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F/o, CXorfA8 N REABREBENE L THERATH AN ESH IOV TREZEDH DI -HIC, BEARS
—/k) > NBR26| K V) 42 AEE L IZHLA-
A*2402# R ECXorf48 SRR 7 F R 2 AV TR EM CTL(cytotoxic T
cells)ZFEBL =, FIFER, BRRAFREICKDCTLIO—ORILICKIITERDL 2 22,
SEERFHLA-A*2402H R CXorf48% BN TF AN Y —HEZ AL Tcell
sorter COBEL Im RIS EMCTLR W mRNAZ i U, Repatore Genesistt - TL /N N 7 M &2 1T
Dl KR —VIH—CRTHRIZIARaEB LRVBHEEEFOI— VI AN ZT 2 -
ECB, CXorf48 MR Z2REMITBHEEZS NS, CTLYO—2 A, RF—ATRFH1ES,
RF—BTR2EESB S,
S%, ChSsOTHIREETFEZEAL ZCXorf48EM E NTHIRIKZ/ER L,
BVRBHERICNIZRERMZRNITEZFETHD,
We have been conducting basic research for development of immunotherapy against castration-
resistant prostate cancer using CXorf48 antigen, which we originally identified as a useful immune-
target of cancer stem cells.
In previous year, we found that expression level of CXorf48 was correlated with that of OCT4,
which is highly expressed gene in prostate cancer stem cells.
In this study, we isolated prostate cancer stem cell using EOS (Early transposon Oct4 and Sox2
enhancer) system and confirmed that CXorf48 gene was also highly expressed in these isolated
prostate cancer stem cells.
Moreover, we analyzed expression of CXorf48 in prostate cancer patients' samples by
immunohistochemisty and gene database analysis. It was suggested that this antigen was
expressed higher in cancer cells compared to non-cancer cells regardless of level of Gleason
score.
Then we promoted our research on immunogenecity of CXorf48 antigen as a therapeutic target.
We induced CXorf48-specific cytotoxic T cells (CTLs) by stimulating lymphocytes from two healthy
donors with HLA-A*2402-restricted peptides. Since we could not get CTL clones by limiting-dilution
method last year, this time we sorted antigen-specific T cells by CXorf48-specific dextramer
staining and extracted mRNA from these cells. T cell repertoire analysis with T cell receptor (TCR)
gene sequencing was conducted in Repertoire Genesis using next generation sequencer. We
could obtain one CTL clone from donor A and two CTL clones from donor B.
We are going to introduce these TCR gene into human T cells and analyze immune recognition of
these cells against prostate cancer stem cells.
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A ETIE. REEDABRENTOERERMERINLRASAICEVWT, NADOEMHIEDRREL->TVNSINABRMICH LT, &4
M EICRE LTz CXorf48 MR EZMEL - REABEDRFEBIEL-ERAEEKEIT TS,

AMEEOHEIZENT, AN AMBKICE VN THRMB~—H—TH2 OCT4 BIEF & CXorf48 BIFDRIMAMEEL TS
EERHBLI-EH . REEIXESIZ EOS(Early transposon Oct4 and Sox2 enhancer) VAT LIZEY A BELT- OCT4 B FIRFILIENA
AR 2 FICHEULTH CXorfA8 B FHAEHBRL TSI LEHREL. REGFAENLRSARHBRREEL TERATHLAREEDL
BTz, SHIT, AR B EFERIKIZHE TS CXorfA8 HIEDRBZREZEBER IV T —IRN—XBHEAVTRELIZECA,
Gleason RO7 DEIEIZEHLT . ENASBELEL THAABIZELTRMENAERIRLTLAERARDLNT-,

FEf=. CXorfa8 NEEABIZNELTERTHAINEINZIDWTHREAEEDS=0OIZ, BEANRFF—BFE) 2/ Bk 2 fl YT 4 HF
7 LTz HLA-A*2402 H3R 1% CXorf48 SRR TFRE AL THRIFEM CTL (cytotoxic T cells) #FEFE L1=, BIFEE (L. RAFFEIC
&2 CTLYAO—2 DB T TELRM o= . §EE L HLA-A*2402 H#J3R1E CXorf48 1 EMT X ARST—HZELX ALVT cell
sorter THEELI-HRFFEM CTL &Y mRNA ZilHi L. Repatore Genesis #ICTL /NP ZETofz, KRR —I T H—IT&Y
THREZAR o HELY B HEGEFOV—IIVRENEIToI=LI5, CXorf48 IRZRH THEEZONS, CTLY/A—A, K
F—ATIH 1. F—B TIL 2 EEBONT=,

SHR.INOD T HBELGFEEAL: CXorf48 45 EME T MBI E/ERIL . RIIIREMMICH T 2R EZEREERATIFTETH
%,
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We have been conducting basic research for development of immunotherapy against castration—resistant prostate cancer using
CXorf48 antigen, which we originally identified as a useful immune—target of cancer stem cells.

In previous year, we found that expression level of CXorf48 was correlated with that of OCT4, which is highly expressed gene in
prostate cancer stem cells.

In this study, we isolated prostate cancer stem cell using EOS (Early transposon Oct4 and Sox2 enhancer) system and confirmed that
CXorf48 gene was also highly expressed in these isolated prostate cancer stem cells.

Moreover, we analyzed expression of CXorf48 in prostate cancer patients’ samples by immunohistochemisty and gene database
analysis. It was suggested that this antigen was expressed higher in cancer cells compared to non—cancer cells regardless of level of
Gleason score.

Then we promoted our research on immunogenecity of CXorf48 antigen as a therapeutic target. We induced CXorf48—specific
cytotoxic T cells(CTLs) by stimulating lymphocytes from two healthy donors with HLA-A*2402-restricted peptides. Since we could
not get CTL clones by limiting—dilution method last year, this time we sorted antigen—specific T cells by CXorf48—specific dextramer
staining and extracted mRNA from these cells. T cell repertoire analysis with T cell receptor(TCR) gene sequencing was conducted in
Repertoire Genesis using next generation sequencer. We could obtain one CTL clone from donor A and two CTL clones from donor B.
We are going to introduce these TCR gene into human T cells and analyze immune recognition of these cells against prostate cancer
stem cells.
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