an-
tigen receptor (CAR)-NK cell processing or pluripotent stem cell derived NK-cell manufacture for future application.
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No significant differences in weight loss were ob- The moderate effects were observed in monotherapies.

PrOCEdure for NK-CE” expanSion served among the groups. NK-cell treatments with Trastuzumab significantly reduced tumor volume

and led to complete tumor regression in 2 out of 4 animals.
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