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ZA ~v (title) : KIBDAITKT 2B AEHIHLN AL F%E# 1L Combined anti-cancer
chemoimmunotherapy against colon cancer

J6££4E (presenters) : AiHif&(= Takahito Taniura

pTE (affiliation) : BRKZEZEE ML - REIF

Department of Digestive and General Surgery

A—/)L 7 KL A (address) : taniura@med.shimane-u.ac.jp

fb4% (abstract)

> 2 FEDHLD AL FHRAERNTE R R BRI N R 72T Tl <. BB AL EOHUR AR
ZIRTE - BT 2 2 EDNHBILTWD, AEl, v 7 A CT26 KIGs A% B MM L 72 [R5/ IE
BET N ANT, BIR TRIGD AT DEEER L RER & L THEH S Tws 5-FU
& L-OHP Z Of H#& 5 L 72356 OHIN A IZIS BT KIE T8, £/, SREIE T (Treg) Ml
Z 95 2 L E BTV D HID AL FRIEA cyclophosphamide (CP) & 3 Az L
Te55 6 ORI R WGE LTz #2340 10 B B & 18 B BIZHID AAI & & G- L 72356 5-FU/L-
OHP2 FIPFH £ 7215 CP A DRt & bhlk L, 3 FI & OFH L7 BECTHE R CT26 OHEFFHAMNS]
Blets i, O~ T ATCT6 BEiRfE LIz, L, X— R U ATIHZDO XS 220f
RN R A RD 22D Ty EAEIHID AALF 5P E T CT26 2816 L 72~ 7 A Tl CT26 D
FHERR IO U CRIESE N FE S, 7o, Mflas 6 CT26 Fritryfiiaf s T Mk
(CTL) ##FET& 7z, 51T, 3FIZOH LB CTIEIAARATIZEW T CTL OREEE &
HUER R B8 R INSIPEMAL (MDSC)DIAD Bl Iz, YL EORERNG, 3 FEOHIAA
{ESFEIERN X DA WITI AT RIEIL. RGBS AT U CH B B IEIC 72 %
AIREMED R STz,
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# A k)L (title) : Application of a Bioactive/Bioresorbable Three—-Dimensional
Porous Uncalcined and Unsintered Hydroxyapatite/Poly-D/L-lactide Composite with
Human Mesenchymal Stem Cells for Bone Regeneration in Maxillofacial Surgery: A
Pilot Animal Study

s R (presenters) : SHA JING JING
FirjE (affiliation) : Department of Oral and Maxillofacial Surgery

A —)L 7 KL A (address) : 396318296@qq. com

Wk (abstract)

A novel three—dimensional porous uncalcined and unsintered
hydroxyapatite/poly-D/L-lactide (3D-HA/PDLLA) composite demonstrated superior
biocompatibility, osteoconductivity, and plasticity, thereby enabling complex
maxillofacial defect reconstruction. Mesenchymal stem cells (MSCs)—a type of
adult stem cell-have a multipotent ability to differentiate into chondrocytes,
adipocytes, and osteocytes. We previously found that CD90 and CD271 double-—
positive cell populations from human bone marrow had high proliferative ability
and differentiation capacity in vitro. In the present study, we investigated the
utility of bone regeneration therapy using implantation of 3D-HA/PDLLA loaded
with human MSCs (hMSCs) in mandibular critical defect rats. Microcomputed
tomography (Micro—CT) indicated that implantation of a 3D-HA/PDLLA-hMSCs
composite scaffold improved the ability to achieve bone regeneration compared
with 3D-HA/PDLLA alone. Compared to the sufficient blood supply in the
mandibular defection superior side, a lack of blood supply in the inferior side
caused delayed healing. The use of Villanueva Goldner staining (VG staining)
revealed the gradual progression of the nucleated cells and new bone from the
scaffold border into the central pores, indicating that 3D-HA/PDLLA loaded with
hMSCs had good osteoconductivity and an adequate blood supply. These results
further demonstrated that the 3D-HA/PDLLA-hMSCs composite scaffold was an
effective bone regenerative method for maxillofacial boney defect

reconstruction.
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% A k)L (title) : Bone Regeneration Potential of Uncalcined and Unsintered
Hydroxyapatite/Poly L-lactide Bioactive/Osteoconductive Sheet Used for
Maxillofacial Reconstructive Surgery: An In Vivo Study

JsF&k#H (presenters) : Dong Ngoc Quang

FTJE (affiliation) : Department of Oral and Maxillofacial Surgery

A—)L 7 KL A (address) :quangbeo87@gmail.com

ek (abstract)
Uncalcined and unsintered hydroxyapatite/poly L-lactide (u-HA/PLLA) material has

osteoconductive characteristics and is available for use as a maxillofacial
osteosynthetic reconstruction device. However, its bone regeneration ability in
the maxillofacial region has not been fully investigated. This study is the first
to assess the bone regenerative potential of osteoconductive u-HA/PLLA material
when it is used for repairing maxillofacial bone defects. A total of 21 Sprague-
Dawley male rats were divided into three groups: the u-HA/PLLA, PLLA, or sham
control groups. A critical size defect of 4 mm was created in the mandible of each
rat. Then, the defect was covered with either a u-HA/PLLA or PLLA sheet on the
buccal side. The rats in each group were sacrificed at 2, 4, or 8 weeks. The rats’
mandibles were sampled for histological analysis with hematoxylin and eosin
staining, histomorphometry, and immunohistochemistry with Runx2 and osteocalcin
(OCN) antibody. The amount of bone formed in the u-HA/PLLA group was significantly
higher than that of the PLLA group. The expression of Runx2 and OCN in the u-—
HA/PLLA group was also significantly higher. These results demonstrate that the
u-HA/PLLA material has excellent bone regenerative ability and confirm its

applicability as a reconstructive device in maxillofacial surgery.
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Z A b (title) : Feasibility of a Three-Dimensional Porous Uncalcined and
Unsintered Hydroxyapatite/poly-D/L-lactide Composite as a Regenerative

Biomaterial in Maxillofacial Surgery

FFKH (presenters) : BAI YUNPENG
PTjE (affiliation) : Department of Oral and Maxillofacial Surgery

A—)L 7 KL A (address) : xyywq@126. com

Wk (abstract)

This study evaluated the feasibility of a novel three-dimensional (3D)
porous composite of uncalcined and unsintered hydroxyapatite (u-HA) and poly-D/L-
lactide (PDLLA) (3D-HA/PDLLA) for the bony regenerative biomaterial in
maxillofacial surgery, focusing on cellular activities and osteoconductivity
properties in vitro and in vivo. In the in vitro study, we assessed the
proliferation and ingrowth of preosteoblastic cells (MC3T3-E1 cells) in 3D-
HA/PDLLA biomaterials using 3D cell culture, and the results indicated enhanced
bioactive proliferation. After osteogenic differentiation of those cells on 3D-
HA/PDLLA, the osteogenesis marker genes runt-related transcription factor—2
(Runx2), and Sp7 (Osterix) were upregulated. For the in vivo study, we evaluated
the wutility of 3D-HA/PDLLA biomaterials compared to the conventional bone
substitute of beta—tricalcium phosphate (-TCP) in rats with critical mandibular
bony defects. The implantation of 3D-HA/PDLLA biomaterials resulted in enhanced
bone regeneration, by inducing high osteoconductivity as well as higher -TCP
levels. Our study thus showed that the novel composite, 3D-HA/PDLLA, is an
excellent bioactive/bioresorbable biomaterial for use as a cellular scaffold, both
in vitro and in vivo, and has utility in bone regenerative therapy, such as for

patients with irregular maxillofacial bone defects.
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Z A Kb (title) : EBV BEPEBRSEEIEESMIAEIZ 35\ T miR-BART-X |% VHL ZERY & L HIF-
1o ZJr U CRERER IS 2 15 LT

JE## (presenters) : fjfiE A

FTE (affiliation) : XM il E

A—)L' 7 KL A (address) : iizasah@med. shimane—u. ac. jp

W&k (abstract)

Epstein-Barr 7 /L A (EBV) &, _EWHEEERIXDN D T2 < MLOBHSHEIES; (HNSCC) DIEAIT
LD D LWV RENHEML TWD, Fexld, EBV DFEHEERYE L 72 RF bR Rark 4 /ER
U 7= EBV BEt - b Bz HIGAR C IR 3 Jide U, FLER O BEA DB L Tz, E7pER
A BEHEAR FREDO R B 2 fiftr % & . EBV MG TiX HIF-1 o 20fRIKFTdH S VHL D%
BAMET L, HIF-1o OFRBEN EH L TW=, EBV 282— K92 miRNA (BART miRNA) (&,
RS CERBL LTS, VHL 3° UTR # /Ly 7 = T —BBIE 7O FIRICHLGA TR
Z—% % & EBV B CIER MR L 0 vy 7 = 7 —BIEHENME T L7z, WIT,
VHL Z 12 & 9% miRNA 2 852 L. miR-BART-X (Z7EH L7=, miR-BART-X 5 HAYBHEH] % H
WhHE YT =T —BiEHIT ER L, VHL ORBL Y ERH L2, & 512, HIF-1 o ORBUL
T LR R B ORI T L8072, miR-BART-X |%, VHL Z#Ep) L3452 L T HIF-1a
HRG K- D= B F 2 o fif A i) U, fEHE R O TIHEC LR PEAE OB A S L& X BT,
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ZA bv (title) : IET L= — /UPERGIIERTIR B ORRETEAIZ B 5-97 % miRNA D[RIE
JgFRKH (presenters) : [ARELT

e (affiliation) : SEFRSAHERE

A—)L' 7 KL A (address) :okamoto@med.shimane—u. ac. jp

4% (abstract)

B A ZARY v Fa—LxRREE L TIET IV a— VAR R (NAFLD) 1%
FIET D, DRETOHMEZHEDZZE D 30%ITNENIITA A v, 52k, NAFLD [Z[EEIHHIZ
2095 LTRSS, NAFLD SBFITLINE A X FOFIEY A7 BE<, S HIZIHET IV
a2 — VAR AT 28 (NASH) (228 5 & TR 280l 72 EATBESE = 2R & 72 D, Z41LE T NAFLD
B L OE OBEYE BRIV CRBLILE 2 & 727 miRNA OIFENZEEHRE S 4L, NAFLD Oih
LRy 1. 2K T & LCOISARHFE STV D,

IO Z A E T NAFLD BE OATHKE THBLT 5 miRNA OFBURIT 217V, IEFEIT &
e U T L BB EEIT 2 miRNA 24880 M L7z, Divbiid, NAFLD ik CThric
PR 72 38 BUE N/ A 505 miR-27b 125 H L, miR-27b A% NAFLD O EHERETH 5 &
FEIZ MAE T AT LTz, T ORISR, niR-27b IX~ 7 A 3T3—L1 HlRIZ BT DIEN &%
Rt L7z, F£72, miR-27b (XX h=a> KU 7 CORERMRRMRHNICED 57 L CoA F4 =
AT 77— 2(ACOT2) DI HL A2 FHE L7-, ACOT2 % siRNA TRIUK F S5 L 3T3—L1 #ll
(2 I T D NENTER T S ATz,

LU DRGNS, NAFLD HE CTHIINT % miR-27b 1% ACOT2 DREILFHE 2/ L CHENE
ZIRELTWDHZ EXHLNT LT,
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Z A~y (title) : MAEWRAMILOME S & 2 D&E|
JgFRKH (presenters) : [ARELT

e (affiliation) : SEFRSAHERE

A—)L' 7 KL A (address) :okamoto@med.shimane—u. ac. jp

4% (abstract)

A ARAE A b pi 25 C Ui 3 AR O AR LA RIS L o Tl R L (BRMEROHIN) 84T
Do ML OMmE A X AT 27 EHHAAZ R L, 245 IXME O X 23 8 HERE
ZRAETAREME 2 RS 5, — 5T, METOLOLEAG O X2 29 508, Mg X
224k & A RERE D BE I DWW TR R ALV, ABFZE T4 13, I N AR IZ & B
L. RIEFFITIS T D i/ N AR ORE & 224k & & OB & fgtir L7z,

TR DR X 13 7-F BB 2 O CHIE Lz, b NS ERARPN BRIAE 2 I 55 e 50 1K 1
TR U7z, il 4 Ref 22 ISR 3E L < Rlfb L. 24 RERRR I IORAIEIR: & [RIFR L & Tk
L7z, HERLOORE X I3MIAE # & MIRL AR A OB A 20T 5, MOBELEAL T T
I F L DEBEBE L WL TT 7 F o OEAVILHET L Z L ZHLNI L, £,
BRI v > TREAZHE LI LB 25 2 L2560 L, S HICbL
7= M8 PN R HERE B~ BER D835 2 5Tl U7 fE 3, M NI OB S K770 70 BAER P25
DITLHEN A DT,

PLEDOFER NG . RIERFIZIS T 5 M N LI X B Bk OBE 2 7t L, mEwHE
TRk % R HE T 5 RTREME DS R S AL72,
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%A kb (title) : The role of Helicobacter pylori infection in the development of Epstein-Barr
virus-associated gastric cancer

%K (presenters) : Sintayehu Fekadu Kebede

Fr)E (affiliation) : fU/EM 5% Department of Microbiology

A—/)L 7 KL A (address) : serkalem@med.shimane-u.ac.jp

W&k (abstract)

Most of gastric cancer (GC) cases are associated with infection of Helicobacter
pylori (H pylori). On the other hand, 10% of GC cases detect Epstein-Barr virus
(EBV) infection in cancer cells. However, it is unclear that pathophysiological
involvement of A pylori infection in the development of EBV associated cancer
(EBVaGC). To clarify this, gastric epithelial AGS cells were infected with A
pylori CPY6271 strain. After 7 hours, A pylori was removed by washing cells with
saline and adding antibiotics to the culture. AGS cells exposed with A pylori
were infected with recombinant EBV having eGFP gene in its BXLF1 gene (eGFP-EBV).
Establishment of infection was confirmed by fluorescence microscopy and efficiency
of infection was quantified by FACS analysis. AGS cells exposed with A pylori
was induced with hummingbird phenotype, but viability of cells was not affected.
AGS cells infected with A pylori were slightly increased with EBV infectivity by
microscopic observation. I am going to quantify change in EBV gene expression by
A pylori infection. I have also established a protocol to recover high tittered

EBV during the course of my research, which is worth to be reported.
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Ubiquitin-like protein MNSF is disaggregated and regulates cell proliferation.
NI LI A B

Shimane Journal of Medical Science 2017 BFH2TEa3C

(BEFHEMiams0) Effects of Kampo Formulas on Differentiation and Proinflammatory
Cytokines Expression of 3T3-L1 Cells.  (F&ZEAYY) Qing YAN (B #) , Noriko
OGAWA, Akihiro MATSUMOTO, Yuqi DANG, Hiroki OTANI

(BHEMERSL)  Protection of Rat Retina against Light-induced Damage by Intraperitoneal
and Oral Administration of a Polyphenol Fraction from Seed Shells of Japanese Horse Chestnuts

(Aesculus turbinata BLUME)  (HRE}F)
A AR Tomoe ISHIHARA, Sachiko KAIDZU,Hideto KIMURA, Yasuro KOYAMA,
Yotaro MATSUOKA, Akihiro OHIRA

18—11

(EFHFMEmL)  Neuro-otological examinations in Patients with Spinocerebellar Degeneration
(H ARt 2) S8 24T Michiko SHIBATA,
Ryoji HAMAMURA, Noriaki AOLMitsuhiro KIMURA, Shuhei YAMAGUCHI, Hideyuki
KAWAUCHI
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2 A b (title) :Evaluation of the functional effects of genetic variants—missense
and nonsense SNPs, indels and copy number

variations—in the gene encoding human deoxyribonuclease I potentially implicated
in autoimmunity

Jg KB (presenters) : Akari Kusaka

Fr)E (affiliation) : Department of Legal Medicine, Shimane University School of
Medicine, Enya, Izumo, Japan

A —)L' 7 KL A (address) :htakeshi@med. shimane—u. ac. jp

% (abstract)

Genetic variants, such as single nucleotide polymorphisms (SNPs), in the
deoxyribonuclease I (DNase I) gene which remarkably reduce or abolish the activity
are assumed to be substantially responsible for the genetic backgrounds
determining susceptibility to autoimmune dysfunction. Here, we exhaustively
evaluated many genetic variants, including missense and nonsense SNPs and indel
(inframe) variants in the gene, potentially implicated in autoimmune diseases as
functional variants resulting in altered activity levels. Accordingly, a total of
60 genetic variants in the DNase 1 gene (DNASE1) inducing abolishment or marked
reduction of the DNase I activity could be identified as genetic risk factors for
autoimmunity, irrespective of how sparsely they were distributed in the population.
It was noteworthy that SNP p.Gln244Arg, reportedly associated with autoimmunity
and reducing the activity to about half of that of the wild type, and SNP
p. Argl07Gly, abolishing the activity completely, were distributed worldwide and
in African populations at the polymorphic level, respectively. On the other hand,
with regard to copy number variations in DNASE1l where loss of copy leads to a
reduction of the in vivo enzyme

activity, only 2 diploid copy numbers were distributed in Japanese and German

populations, demonstrating no loss of copy.
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XA kv (title) : Establishment of wheat peroxidase I-specific IgE test to identify wheat-
dependent exercise-induced anaphylaxis developed by sensitization to grass pollen

Js R (presenters) : Ryohei Ogino

Fr)E@ (affiliation) : Department of Dermatology

A—)L' 7 KL A (address) : ryogino@med. shimane-u. ac. jp

8% (abstract)

We have identified peroxidase I as a causative allergen for wheat-dependent exercise-induced
anaphylaxis developed as pollen food allergy syndrome (PFAS-WDEIA) due to cross-
reaction between wheat proteins and grass pollen allergens. The purpose of this study is to
establish peroxidase I-specific IgE test and test its sensitivity and specificity to identify PFAS-
WDEIA.

Serum were obtained from 6 patients with PFAS-WDEIA, 18 patients with conventional
WDEIA, 11 patients with hydrolyzed wheat protein allergy, 17 patients with hay fever, and
22 patients with red meat/crustacean allergy. Peroxidase 1 was purified upon
chromatography steps, and peroxidase I-specific IgE test was established by CAP-FEIA
system.

Positive of peroxidase I-specific IgE test were 3 of 6 PFAS-WDEIA patients and 2 of 17 hay
fever patients, but none of 18 conventional WDEIA, 11 hydrolyzed wheat allergy, nor 22 red
meat/crustacean allergy patients. Sensitivity and specificity of peroxidase I- and existing
allergen-specific IgE tests to identify PFAS-WDEIA patients were calculated as follows; 50%
and 97% for peroxidase I, 83% and 79% for wheat, 50% and 79% for gluten, 0% and 79%
for w -5 gliadin.

Wheat peroxidase I-specific IgE test is useful to identify patients with wheat-dependent

exercise-induced anaphylaxis developed by sensitization to grass pollen.
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%A kL (title) : Prevalence of sensitization to galactose-a-1,3-galactose in Tokyo is comparable
to that in Shimane

& #H (presenters) : Yusei Nakagawa

FTjE (affiliation) : Department of Dermatology

A—)L' 7 KL A (address) :yuusei@med.shimane-u. ac. jp

W&k (abstract)

Principal cause of cetuximab-induced anaphylaxis is IgE antibodies against galactose-a-1,3-galactose
(a-Gal) present on mouse-derived Fab portion of cetuximab heavy chain. Cetuximab allergy patients
often develop allergic reaction to mammalian meat by reacting a-Gal. In this study, we aimed to
clarify sensitization rate in Tokyo, the largest city in Japan and to compare with that in Shimane. We
enrolled 50 subjects in Tokyo Medical and Dental University (TMDU) Hospital, and 100 subjects in
Shimane University Hospital, both of whom were consulted with complaining anything except food
allergy. Serum a-Gal-specific and beef-specific IgE were measured using ImmunoCAP. Specific IgE
to cetuximab was detected by immunoblotting. As a result, the a-Gal-specific IgE were detected (>
0.10 kUa/L) in 16 out of 100 (16%) subjects in Shimane University Hospital and 8 of 50 (16%)
subjects in TMDU Hospital. Moreover, among them, 11 of the 16 in Shimane University Hospital
and 5 of the 8 in TMDU Hospital were positive (> 0.35 kUa/L) for the beef-specific-IgE test.
Additionally, immunoblotting showed 5 of 100 subjects (5%) in Shimane University Hospital and 2
subjects (4%) in TMDU Hospital have IgE antibody to cetuximab. Thus, there is almost no difference

of a-Gal sensitization rate between Shimane and Tokyo.
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W&k (abstract)

We have already reported that serum serum thymus and activation-regulated chemokine (TARC)
level is extremely high in early stages of drug-induced hypersensitivity syndrome and a good
marker to differentiate other drug eruptions, especially macropapular exanthema (MPE). We
experienced a case of MPE complicated with pancytopenia which shows undetectable serum TARC
level.

A 54-year-old woman with myelofibrosis consulted our hospital complaining high fever and cough.
Levofloxacin was started for high fever, and the patient developed systemic erythema four days
after the levofloxacin treatment. Her physical examination revealed multiple papular erythema with
itch on almost her entire body. MPE was diagnosed, levofloxacin was discontinued, and topical
steroid therapy was initiated. Her blood examination showed pancytopenia, including WBC count
1990, RBC count 236,000, and platelet count 15,000. Her serum TARC was under detection limit of
100 pg/ml on Day 3, 6, and 13 after onset of her eruptions. The skin rashes disappeared two weeks
after the onset.

With the findings that serum TARC levels have no correlation to platelet counts in 14 cases with
MPE previously examined in our department. Taking this into consider, we concluded that the

undetectable serum TARC levels in this case are related to the complication of pancytopenia.
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P&k (abstract)

Schizophrenia is one of the crucial psychiatric disorders which severely impact on ADL of
patients. The main treatment of schizophrenia has been antipsychotics since 1960. However, the
effect of antipsychotics is still limited though versatile types of antipsychotics have been launched.
Especially, the effect was limited in the neurocognitive symptoms, rather than positive symptoms,
for example, delusion, hallucination, excitement.

One of the herbal medicine-NinjinYoeito (NYT) has been reported to improve the
neurocognitive symptoms of patients of Altheimer’s disease, and also in developmental disorder as
autistic spectrum disorder. In vitro, It has been reported that NYT has the effect enhancing the
remyelination accompanied with the suppression of the oxidative stress and neuroinflammation.
Therefore, in the current study, we would like to the test the effect of the NYT on Gunn rats
(congenital hyperbilirubinemic rats) which have the features of schizophrenia, from the viewpoint
of the both sides of histopathoplogical and behavioral assessments. And we would like to find the

clue of the an alternative or adjuvant treatment for schizophrenia.
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W&k (abstract)

Myeloid-derived suppressor cells (MDSCs) express arginase I and indoleamine 2,3-dioxygenase and
are known to suppress T cell function in tumor-bearing hosts via downregulation of L-arginine and
L-tryptophan, respectively. In this study, we examined effects of supplementation of these amino
acids on antitumor effects in CT26 colon carcinoma-bearing mice. Supplementation of L-arginine
showed the tendency to suppress the tumor growth, whereas that of L-tryptophan promoted the tumor
growth. Although combination therapy with cyclophosphamide (CP) and anti-PD-1 antibody
significantly suppressed the tumor growth, no tumor regression was observed. However, additional
supplementation of L-arginine induced complete tumor regression in more than half mice.
Interestingly, LC/MS analysis on the plasma revealed that, although the plasma levels of L-arginine
in CT26-bearing mice were not decreased, CP administration significantly decreased them.
Importantly, supplementation of L-arginine recovered their levels to those of naive mice. These
results suggest that a chemotherapeutic drug CP, but not tumor-bearing state, decreases the level of
L-arginine, and that L-arginine supplementation is effective in anticancer immunotherapy when

combined with chemotherapy.

22


mailto:styusuke0515@gmail.com

WRE . KFERA O RFEFALSL B

%A k)b (title) : Different sensitivities of chemotherapy-induced senescent breast cancer cells
to immune cell-mediated cytotoxicity HiA3AFNC X © ELICHE - 72723 A MIRE D Fa et fc i
X 2 fafGE o 3 % Rk 5 A

WK E (presenters) : /NA{- %] Hitoshi Kotani

FriE (affiliation) : #2J% "% Department of Immunology

A—/)L 7 KL A (address) : kotanil4@med.shimane-u.ac.jp

8% (abstract)

Chemotherapeutic drugs induce apoptosis in cancer cells, whereas some cancer cells survive as a
result of DNA damage response with being senescent. Despite growth arrest, senescent cancer cells
promote tumor formation and recurrence by producing cytokines and growth factors, designated as
the senescence-associated secretory phenotype (SASP). In this study, we examined the susceptibility
of senescent human breast cancer cells to immune cell-mediated cytotoxicity. Doxorubicin (DXR)
treatment induced senescence in MDA-MB-231 and BT-549 cells: induced expression of YH2AX and
SA B-gal and enhanced production of proinflammatory cytokines. Importantly, DXR-treated
senescent MDA-MB-231 cells showed increased sensitivity to two types of immune cell-mediated
cytotoxicity: cytotoxicity of activated CD4" T cells and ADCC by NK cells. This increased sensitivity
was not observed following treatment with the senescence-inducing CDK4/6 inhibitor, abemaciclib.
These results indicated that DXR and CDK4/6 inhibitor induced senescence in breast cancer cells,

but that they differed in their sensitivity to immune cell-mediated cytotoxicity.
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0% (abstract) Mesenchymal stem/stromal cells (MSC) accumulate and reside in tumor sites. Taking
advantage of this feature in anticancer therapy, immortalized murine MSC (iMSC) were genetically
altered to produce chemokine (C-C motif) ligand 19 (iMSC/CCL19), which attracts dendritic cells
(DC) and T lymphocytes. Co-injection of iMSC/CCL19 into mice significantly suppressed the tumor
growth. Co-injected iMSC/CCL19 survived longer than CCL19-expressing fibroblast (iFib/CCL19)
in the tumor sites. In a therapeutic model, local injection of iMSC/CCL19 suppressed the tumor
growth, and increased IFN-y" CD8" T cell and CCR7" DC infiltration in tumor site was observed
when treated with iMSC/CCL19, but not with iMSC. This anti-tumor effect was completely negated
by depletion of CD4" T cells and partially negated by depletion of CD8" T cells. Furthermore, the
anti-tumor effects induced by local injection of iMSC/CCL19 were augmented by additional therapy
with anti-programmed death (PD)-ligand 1 (PD-L1) antibody, but not with anti-PD-1 antibody. This
combination therapy cured most of the tumors in CT26-bearing mice. These results suggest that local
therapy with iMSC/CCL19 can suppress tumor growth via effective recruitment of CCR7" DC into
tumor sites and increase IFN-y" CD8" T cells, and that combination with anti-PD-L1 antibody therapy

can be a powerful anti-cancer therapy.
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8% (abstract)

Nnal gene is phylogenetically-preserved and codes for carboxyl peptidase (CCP) 1. Its
mutation of different types is known to cause a progressive loss of the Purkinje cells (PC).
The ataxia and male sterility (AMS) mouse harboring a point mutation and is the only Nnal-
allele model. Thus, we investigate ontogenical Nnal distribution in the cerebellum of the
AMS mice of every genotype from postnatal day P-7 through P-28, mainly before disease-
phenotype appears. Provide experimental basis for gene-targeted therapy of cerebellar
development-related diseases. We applied immunohistochemistry and immunofluorescence
using anti-human Nnal antibodies to investigate its distribution in the cerebellum of AMS
mice of each genotype from postnatal days (P) 7-28. RESULTS: Both the molecular and
granular layers were positive for Nnal. The semi-quantificationthe of Nnal’s stain-strength
revealed in the following order: wild-type, ams-heterozygous, then ams-homozygous.
CONCLUSION: The distribution of the Nnal in the cerebellum, except in the PCs, of wild-
type mice varies according to the age of the mice, while that in the PCs is stable from P15.
However, the loss of PCs might occur due to a protein shortage because the instability of its

3-dimensional structure, which is caused by the Nnal point mutation.
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W&k (abstract)

Interkinetic nuclear migration (INM) is the migration of nuclei of the epithelial cells in synchrony
with cell cycle, undergoing cell division at apical side and back to basal side during interphase. We
investigated the existence, the inter-organ and regional differences of INM pattern in the epithelia of
trachea and esophagus of mouse embryos at E11.5 and E12.5 and the following 12 hrs. The
chronological changes in 5-ethynyl-2’- deoxyuridine (EdU) labeled nuclei along the apico-basal axis
were analyzed. We ran one-way ANOVA using Morphol package to analyze the comparison among
the groups. The trachea total vs. esophagus total at E11.5 showed different INM patterns of EdU-
labeled nuclei distribution (P = 0.0001), while at E12.5 no differences between the two organs (P =
0.0959). Trachea at E11.5 showed regional difference (dorsal vs. ventral) (P =0.012), while at E12.5
no regional differences (P = 0.302). Esophagus showed no reginal differences at either E11.5 or E12.5
(P = 0.694, P = 0.602, respectively). These findings suggest that the inter-organ INM pattern
difference exists at E11.5 between trachea and esophagus, and regional difference exists in trachea at

E11.5 but not in esophagus, which may be involved in the later different development of the organs.
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8% (abstract)

The mechanism of the development of epithelium, mesenchyme, as well as smooth muscle (SM) layer
of the gut during embryogenesis is important to understand whole gut development. Our purpose is
to clarify the common features in the regional difference in the development of the epithelium,
mesenchyme and SM layers of the duodenum for elucidating their possible relationship with the
overall macroscopic morphogenesis of the duodenum. We used C57BL/6 mouse embryos at
embryonic day (E) 13.5, 15.5, 17.5 (each day, n=3). By histomorphometric analysis we found that the
epithelial lumen is oval and its axis showed a general clockwise rotation against the mesentery at
E13.5. Number of inner circular SM layers At E13.5, E15.5 and E17.5 showed a regional difference
related to the mesentery, but no clear change along the long axis of the duodenum. We also observed
that the epithelial nuclear shape and the adjacent mesenchyme density change along the long axis of
the duodenum, and these epithelial-mesenchymal interactions might contribute to the winding of the
duodenum resulting the “C” shape curve. However, these are our current hypotheses at this moment

but need further research to draw any conclusion.
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ek (abstract)

[Background] It is reported that the birth rate of low birth weight babies in Shimane prefecture is the
third largest nationwide, and the average of birth weight is reported to be about 30 g less than the national
average, and there is a possibility of various risks in the future of the babies.

[Purpose] We investigate nutritional intake situation, dietary behavior, and food consciousness of
pregnant women in Shimane Prefecture and we are studying the relevance to birth weight of babies.

[Methods] In this study, we examined the frequency of food intake in 26 pregnant women from 10 to 12
weeks (early), around 26 weeks (middle) and 36 weeks (late), and compared the nutrient intake by the
difference in the state of meal skipping (skipped vs non-skipped) during pregnancy and birth weight of
babies.

[Results & Discussion] In the early pregnancy group, 38.4% of pregnant women skipped meals more
than once a week, and it was suggested that many of the nutrients were less than the amount recommended
by the Ministry of Health, Labour and Welfare, Japan. In the middle and late pregnancy groups, 23.0%
and 30.7% of pregnant women skipped meals more than once a week, respectively. The average of birth
weight of babies were 2993.3 £ 384.1 grams in the non-skipped group and 3102.7 * 273.8 grams in the
skipped group at the early pregnancy and there were no significant differences. We are currently increasing
the case number and investigating nutritional situation during pregnancy. This study was approved by the

institutional Ethics Committee.
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8% (abstract)

[Background] In Shimane prefecture, the birth rate of low birth weight infants is higher than the
national average, and the incidence of future non-communicable disease may increase.

[Purpose] To investigate relationship between nutritional intake and birth weight of offspring in
pregnant women in Shimane prefecture.

[Methods] In this study, we examined the food intake, We examined food intake, dietary and health
consciousness in 26 pregnant women (average age, 29.8 * 4.6 years) from 10 to 12 weeks (early), around
26 weeks (middle) and 36 weeks (late) of gestation. We then analyzed the relationship between nutrient
intake in each pregnancy period and birth weight.

[Results & Discussion] Among 26, 14 were primiparas (53.8%) and 12 were multiparas (46.2%).
Twenty-three (88.5%) had occupation, and three (11.5%) did not. Four (15.4%), 21 (80.8%), and one
(3.8%) women had pre-pregnancy BMI in the "low body weight (=18.5)", "normal (18.5= <25.0) ",
and "obese (25.0= <30.0)" range, respectively. The average hemoglobin values were 12.5 + 0.6 g/dI,
and 11.2 £ 0.7 g/dl in early and late pregnancy, respectively. The average increase in body weight during
pregnancy was 10.4 * 3.2 kg, and the average birth weight of the offspring was 3035.4 £344.2 g. The
average birth weight of boys (15, 57.7%) and girls (11, 42.3%) was 3112.7 + 346.1 g and 2929.9 + 327.5
g, respectively. One (3.8%) was less than 2500 g. There was no correlation between the birth weight and
pre-pregnancy BMI or weight gain during pregnancy. The amount of nutrient intake in most of the
pregnant women in each pregnancy period is less than that recommended by the Ministry of Health, Labor
and Welfare. Among 26, twenty-two (84.6%, early), 20 (76.9%, middle), and 16 (61.5%, late),
respectively, reported having stress and fatigue. The average birth weight tended to be heavier in the non-
stressed group than in the stressed group. The total scores for dietary behavior and food consciousness
were not different at each pregnancy period. We are currently investigating the nutritional status at the

one-month checkup. This study was approved by the institutional Ethics Committee.
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