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Abstract

EBEMMRIIREICN T REREE L CEFHLIETY ROV ZERHES T+ I)LBEERI(Androg
en Receptor Pathway inhibitor; ARP)A" BB L 124", BEOFENERLTVREVSBEREEKR
THRIEKRLORENF BERY) B2, THEERFEHBPBEAND N A ( treatment-emergent
Neuroendocrine Prostate Cancer: tNEPC ) D HHIRT&H %, tNEPCIEBIVIRAADTRRKDT > XY
RXFADNZ—XELTHRLEBEICEZ>TETVWS, FFRTIR. NEPCEEDMARBRESR
MRCTC)O> T EILETE, EBTA
CHBT2ZENEGCFREBNICLZFRHMEGTFO IR HREREREHEN TS LT, NE
PCOFFAREBOMUZEMNEL 2. AMATRENEPCEEDETEPRBMIIN>TCTCE
BURL ., CTCO YT IINEILEMEREEL 2. 2T )LEILRNA CNVERIE EThEThE—{HIC
EENDHWEmMRNAXDNAY S, EEMNBZRNAS — I T A ECNVEENT Z ATREIC U - EHI & 5
RFETHZ, ZHICHALTREINZEITHIEERE, YOMUEZETZIEEFOCTCORANIC
BHSAICHIRMEICEETZEDBTEDVTAR—2Z2REL Iz, &M OZENIESEFRBEBT
JATLAZAVTITHZBN T2 OO FRMREL T, ELBREHORBZREITL 2. B8
ORFREPHEIEBICKY), BREIRHICEERDL, SIEHRESBEF L OZHNETFR
BB AT LAOREBERBEESRG CBITRGORTZED S,

Androgen Receptor Pathway inhibitor (ARPI) has recently emerged as a treatment for cast-
resistant prostate cancer, highlighting clinical challenges that conflict with the benefits of prolonged
patient prognosis. It became. It is the emergence of treatment-emergent neuroendocrine Prostate
Cancer (tNEPC). tNEPC has become a clinical problem as the largest unmet medical need for
prostate cancer. In this study, a new treatment for NEPC is performed by integrating single-cell
analysis of blood circulation tumor cells (CTC) in NEPC patients and his three-dimensional map
information of activated genes by spatial gene expression analysis in tissue sections. The purpose
was to establish a strategy. In this study, we collected CTCs along the progression and timeline of
NEPC patients and performed a CTC single-cell analysis. Single-cell RNA and CNV analysis is an
epoch-making research method that enables quantitative RNA sequencing and CNV analysis from
trace mMRNAs and DNA contained in a single cell, respectively. We found clusters in the CTCs of
the drug-sensitive patient group and the initial resistance patient group that could be clearly
distinguished as related to the initial resistance. Using the latest spatial gene expression analysis
system, we examined the optimal time of enzyme activity as a preliminary study to analyze ITH.
There was a difference in enzyme activity depending on the storage condition of the tissue and the
collected tissue. We will continue to study the optimal fixation conditions and analysis conditions
for the spatial gene expression analysis system for each case.
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Establishing a new therapeutic strategy that integrates a spatial gene expression analysis system for refractory prostate cancer

1. HIREBRFROBE

R ERINIREICH T 2ABRELLCGEEFEICTUORAS U2 RAERT S FIILBAES|(Androgen Receptor Pathway inhibitor;
ARPDMEZIZLI-M, BEDFEIAERLTVWDEVNSEEEMBR T IR LDRENZEZRY o= TNITABEFERHEZEANS
AV AU (treatment—emergent Neuroendocrine Prostate Cancer: tNEPC) D IR T3H B, tNEPC [XRIIZIENADBRKD T AYRAT 4
HIL=Z—XELTERLEBBIZES>TETVS, AFETIE.NEPC EFDMAFBRESHBCTCINDI VY IILEILEITE. s
IZHITDEMMEEFREARITICKDFHLERF O 3 R HIEREMRSHENT T HIE T, NEPC OFFAERBROEILIFZEMN
ELT=, ABZE TlE NEPC EE DH#EITE ORREEIZ/A>T CTC # [EUIL. CTC U LIV ERERELz, > J L1/l RNA,
CNV BT IFZN TN E—HEIZEENSME mRNA 15 DNA 5, EEMA RNA O—H IR & CNV BEHfTEaEEIC Lz E#A M7
MEFETHD. FEFIHLTERZEZETIEEFHE, VETEEZETIEEZFHFO CTC DEMNTEHSHZHETHEICEEET 5&
PANTEZYSRI—ERE Lz, RFIOEHEGFREBIT U ATLEZHAWT ITH 28T 50D FHEMEEL T, EHE
FEMEOREERITL -, BB ORFRECEIEBICKY . BREHICEZRD SISKESREFNCLOEMMNERFRIR
B RT LDORELEEEGEBTEHDORTZEEDD,

2. WRERREEBEOWE (FER)

Androgen Receptor Pathway inhibitor (ARPI) has recently emerged as a treatment for cast-resistant prostate cancer, highlighting
clinical challenges that conflict with the benefits of prolonged patient prognosis. It became. It is the emergence of treatment—
emergent neuroendocrine Prostate Cancer (tNEPC). tNEPC has become a clinical problem as the largest unmet medical need for
prostate cancer. In this study, a new treatment for NEPC is performed by integrating single—cell analysis of blood circulation tumor
cells (CTC) in NEPC patients and his three—dimensional map information of activated genes by spatial gene expression analysis in
tissue sections. The purpose was to establish a strategy. In this study, we collected CTCs along the progression and timeline of
NEPC patients and performed a CTC single—cell analysis. Single—cell RNA and CNV analysis is an epoch—making research method
that enables quantitative RNA sequencing and CNV analysis from trace mRNAs and DNA contained in a single cell, respectively. We
found clusters in the CTCs of the drug—sensitive patient group and the initial resistance patient group that could be clearly
distinguished as related to the initial resistance. Using the latest spatial gene expression analysis system, we examined the optimal
time of enzyme activity as a preliminary study to analyze ITH. There was a difference in enzyme activity depending on the storage
condition of the tissue and the collected tissue. We will continue to study the optimal fixation conditions and analysis conditions for
the spatial gene expression analysis system for each case.
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