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Induced pluripotent stem cell-derived dendritic cell vaccine
therapy genetically modified on the ubiquitin-proteasome
system

Shiinta Tominaga ', Toshivas Qjima
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W prviouly reported that denditic cells (D) vansdeced with the full-length tumo-asocisted antigen (TAA] gene indsoad
TAAspecific cytotasdc T lymphocytes (CTs) B elicit antitumor responsed To overcome the ssee of gquantity and quality of DCs
reguired lor DC vaocine therapy, we looused on induced pluripotent stem cells iP5Cs) a8 & new tood for eb@ining DCs and reported
efficacy of IPSCs-derived DCs IFSDCs)L. However, in clinical application of iPSDC vaccine thera py, further enhancement of the
antitumor effect is necessarny. In his study, we tangeted mesomelin MSLN] 25 & potentially useful TAA, and loosed on the
ubsicguaitin-protest oime Sy 1o enhanoe antigen-predenting ability of iIPS0CL The CTLS indsced by iPSDCS Fansduoed with MSLN
gene (iPSDIs-MSUN] from healthy donors showed cytotode activity agains auolegouws hm phoblastad cells LOLs) expressing
BASLN | LOLS-BASLINE The CTILS indbuced by iPS0CS trandduoed ubig uitin-MSILN fusion gene exhibited higher oy totasdc activity against
LOLs-MASILN than the CTILs induced by iPSDCS-MSLN The curent study was designed that peripheral T-col lerance to MSLN could
be ovencame by the immunization of genetically modified iPSDEs dmultaneously ex predsing ubiguitin and MSLN, leading bo a
strong Cylodedcity Against Bamors end openosly exprecsing MSLN. Themiore, this srateqgy may be promising for dinical
application a5 an effective cancer vacodine therapy.

Game Tharapy; https-/doiorgy’ 10,1038/ 1 43.4-023-00388-x

Tominaga Ojima et al. Gene Therapy 2023
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