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Abstract

Bk, ChETICHBANARERIRTHSCXorf48
AMEHNFEHARICERRIZCCZASHICL, ZRRICHKT DHLA-A24:02 HRMETE h—
T7ZEEL Iz, AMEEBTFRENABIOCRILEBEENMERIRNIAZECHEH AN AMR
CEBRBRLTVREABREATVSRY, BASE/ JO0—FIRENFEETERI AR
ERETORNVERBRHRSFELEV, TIT, KFRTE. CXorf48
PFICRNTRIE/VO—FIHMEZERTHHIC. KBE (BL21) ZAWLWTCXorf48 VI E
FTUREUNVEQOERBIOBRET > Ioo RERFCEELLEEOOR NI OBRICEK
WLikd, SEESICABERET2ELTE/ VO—FIRBERZTIXEN B,

TSI, ARRCHENCT HRZFKREGFEEALLEENTHROERZT > L. B2HT
TICAEL IZCXorf48% ENTHRZBZEELFOSIE5ND 12ZpMI GLMNAJAMIILARI Z—
(CHE &K, WlﬁTiﬁHH’@%?&ﬁk%iﬁ’iﬁz< ENTHEKRCEGFEALL, B5hIELFR
ZTHRONFRBES RCHARESEFMZRFTL &S, CXorfd8RT F I\‘Ebui J=HLA-A24
%ﬁMRAmmﬁEw%bFLE##bb? CXorf48Z HE Y 2 N A HRIHK D FBFMABE RS o 1=
oéﬁu\WX%A%%T&hﬁﬁ@#ﬁ%ﬁ;&tﬁéﬁ#tf‘Eﬁ%&ETﬁﬁwmﬁ
ZERNTIVEN D, BH. BAFIEHIE, THROEEZEEEE MREHD EHES
nTHY, BEFRETHROEHZRHESEIMREBFTED,

ESIC, TCROT I /BEIO—HBEZEELTCRENMFEEESHOFEMMEE LIFSDZ & T, CXorf4a8
ERRAAMEE R ?&Tééé‘«p ICBBOTREVAEEZATVS,
AHREORRZE EIL, BENFAICBVTHRD2 FENZAVED
DREXZERELTLE 7::\,\

We have proved that novel cancer-testis antigen, CXorf48 is highly expressed in leukemic stem
cells of chronic myeloid leukemia and identified HLA-A*24:02-restricted epitope derived from this
antigen. This gene is also expressed in intractable cancers, including pancreatic cancer or
castration-resistant prostate cancer. However, there exists no monoclonal antibody which can
detect expression of this antigen in patient samples. Therefore, we tried to generate anti-CXorf48
antibody. We had made recombinant proteins using E.coli (BL21) and purified them. We are going
to immunize mice after obtaining enough amount of the protein. Moreover, we could generate
human T cell line transduced with antigen-specific T cell receptor (TCR) gene using retroviral
vector. The gene-modified T cells recognized CIR-A24 cells pulsed with epitope peptide, althogh
the recognition was weak against cancer cells expressing the antigen. Therefore, up-regulation of
antigen expression by demethylating agents would be necessary, since demethylating agent is
also reported to reverse T cell exaustion. The altelation of amino acids in TCR would be another
option to enhance T cell recognition against cancer cells with low antigen expression. We will
continue to develop novel diagnostic system and immunotherapy using this target.
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Development of diagnosis and immunotherapy for intractable cancers

1. HIREBRFROBE

ERIE. CNETICHRNABRERETH S CXorf48 NEMFHMBICESRE TS5 EEBAOMNIIL. KRICHEKT S HLA-
Ax24:02 IR IEF—TZREL-. AMBEEFIENABLVURILEVEEBERERIIBEAAZTESOHANAMBICEE R
BHLTWAIENERIN TSN, ERAGE/V0—F AN EEE TR AAEERECTOIV/NVERBERERAEELYE
L 2T, AL TIE. CXorf48 R FITR T HE/IA—F LIRS T B1=HI2. KEFE (BL21)FFALVT CXorf48 JavEF>k
BUNIBDEBBLURBRET o=, FHBRFFIZEEL-LODA NI DBERIZIZEB LD, SESSICKEARETo-L
TE/VA—F LK ERETSDEN DS,

SHIZ. AMBRICEENG T SRR EGFEEALEENTHBEOERE1To=, ZANT TIZRELT= CXorf48 ﬁia’a T #RE
SZREEGEFDIED1DEpMIGL OIS IILARGA—ZH A2 . ARMETHEZEARERREXEFTHEBERISEGETFEAL
= BN - EBEFRETHROMARBRES IUVHBREEEMERITLI-ETA, CXorfd8 RTFREMZ 1= HLA-A24 [51% C1R-
A24 HERAZE L= ICE DS T, CXorfa8 ZHIRT HHA IR D EREAE (XBE Mo, FRIX. BRAFIVIEFITHAMEDIRER
RREF LRS- LT EETFRETHRORHEZERAIIVELH D BE. WAFILILEX. T HEOKEZRESES
MREHEHEHREINTHY ., BEFURE THEADFHLIFGIE IR FTES,

EIBIZ, TCR DT I/EEERIID—EREEEL TCR LRESADIHRMMEE LITHIET, CXorf48 ERIEMNAMIELEHBTESLSIC
BBDTIEHELAEEZTINVS,

AREORREZLEC, AN AVIZBWTHRS FENERAN S ES LU AL REAREIDRREEHIELTLELY,

2. MERRAEEOME (GER)

We have proved that novel cancer—testis antigen, CXorf48 is highly expressed in leukemic stem cells of chronic myeloid leukemia and
identified HLA-A%*24:02-restricted epitope derived from this antigen. This gene is also expressed in intractable cancers, including
pancreatic cancer or castration—resistant prostate cancer. However, there exists no monoclonal antibody which can detect
expression of this antigen in patient samples. Therefore, we tried to generate anti—CXorf48 antibody. We had made recombinant
proteins using E.coli (BL21) and purified them. We are going to immunize mice after obtaining enough amount of the protein. Moreover,
we could generate human T cell line transduced with antigen—specific T cell receptor (TCR) gene using retroviral vector. The gene—
modified T cells recognized CIR-A24 cells pulsed with epitope peptide, althogh the recognition was weak against cancer cells
expressing the antigen. Therefore, up—regulation of antigen expression by demethylating agents would be necessary, since
demethylating agent is also reported to reverse T cell exaustion. The altelation of amino acids in TCR would be another option to
enhance T cell recognition against cancer cells with low antigen expression. We will continue to develop novel diagnostic system and
immunotherapy using this target.
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