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EREWIT, FZERMBESEOAETR S D Twist2-Cre: CAG-tdTomato <7 A (LLF
Twist2-tdT < 7 A) 2 LTz, BRAK Bvist2-tdT ~ 7 A DA ERELIAD & HFEY) 2 /ER
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R U—P—BMEI(CLSM) & B FHMENC L W 8I52 L7z, PZ2 TiX CLSM 1281} 5%
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DIEBRILD T % v /8—IZv T A% N, BRI & LTOFT BEIEHBET
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&, 37 m 7Y 72X BUERO PNN OBREAR2A, PTSD Dl & L TR
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HBEENTWDH, RHREBE, £ 2 TAFETIE, #HED PV =a2—1u S0
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INETHEBERALNIL TS, UFB LIEEREEEN L OMAELEICL B,
BBB A — 7=/ O E BHELT, ABF7%E EH LTz,
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T, JABS57.5kHz, HREE 392.5mW/em?, 1 BPRIX 10 [E] (TR 2 #) Ok o
BEWRRZ1T o7z, 4 FHBREE LRICERL, ERETOMA T A 22 /ER L
IVIS (2 THOEIRE & ]5E L7z,
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RS 21T - 7B 4.32 X 10% Photon/sec M 2.18 fFIZHIR & iz,
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fifit von Frey ¥:% Ve, Bifb/kREEE % 40ppm IZ[EE L, HEH2 6 1 B 4 W,
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v he—VRBECI, i 7 B B OERBMEIME T L, 21 B B CROLIEEE AL,
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B U CHRICERBIEAS Y L e, AT, MARETIEI Zn 7Y 78 LT
BV, 2707 7EMMEOMBHRED 1oL E X, Thbb, FLARRAIZ
0. MRRBEHED 7 0 7Y T OEELEZ S L. GABA OG- RERE & L
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MRS OBERER D3PS LTV 2 AIREMED RIR SN TN D —J5 T, Z ORIBOFEMITAR
HTH D, AT, B LBEBOPRO—DOTHHMEEDOAY I7 v RadA b
W B L, BSAFIEEIC X DITEHEZR & O &N L, ERTE, &L
EREHITH DA B R LFH— b (100 mgkg, W 3 [E, #9[E) % C57BL/6) Z#id
ARG L, TET VA VBTN AR LTz, TET VA VEFASY
A THL, A—7 v 7 4=V FRRICET 5 POBEIRMTER O &M & . MR
HRBRICBIT 24— 7 — AMHER OIER 25388 b v, REHEEATEIZS M LT
Wz, SRR L SERORENT X, WEB DAY S50 Rt MRIBERMING & Ay =
F v Ra¥A NOSMEERED LT\, £z, BB 5 I VEES 70
BETFRBALVSUBET LTV, RIZ, AV 570 Fado hogbzgtEs s 2
LAFE SN TS Y LY AF 7= /UiE (10mgkg, M5 H, 3F16[E) 24 €71
AVETNTYACEE LIl A, REZMETHARD L, WEOAY) 357 ko
YA eI Y VEESTFORGTFREALAAP EH Lz, ZhbofRIZ, ¥£7
VA VIR OA Y 27 Fadh A FOBERLBEE LTRY, 4 I57 v ke
PA N ORPIC &> THET B AHEERH S = L 2R LTV 5,
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7 MR RIT. BB ELE D BB ORI R ER L ENEETHY ., *
DRIEITIT, BFO/SY THEOE TR A ML AR ERED> TS, B
DRI LT, 7 FE—HEEHROBABE L RLPMI 2R EDRX MR
JEREBRZTNAZENRENT L KHEOEIGRENZ L A#ESITND, KB
TRAIE, TR MaFUACEAR FVRABRIERR S D Z EBRBENTNDH, 20
AH = X BDFEMBZH3> TN EIZHER L, EBRTIL, C5TBL/6I Tf A A
Y URICAFY Y u B RA L, BMMERERET VYU AR L, Mk X
haFUERECTH LR ba s DR b L ABRIERORFHCE Y AT, B
W, BEOHRA M LA (1[E 6 R, 8 2-3 [, 39 E) ZAR Lt~ YA T,
5 ORATEIC AR LRI TEN 2 EARBD bW & ZRER LTz, I, [FFkDO R LR
ERBERET N~ URCAR LTc L 25, 9 ORITE) & REEATRIOBMAAD bh
Tl ehb, RRRICE DA PLAEHMEET LV E Lz, R L RAEAR LIZEER
ETNVTYRIZ, F=RTA ve—B—EEERE L ZA, ZRHDR P LR
BATEIORAD LTz, BN~ b v 7 R RRER BERE T O R L~V
BERETNYATERLTOER, F=XT7A v OBREIZE o TET Lz, A8F
ROFRIL, 7 FE—HERERICED X b U RABEFEMERS, F=RT A ko TR
SNHWEMERLEBDTH S,
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NP AF LR RAF LT B Z & T DNA G E DA = =—F— L LTHRET
%, Fio, Twist 70E—F —{ALO B R k2 H3K36 DY A F /UL (H3K36me2) i
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HUFLHE T D NSD2 FELKR O R k> H3K36 D P A F /At % s LA L
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TPEERESMERL 15 FEB, AL 15 EBID T 7 ¢ EEARERREE L, —WRbifke L
THik h NSD2#ifk, Hit kR b H3K36me2 Hifk, “WkHifkE: LT HRP Bkt
W Wz, ZORER, WY 7 FMTIERE SO LTS CHEIC ES L, &
12 A b H3K36me2 (3 AFHINERE LB DK F Iz ffo THREIC LR35 L3tz Wi
T NRENERICHBET S Z EBHL MR o1, LA EORERIZ, NSD2 #E L&
WZfES B R by H3K36 DY A F/ALTTHEDS HHINRRE D BMALICB 535 = & &R
L7,

S4-2 Association of intratumor fibrosis in advanced colon cancer and tumor
aggressiveness

ONazigul Zhumagazhiyeva!, Maiko Tabuchi !, Ayako Mine 2, Yasuhiko Nakao 2, Yasuaki
Shibata!, Yuko Akazawa'

1.Department of Histology and Cell Biology Nagasaki University Graduate School of
Background: Fibrosis is a key histopathological feature in advanced colon adenocarcinoma,
yet its role in prognosis is not well understood. This study used an Al-based fibrosis analysis
to assess its potential in predicting lymph node metastasis (LN) and recurrence after
chemotherapy. Methods: Thirty-nine patients with advanced-stage T3 colon adenocarcinoma
who underwent surgery were included after propensity score matching. The FibroNest system
quantified collagen content in Azan-Mallory-stained tumor tissues. Results: LN-positive
(LN+) patients had significantly higher total collagen (p = 0.0456), assembled collagen (p =
0.0476), and fine collagen (p = 0.0432) compared to LN-negative (LN-) patients. Collagen
content (p = 0.0457) and assembled fibers (p = 0.0352) were also significantly higher in
patients with recurrence, though fine collagen showed no significant difference. With a cutoff
score of 6.43 of the assembled collagen, the model had 100% specificity and 71.4%
sensitivity for distinguishing recurrence (AUC = 0.84).Conclusions: Automated fibrosis
analysis could be a useful tool for predicting metastasis and recurrence in colon cancer

patients.

S4-3  mummpemms e o BREICIARTE 5 3 RTHEE - 18
SVSFENET 7 ) A VA DBR%E

OfHERE ik, WEJIEE MHERLKEF  HA23S6 phf Mi—1288)11 RIF2, =3
ARAE EETUNME E—RRLIAS
1 BRERFRFRERFREMER Bz TIE0 - BAEES2 BREKFERERE
WEERATIRR BHAR3 BRBERERERERERAIER  EHoiamms
Wt v & — 4 BREBRFRFESERFRATIER MR - BIUNERERRE R v
% —.5 BV R E A A6 IR Rkt BRRNERBER Y & —
BRI ISR RIBTER R WD FRR R TH 5, BN RAIC T A LA
HIAH - BT DIBEVARRIE Y A VR (OV) IXEI#IR e FIAIRIE L Wi S h D b,
FARIEIR R~ OIS FHIEEA TO RV, Fx XZHTHMEHEET T ) oA VR
(m-CRA) fERUEAMTZAMABFE L, P34 €U BUSH m-CRA (Survm-CRA) Z Al
L. BUEIZEM RIS~ RH&R % B8 L7z SMiak IR - 55 1 AR IR AT 3808 4 52
P T b, AE, (€ FuE—F—T ElIA ZFEHE L, £% EI1B (E1B
A55K) % CMV 7uE—% —THEHET2 2 A8 Surv.m-CRA(CMVpr)
L, &HIZ EIBASSK # CEA Fue—¥ —CREGMEHTD 3 KFm&ERL
Surv.m-CRA (CEApr)Z{EH L, HlhRAE L7z, In vitro F28k T, Surv.m-CRA-1(CEApr)
% CEA [ B AL 1% Survm-CRA (CMVpr) & [AI% DA RS R % RT—F T\
—EDEHHKI~D Survm-CRA (CMVpr) OIREEREE b EINHMH Uiz, FRbR
< U AT TORFEERTIL, M Survm-CRA & b [R5 DOIBRSIER EFYMER)
ER LT, OV ORHFERN TR 2MRE~OBRISH IR TIE, 3 K-l
Surv.m-CRA-1 DSEHHI R TGI8 5 L i S v,

S4-4 Hepatic lipid overload accelerates hepatocyte proliferation via the
SphK 1/S1PR2 pathway in MCD-diet mouse partial hepatectomy
OBaljinnyam Lkham-Erdene!, Toshiki Kubota!2, Takumi Ishizuka!, Kengo Kai'-3, Kazuhiro
Higuchi!?, Kham Mo Aung!, Jargal-Erdene Batmunkh!, Yoshitaka Hishikawa!
IDepartment of Anatomy, Histochemistry and Cell Biology, Faculty of Medicine, University
of Miyazaki, Japan 2Department of Oral and Maxillofacial Surgery, Faculty of Medicine,
University of Miyazaki, Japan 3Department of Surgery, Faculty of Medicine, University of
Miyazaki, Japan
Metabolic dysfunction-associated steatotic liver disease (MASLD) is formerly known as
non-alcoholic fatty liver disease, and is becoming a major health problem worldwide. Liver
regeneration is regulated by extraordinary complex process, involving numerous factors under
both physiologic and pathologic conditions. Sphingosine-1-phosphate (S1P), a bioactive
pro-survival product of sphingolipids synthesized by sphingosine kinase 1 (SphK1), plays an
important role in liver func tion through S1P receptors (S1PRs)-expressing cells. In this study,
we investigated the effect of lipid overload on hepatocyte proliferation in a mouse hepatic
steatosis model induced by feeding a methionine- and choline-deficient (MCD) diet. After
50% partial hepatectomy (PHx), liver tissues were sampled at various timepoints and then
analyzed by immunohistochemistry, oil Red-O staining, quantitative-polymerase chain
reaction (QPCR), and flow cytometry. In mice fed the MCD—diet, significantly exacerbated
hepatic steatosis and 1 d liver ion were observed. After PHx, hepatocyte
proliferation peaked at 48 and 36 hr in the liver of chow— and MCD-diet fed mice,
respectively. The levels of fatty acids, cholesterol and triglycerides were significantly elevated
in both liver and serum of MCD-diet fed mice at all timepoints. Expression of SphKI mRNA
was upregulated in the liver of MCD—diet fed mice compared with chow—diet fed mice,
particularly significant differences observed at 12, 24, 36 and 72 hr. By contrast, increased
expression of SIPR2 was observed in hepatic neutrophils and macrophages of MCD—diet fed
mice. Flow cytometry and qPCR experiments demonstrated that levels of HGF and FGF2
released by neutrophils and macrophages were significantly higher in MCD—diet fed mice at
0, 6, and 12 hr after PHx. In conclusion, hepatic lipid overload recruits Kupffer cells and
neutrophils that release HGF and FGF2 via SphK1/S1PR2 activation to accelerate hepatocyte
proliferation.
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P-2 Analysis of G-quadruplex DNA structures during mouse

spermatogenesis
OKham Mo Aung!, Takumi Ishizuka!, Baljinnyam Lkham-Erdene!, Toshiki Kubota!?, Kengo
Kail3, Yoshitaka Hishikawa! !Department of Anatomy, Histochemistry and Cell Biology,
Faculty of Medicine, University of Miyazaki, Japan 2Department of Oral and Maxillofacial
Surgery, Faculty of Medicine, University of Miyazaki, Japan 3Department of Surgery, Faculty
of Medicine, University of Miyazaki, Japan
The genetic information within a cell is mainly carried in the form of DNA, which can form
various conformations including G-quadruplexes (G4). G4 DNA plays a crucial role in
several biological processes such as replication, transcription, and epigenetic regulation, and
also associated with cancer development, making it as a potential target for therapeutic
interventions. However, their biological functions remain largely unexplored. This study
investigated G4 expression during spermatogenesis. Testes from 8-week-old male C57BL/6J
mice were extracted and analyzed by using immunohistochemistry with a G4 specific
antibody. We assessed the colocalization of G4 with epigenetic markers through double
immunofluorescence staining. In vivo experiment, pyridostatin (PDS), a G4 stabilizer was
administered via osmotic pump at doses of 0.05, 0.1, and 0.5 mg/day for 6 weeks. Testicular
samples were collected and examined by histologically and TUNEL. G4 expression was
observed at stage XI of spermatogenesis. We observed the colocalization of G4 with
H3K79me2, H3K79me3, H4ac and BRDT (bromodomain testis-specific protein), but not with
transitional protein (TNP) and protamine (PRM). Histological examination revealed abnormal
sperm cells in some seminiferous tubules, along with a significant increase in
TUNEL-positive cells in mice receiving pyridostatin. We conclude that G4 plays an important
role in chromatin remodeling prior to interaction with TNP and, pyridostatin interrupts
spermiogenesis during step 9-11 by stabilizing G4.
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