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Abstract
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EFIRRZAVEDOF U RISOTTEGEEE,
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(RERE)TRIM28O KIB T TRATOVOIF U DEHICKY),

A5 OTHIEMCEER FABRIEZZ T TV AEEA DV,

DCICRBTHIREMILICH TR EERHNRZREEC 2 AN H D, FRNICE,
TRIM28ZPHE IR LEaWMERL, KRV IF U EOREREICOBT S,

Tumor cells express mutated antigens that are recognized by T cells. Therefore, combination of
cancer vaccination with immune checkpoint blockade (i.e. anti PD-1 therapy) will provide
attaractive strategy to synergistically enhance cancer immune response. We found that dendritic
cells (DC) that lack TRIM28, a heterochromatin organization factor show enhanced T cell priming.
Conditional knockout mice lacking TRIM28 specifically on DC (DCKO ; hereafter) showed
enhanced T cell reaction and antibody response against model antigens. DCKO also showed
enhanced autoimmune encephalomyelitis reactions, due to efficient T cell priming by DCs. An RNA
seq revealed that DCKO show higher basal level activation of DCs, corelated with upregulation of
interferon stimulated genes. Now we are working on the mechanism by which lack of TRIM28
enhance T cell -mediated immune reaction. The current study show important function of TRIM28
in adaptive immune response.
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Development of a novel cancer immunotherapy targeting a gene silencing factor

1. BIEERREREOMUE

(B8Y) T U/ (TH) (X, AAMBEARHETIEERRZIEECERBLTHET S51=0 . COMEZEETENENRMAN
ABREBEEBYR D EERELHIAZBU TS PD-1 AEEE(T. NABRENLSTHIROBERIREZHERT 2O THS=0. 2
CICAABENEGTHRZ D FUICE > THBICEOTIENHEN T, HEMLD RIS EF TZS, HEE L EBUOTHRZEEE
e ORHKMAL (DC) IZB LT, YO FUHIHEFTHS TRIM28 #REBIEIE. THIEAD TSAIU T HEE LT . SRR
HREEFETELLER B L, AFETIE, TRIM28 [Z&BDCOHFI#H%IELEAEHTL. TRIM28 RIETTHRIRT S T HDEMHL
RF£2RETHEFBECTRRIRTREZ (T-THEZECEEESE I ADXLERFTLTNS,

(HiELHER)TRIM28 % DC HHEMIZRIET EHT™H X (TRIM28 lox CD11cCRE: DCKO)EHRIZHEH L. D RITEZ 4T LT-, DCKO
THORF.EBIZEBL ALHALGRINBEZRIGHNSI=EDD . in vitro TO T HAEEILEEDTTE . ETIILIREZRBWVEDOFY
RIEDTE BIEREE. FS—THRERO TSI T) ERUIzo ANLISA— T HIBASMMEEERIZEWNTIE, Th17 BOTHAZ S ELGEE
L.ThH7 AT EEZAON TN AECREENERAETILIZBVLWTHLHREDEILERL, FSURIYT R —LRBIFTIZE
UJ.DCKO Tl. EEREICENT, SESFELBEFIRIEEL., FICEFHILEAA—TzOVFEHOBEFHALFELTS
ZENBALMNE ST RE. COERFERTTHS,

(#558)TRIM28 D RIB T TIEIATOVOITFUDRBHIZEKY A DOTHEE LB ERFARRIMNGIZZIT TS REEAHY .

DCIZ&2 THIREEMHILICHTAEELMREEZR B E2RREMENH D FFEMIZ(L, TRIM28 ZHETHILEWMEIFL. RERTHF
VEDRREIZDORIFS,

2. MERRAEEOME R

Tumor cells express mutated antigens that are recognized by T cells. Therefore, combination of cancer vaccination with immune
checkpoint blockade (i.e. anti PD—1 therapy) will provide attaractive strategy to synergistically enhance cancer immune response. We
found that dendritic cells (DC) that lack TRIM28, a heterochromatin organization factor show enhanced T cell priming. Conditional
knockout mice lacking TRIM28 specifically on DG (DCKO; hereafter) showed enhanced T cell reaction and antibody response against
model antigens. DCKO also showed enhanced autoimmune encephalomyelitis reactions, due to efficient T cell priming by DCs. An
RNA-seq revealed that DCKO show higher basal level activation of DCs, corelated with upregulation of interferon stimulated genes.
Now we are working on the mechanism by which lack of TRIM28 enhance T cell -mediated immune reaction. The current study show
important function of TRIM28 in adaptive immune response.
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