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1. Fish oil omega-3 polyunsaturated fatty acids
attenuate oxidative stress-induced DNA damage
in vascular endothelial cells
(F X 4 3R SMALIFASHHER I3 MBE A R HRRZ (- &
7% DNA BB 2 &R T 3)
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Fish derived omega-3 fatty acids (n-3PUFAs),
particularly eicosapentaenoic acid (EPA) and
docosahexaenoic acid (DHA), likely hinder
cardiovascular disease, yet their mechanisms
remainunclear. In this study, we investigated the
effects of EPA and DHA on DNA damage, which
plays a pivotal role in atherosclerosis, in vascular
endothelial cells to clarify the cardioprotective
mechanisms of n-3PUFAs. The effects of EPA and
DHA on H,0,-induced DNA damage response in
human aortic endothelial cells were examined with
immunological techniques. Phosphorylation of the
histone HZAX, a marker of DNA damage, and ATM
were significantly decreased by EPA and DHA.
Next we determined the effects of EPA and DHA on
oxidative stress, a cause of DNA damage.
CM-H,DCFDA assay showed that EPA and DHA
significantly reduced intracellular reactive oxygen
species. The mRNA levels of antioxidant molecules
were significantly elevated by EPA and DHA, which
was nuclear factor erythroid 2-related factor 2
(NRF2)-dependent. EPA and DHA decreased
senescence-associated beta-galactosidase activity, a
marker of cell senescence, which was also NRF2-
dependent. These results suggest that n-3PUFAs
attenuate oxidative stress-induced DNA damage and
cell senescence in endothelial cells partly via NRF2-
dependent antioxidant response. Therefore
n-3PUF As likely help prevent cardiovascular disease

in part by their genome protective properties.

2. Incidence and risk factors of colorectal cancer based

on 56 324 health checkups: A 7-year retrospective
cohort study
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3. Clinical impact of surveillance colonoscopy
using magnification without diminutive polyp
removal
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4. Polysaccharides derived from Ganoderma
lucidum fungus mycelia ameliorate indomethacin-
induced small intestinal injury via induction of
GM-CSF from macrophages
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5. Calneuron 1 Increased Ca®" in the Endoplasmic
Reticulum and Aldosterone Production in
Aldosterone-Producing Adenoma
(AL ™y LiES &2 > /%7 Calneuron 1 1Z/\fa ik
Ca BB LTI RRATOCEELBEICE TS
TIVRRTOCERERET 3)
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6. Activation of Classical Brown Adipocytes in the
Adult Human Perirenal Depot Is Highly Correlated
with PRDM16-EHMT1 Complex Expression
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7 . Alpha-2-macroglobulin as a Promising Biological
Marker of Endothelial Function
(MENEEREDHELELENSA AT —H—ELTD
a2vyOsa7yy)
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8. Spatial electromyography distribution pattern of
the vastus lateralis muscle during ramp up
contractions in Parkinson’s disease patients
(IN—F >V U RBEOHFHENFHEDEEFDOZEMHE
HWEEEE S H/INa— )
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9. Hepatectomy leads to loss of TRAIL-expressing
liver NK cells via downregulation of the CXCL9-
CXCR3 axis in mice
(FF4IR& % I CXCL9-CXCR3 #Z8& % " L TATHE A
@ TRAIL B3 NK #Rf2H5HK T 3)
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10. Multicentric Glioma Develops via aMutant
IDH1-Independent Pathway: Immunohistochemical



Study of Multicentric Glioma.
(ZHRDMET )+ — v ORERF L IDH-1 & ERER
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Mutation of isocitrate dehydrogenase (IDH) plays
an important role in the glioma pathogenesis and
classification. We studied molecular profile of
multicentric gliomas and compared with that of
solitary gliomas.

Our study included 6 male and 8 female patients
(8 glioblastomas, 2 anaplastic astrocytomas, 4 diffuse
astrocytomas), with the ages ranging from 27 to 75
years, who were treated between 2004 and 2016.
Immunohistochemical analysis consisted of mutant
IDH1, ATRX, p53, EFGR, and PTEN. FISH was used
to detect 1p/19q codeletion.

The results showed that all patients were negative
for mutant IDHI1 in immunohistochemical detection.
Of the 14 patients, four (28.6%) were ATRX-
negative, five (35.7%) were p53-positive, 9 (64.3%)
were EGFR-positive, and all 14 were PTEN-
cytoplasmic negative. MIB-1 labeling index ranged
from 0.9-15.6% for grade II and III and 17.3-52.4% for
grade IV glioblastoma. There were no 1p/19q
codeletions in all the 11 examined samples.

Our data indicated that the multicentric gliomas
develop via molecular pathways that not require
IDH mutation regardless of their histological grades,
different from common solitary low grade gliomas.
Further studies are necessary to understand the

mechanism.

11. Nonenhancing peritumoral hyperintense lesion
on diffusion-weighted imaging in glioblastoma: a
novel diagnostic and specific prognostic indicator.
(BFERIOEFDR £ Fb & WILERAE GRS
E5E B EBRENTFREFE L TOMR)
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Background
The purpose of this study is to evaluate the
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diagnostic-value of high-b-value-DWI for
differentiation of glioblastoma and identify a feature
that is efficient for its preoperative differentiation.
Materials and Methods

Preoperative-MRIs including DWI (b=1000 and
4000s/mm?) in newly-diagnosed malignant tumor
were analyzed. Histologically confirmed 64 patients
of glioblastoma. 32 malignant-lymphoma and 46
brain-metastases were included. Presence of non-
enhancing-peritumoral DWI-hyper-intense lesion
(NePDHL) was confirmed in both DWI-sequences.
Lesions weretermed “Definite” (Definite-NePDHL)
if present within 3cm of the enhanced tumor as
hyper-intensity with signal-intensity-ratio (SIR)
0f>30% compared to contralateral-normal-white-
matter in both sequences. Discriminant analysis
between histological diagnosis and presences of
Definite-NePDHL and Kaplan-Meier survival-analysis
incorporating existence of Definite-NePDHL was
performed.
Results

DWI-SIR 0f>30% in both sequences enabled
differentiation between definite and probable DWI-
hyper-intense lesions. In 25% of glioblastoma
patients, Definite-NePDHL wae present while it was
conspicuously absent in malignant-lymphoma and
metastatic-brain-tumors. Specificity and positive
predictive values were 100%. Cases with Definite-
NePDHL had significantly early local (p=0.0467) and
distant/dissemination recurrence (p<0.0001) and
carried poor prognosis (p=0.0007).
Conclusion

Presence of Definite-NePDHL is very specific for
glioblastoma and indicates poor prognosis. Definite-
NePDHL is a significant indicator for early local and
distant/dissemination recurrence. Study of
peritumoral high-b-value-DWTI is beneficial for tumor

differentiation.

12. Evaluation of autologous skeletal muscle-
derived factors for regenerative medicine
applications
(BECERBHEREAFEFHATIBENRADO OO
R 7 70— FDIRET)
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13. Impedance-based living cell analysis for clinical
diagnosis of Type | Allergy
(1>E—&2t>HEFRALAIRT7LILEY—
SEEDRE)
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14. Chronic Kidney Disease Is Associated with

Vascular Smooth Muscle Dysfunction But Not
with Endothelial Dysfunction

(BEBER I MEFRHRAERE CREN &5
N HREREE & (2BEED & L))
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Backgrounds: Nitroglycerine-induced vasodilation
(NID) is usually assessed as a control test for flow-
mediated vasodilation (FMD). However, NID per se
is impaired in patients with high cardiovascular risk.
The purpose of this study was to investigate the
associations of chronic kidney disease (CKD) with
NID and FMD.

Methods: We measured NID and FMD in a total of
1567 adult subjects without end-stage renal disease
(ESRD), 28% of whom had CKD as judged by
measurements of estimated glomerular filtration
rate.

Results: NID was significantly smaller in patients
with CKD than in those without CKD. The
prevalence of vascular smooth muscle dysfunction
was significantly higher in patients with CKD than
in those without CKD. Multivariate analysis revealed
that CKD was independently associated with
vascular smooth muscle dysfunction. FMD was
significantly smaller in patients with CKD than in
those without CKD. The prevalence of endothelial
dysfunction was significantly higher in patients with
CKD than in those without CKD. However, CKD
was not independently associated with endothelial
dysfunction in an age- and sex-adjusted model.

Conclusions: Non-ESRD CKD is independently
associated with vascular smooth muscle dysfunction

but not with endothelial dysfunction.

15. SUMO modification facilitates the exchange of
histone variant H2A.Z-2 at DNA damage sites
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16. Effect of FGF23 in maintenance hemodialysis
patients
(M EREEICH T D FGF23 DFE)

IF AR
—bs Bz =vs

@ Addition of novel biomarkers for predicting all-
cause and cardiovascular mortality in prevalent
hemodialysis patients
KERRBENTBZ OI WAL <= —BIITOE
FELFE, (A SE T )

@ Oral iron supplementation with sodium ferrous
citrate reduces the serum intact and c-terminal
FGF23 levels of maintenance hemodialysis
patients
(7 T VEEE—T M) 7 A X 2 RO867T 1T
HEFREAT B O IFGF23 & cFGF23 2T 3¢ %)

The purpose of this study was to whether the
addition of 5 biomarkers [serum N-terminal pro-
brain natriuretic peptide (NT-proBNP), intact
fibroblast growth factor-23 (iFGF23), B2-
microglobulin (82MG), cystatin C, and high-
sensitivity C-reactive protein (hsCRP)] could
improve the prediction of 2-year all-cause and/or
cardiovascular mortality in maintenance
hemodialysis (MHD) patients. Furthermore, to
whether oral ferrous iron (Fe®") supplementation

with sodium ferrous citrate reduces the serum
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FGF23 levels of MHD patients with iron deficiency
in the same way as oral ferric iron (Fe*). The
addition of novel biomarkers, i.e., NT-proBNP alone
or NT-proBNP, hsCRP, and S2MG as a panel, to a
conventional risk model (age, presence of diabetes,
serum albumin) significantly improved the
prediction of 2-year all-cause mortality, and the
addition of novel biomarkers, i.e., NT-proBNP and
hsCRP as a panel, to a conventional risk model (age)
significantly improved the prediction of 2-year CV
mortality in MHD patients. Neither FGF23 nor
cystatin C improved mortality prediction. Short-term
oral iron supplementation with sodium ferrous
citrate replenished the iron stores and reduced the
serum iFGF23 and C-terminal FGF23 levels of MHD
patients with iron deficiency without affecting their
serum phosphate, albumin-adjusted serum calcium,

or intact parathyroid hormone levels.

17. ldentification of genes regulating GABAergic
interneuron maturation
(GABA fEBIMENTE MR M OB & K1 T 55815
FOREE)
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