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1. PD1 EFEZREAFTHABEMNEFRICRETH
Z(ZDOWT

A

BEpR3EF I AL - BAESELA

EF v 7KL~ NEHTH 5 programmed cell
death protein 1 (PD-1) & T N Bt o> BH 2 3R & K
FTHh, PDI BIEFOTOE—F — MBI 5
single nucleotide polymorphism (SNP) 2 X % G
X PD-1 oFMHEL LA S, FOY A7 Lo
PHEHBEIN T2, ZOHZ%EDHIIE, PD-1 O SNP
AR (HCC) BB OMBTHRICHBL TV 5
NEIVERTRLIETH D,

YRLTH BB 2 17\, HCC L 30 L7283 321
N7%& x4 & L 72 PD-1-606 SNP ®» P iR i AA
genotype 2% 90 A, GA genotype %% 163 A, GG
genotype V68 A TH o720 BT RICEEZRD LR
7o 725 GG genotype O EBH O EAF M IX, o
BIEFRIOBE L RTHBEIKLS, SERMT M
SML7ERNTCH D L ERFEE L,

2. Clinical significance of small-bowel lesions and
evaluation of gastrointestinal motility using
capsule endoscopy in systemic sclerosis patients
(2 BMAREEREICHS T2/ BREDBKRNESR
ENBH T RIVARER £ B 7o EERERETE)

RPN
EH A HE Hikds - PR

SSc \&BZE - SR ORI E R E T A HRET
HBHo RIWIFETIE, SSc DI OWALE OMAEILH
WA ZIHALE EE R RE, DMEHRZE (Study 1) &, /7
W% angioectasia D ¥ & HFERHE (Study 2) 220w
TH T2 VNBLGRA % JE1T L 72 65 REH] % K 412k
Fl7.

Study 1: O°F A B EALEL SSc B & UL 12 #t
HLZ AT ABTHEEO D 7RIV lBEE 2 E E IR
otz RIFEEMAILR SSc Tl angioectasia (Type
1b) DHEIEFEIE Do 720

Study 2: SSc BEIZBWT, ALK OB E OEM

ML, /M angioectasia DM, L72D 2 7 AT
Thotzo WHENEY ¥/ —VREIAGTH -
7258, RaREgd /M angioectasia DTS DA
Rahiz,

3. Single-cell DNA and RNA sequencing of
circulating tumor cells

(TEREEMATD 1 MIRE (= TR

SR EA
BB SR

Recently, circulating tumor cells (CTCs) have
been considered to represent the precise

tumor heterogeneity and overall tumor
characteristics. CTC profiling at the single-cell level
most accurately represents tumor heterogeneity and
provides useful information for cancer treatment and
research. We simulated single-cell sequencing of
neuroblastoma circulating tumor cells (CTC) using
fluorescence-activated cell sorting and various whole-
genome, transcriptome amplification methods (WGA,
WTA). After spiking TGW neuroblastoma cells into
blood derived from healthy volunteer, the cells were
isolated by fluorescence-activated cell sorting using
GD2 antibody. DNA and mRNA were amplified by
four different WGA and three WTA methods,
followed by single-cell DNA and RNA sequencing.
The Multiple displacement amplification (MDA)
-based WGA method using phi29 DNA polymerase
and random primers, the PCR-based WTA method
using template switching and LNA technology
showed high performance. Our results present a
more reliable and adaptable approach for CTC
profiling at the single-cell level.



4. Strict control of phosphorus concentration of
hemodialysis patients may decrease structural
valve deterioration after aortic valve replacement
(BHBEDY D EEHEICI bO—-ILT B E
EXRENRFEBRMEDOBERLILERD S E B
BEMEN H D)

&
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The number of hemodialysis patients requiring
aortic valve replacement (AVR) is increasing.
Bioprosthetic valves are increasingly popular, yet
are associated with risk of structural valve
deterioration (SVD). We have examined the
outcomes of bioprosthetic valves in hemodialysis
patients undergoing AVR and identified treatment
strategies that can decrease the risk of SVD.

Between February 2010 and November 2019, 61
patients on hemodialysis underwent AVR using
bioprosthetic valves. Five patients died while still in
the hospital. Kaplan-Meier estimates of overall
survival and Cox proportional hazards regression
analyses were performed to the remaining patients.

There were six SVD events related to the
bioprosthetic valves. The survival rate was 67.9% at
three years and 39.5% at five years. In all SVD cases,
SVD was caused by aortic stenosis. The mean
interval between AVR and the discovery of SVD
was 41.5 months. The SVD-free rate was 88.6% at
three years and 65.3% at five years. Preoperative
phosphorus levels are associated with SVD risk.
High preoperative phosphorus concentration is
associated with elevated SVD risk.

In this study, we determined that the risk of SVD
can be influenced by preoperative phosphorus level.
Strict control of phosphorus concentration of

hemodialysis patients may decrease SVD after AVR.

5. The Lipopolysaccharide Mutant Re-LPS Is a
Useful Tool for Detecting LPS Contamination in
Rheumatoid Synovial Cell Cultures
(LPS ZE2/T&H % Re-LPS 13 1) 7 ¥ FiBIEMAz L
EILH B LPSEAOREICHERTSH3)

LS

EWEERL V=T - BEGHE

B STEMEY) v F OMRREIC TLRA 24T 5 ¥
FFVOEEWAER SN 595, TLR4 O LIE:
FRIEDOLPS a4 I 42—v a YOSERIGEEEZ R
19, 4\, RAIWG ML B 5 citrullinated
Fibrinogen (cit-Fb) O®REMEF L7z& 25, TLR4
4 LT CXCLI0 % #FE 3 S R e 47245, 2o
B3 Polymyxin B T3 L, #MIEITIRA L7z LPS 12
E2b0 LW L7z, AIEr LPS o & LIl 2 13 5
flichy, FherllCEErET L, £2C, HEE
Bic LPSIBAZMEMEICHMMT 2L LT, ZRE
LPS (Re'LPS) oF MMk ZME Lizo BE A b
4 VFBLE RT- PCR & ELISA THME L72. R K
J o 2R LPS (WT-LPS) 1% RA (B BEAIRIC/ER L
CXCL10 Bz 8 L/ze —F, LPS ZEKD Re-
LPS, ReLPS 3 ##HHE L o 720 72, WI-LPS
CXCL10 %Bl3535 % Re-LPS I3 EARAENE L HIHI L 726
¥ 512 cit-Fb #3812 X % CXCL10 %8li%E % Re-LPS
I3 IR AR L 720 £ 5 : Re-LPS 1 WT-LPS
12 & 5 TLR4 WGPE L % SEPLA S HIHI§ 2 2 L S
P o7z TOEHIZHIET O LPS O a3 T il
TRHHCEREEZ NS,

6. Genotype-specific cortisol production associated
with Cushing’s syndrome adenoma with PRKACA
mutations
(PRKACABETFEREE TV v ¥ JIEEEEIC
B EBEFEEEERENILF Y - ILERKEBED
f#2FR)

B Bk
ERIEREYI IR

[HW)] avF— vELEIE (CPA) OEKETE
FUCHD HIBBNG THEZH S 22T L, EirTAR
%38 A L7208 C 2V I — VA R % SRl .

[J7iE] &b CFMimgE %17 - 72 CPA (PRKACA
ZER 15, GNASZ 7 4 %, CTNNB1 % 7 1 i,
GNAS %% L CTNNBI ZREHHI 1 H) 2RI,
BIETRBURNT 217\, BRI L7z, & bEIE B
Bakk (HAC15) |2 PRKACAZER#EAL, A5uA
NE R I8 B & 3G L 7

[ 5] cAMP-PKA ¥ 7 F VIS I BT 5 E 1z
FHEZH V2925 Y IBERFIZBWVT,
PRKACA % %1% GNAS Z R L W I X Bl S 7z,



HACI5 #liffa\lc PRKACAZER%#EAT 5L, A5 0
4 FEWEEFE R FDX1 © mRNA ZH 824 Z I8
L7

[#:i5%] cAMP-PKA ¥ 7 F ViR oimkibix, &
\Z PRKACA 2% CPA TH b N7z, PRKACA X
25 a4 FEREE#R FDX1 Oz aLCa
VF =V ORFELZ D72 5T 2 EHARBENT,

. BEMESEZRAZICS IR 1BYT S UEESK
z%m%%u;aa/rnv/@M%@mg

BH #ht
PRI OR AR TRt PR PSR =B BRI 5

Frral v, FiNaE»S DA VY A (Ca™)
JOH % #i 5 2 MsbAR e, EMEmAGE (BT MH)
DEFRHEHEN TS, FI1RY 7 Vv ik
(RYR1) WCEHEIEH L TWwW5A7:®, RYRI EIZF%E
BOAMZ X ) MH BUSIZH$ 2R R AR 5 W] hE
WAd b, LAHL, b MHMlEEHwTRYRI #I%
FEROAMIZED Y Y L Y OFREOENERE
L7235 1E v ARBZEIE, RYRI EnTAERNHD
ol MHERE L, ROo»5hh ok MHERE
PoER LI MERHAMRE HY, RYRI #{5FE
BROFMICELFbul v OREOERYRE L
2o ¥ bBLVIZEBWE (A7 x4 22T 5
ECs (GO%WhAMNE) @ k&, ZEFRMIIM Ca™ i
FEOMT) 13, RYRI BIZTEROAEECTHERME
R e dh ol £oT, #>¥ hul vid RYRI ¥
ETEROFMEICHED ST, MH BEIH R 2B
Thb LAl

8. Klotho deficiency intensifies hypoxia-induced
expression of IFN-a/B through upregulation of
RIG-I in kidneys
(Klotho DRERBETIIBICSWTEBRICL > TH
BAX N3 RIG| & IFN-a/B DB EIE®RT 3)

Rt ORI T, KERFIEIIHET L, Klotho
OFEBUIET ¥ 2, i, KR T T RIGT %5 AL
L. Klotho XK Z T RIGI % /i L 7= 18 S HE 23 FkE &
Mo ZEATRENTD, BTOINSOMELEH I
LHATEZ V. AUZETIE, KEBFESEMHFTTT v MY

FRMIAE (NRK52E) #illZ31F % RIGI & IFN-a/8 @
oMM E@#ED T, £, KESHEICBTIZH
5OFBILHE, RIGI %R & 3 5% siRNA THE
ENTzo I TgA BHIE DB MY >~ T DR geta
T, RIGI & IFN-a/B OFHP LD % Bsd 72, B
WEBICBWTS, RIGI & IFN-o/f D%BLIZ, Bk
Mo Wild type ¥~ 7 ATHIML, Klotho / v 7 7%
Few 2T, ThoHDS 5% 55BN %EED 7,
RIFFEDFE RS, HKIEEMED RIGI OB E AL T
IFN-a/B % ##E L, Klotho KZIZX > TINSHDFH
AR 2 Z EHHL DR 5 72,

9. Klotho overexpression protects against renal
aging along with suppression of transforming
growth factor-B1 signaling pathways
(Klotho M:BRIFEIE L, BED TGF-p1 ¥ JF Vs
ERBONG £ -T, MNEBICHES BOEILHEE
bz MH¢ 3)

Ko ehl
PRI AL BBPRL

Klotho is an antiaging protein reported to
suppress TGF-f1 signaling. Aging kidneys are
characterized by interstitial fibrosis, accumulation of
cell cycle-arrested cells, and increased levels of
oxidative stress. TGF-S1 signaling is involved in
these processes. In this study, we investigated
whether klotho overexpression improves these
features in the kidneys of aging mice and examined
the inhibitory effect of klotho on signaling molecules
related to TGF-B1. Klotho transgenic (KLTG) and
wild-type (WT) mice were used, and 8-wk-old and
24-mo-old mice were defined as young and aging,
respectively. We found that klotho expression was
decreased in aging WT mice, but it was maintained
in aging KLTG mice. Klotho overexpression
improved the survival of 24-mo-old mice. Klotho
overexpression attenuated the increases in blood
pressure, BUN and creatinine level in aging mice.
Interstitial fibrosis, accumulation of cell cycle-
arrested cells, and oxidative stress did not differ
between young KLTG and WT mice, but they were
significantly suppressed in aging KLTG mice
compared with aging WT mice. Furthermore, the

expression of TGF-fl-related signaling molecules
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was increased in aging WT mice, whereas it was
inhibited in aging KLTG mice. These data suggest
that klotho overexpression protects against kidney
aging along with suppression of TGF-f1 signaling
pathways.

10. Overexpression of claspin promotes docetaxel
resistance and is associated with prostate-specific
antigen recurrence in prostate cancer
(R BRFEICH T B claspin BRBIE P2 X w2
it ZEtE L, PSABRICEST3)

T Bk
PRWIEREI TR

FBIEPUE R R B @ docetaxel (DTX) i 4
AN =X LDFHDIRD 5N TWwb, claspin i DNA
B2 N L AB LU DNA HERKISICBWTEE 2%
BERL, SHF v 7R LV FOHFHNTFTH 5,
AWFFE TR BRNE 2 BT % claspin O B PRI HL 242G
%, W, DTX ke OB EME L.
TIEHLRR A MR TIUE, w7 B ML 89 b 31 4
(35%) Cclaspin B <& v, Bt #l 1 Gleason
score (GS) =8, MR, HikeE PR & A &I
FHBI L, PSA EHREEEMBIIFPEARTH o7
Public database ®ff#T Tlk, CLSPN 3L L ~N)vig,
GS, T stage, V v /SHifEf L IEOMME RO, &%
BT PSA B EMFNMIITFEARTH o720 £
ToFERPUE, R, MRENWEILE B L 7oHi
BHEIC BV TREITH - 72, MlakkE v 7o ©
1, DTX i PEtk CoBIL#E % 80, CLSPN% / v
77 o35 LMl AERE OB & DTX &2 tof
B e BIRATEED 5N 7zo claspin I3 ETZIRFEIC BT B
FLOWIRIREN E LTHHTH 2 L2 5N

11. Therapeutic effect of targeting Substance P on
the progression of osteoarthritis
(ZRMEREBAETEIC $ 17 % Substance P DAENR
Di%Et)

Fll T
R T S S e

B9 : BIMBIEIE (OsteoarthritisOA) 1I2BWT
Substance P (SP) =Ry & L7zin#sh Rz ety %
Nl 28

Fik v MEMEEK T SP OSBRI 21T 5 720
72, surgical OA model mice ~ NKI1 %%k antagonist
(aprepitant), agonist (septide) % ZNZFNJEHENF
LU, MRREMEHG 24T 5 720

ER HEikE co SPRHARBIZIEFRTRDS {,
OA #47 & HITIK T L72o T 72 septide ¥ 5-# 132 ~
b — VB, aprepitant $ 55 & IR LA EIC OA
1T LWE N OB LA MH S iz, F7-BfiKkE T
@ SP OFEB R IT sepitide HE-HETHRI-N TV,

FE5E B Tl SP IR O T MR IS G
LTwb EEz 5N, SPORBBKTH OA #ITIZH
LLTwaZ ARz, SP oiilildc OA O
L L e DR D B

12. Anti-seizure effects of medicinal plants in
Malawi on pentylenetetrazole-induced seizures in
zebrafish larvae
(RCFLLF RSV —LUEREETSTrv>a
BOWhAREETNICELZ YT T 1 EEEOR Y
Wh ATER)

Mayeso Naomi Victoria Gwedela

YR N G U e B

In Africa, 68.5% of people living with epilepsy
cannot access treatment due to several barriers and
use medicinal plants as an alternative. Among the
plants used in Malawi are Margaritaria discoidea,
Dalbergia boehmii, Dalbergia nitidula,
Catunaregam spinosa, and Lannea discolor. As
their anti-seizure efficacy remained unclear, this
study screened their effects using the larval
zebrafish pentylenetetrazole (PTZ) seizure model.
In the primary screen, larvae pretreated with M.
discoidea, D. boehmii, and D. nitidula suppressed
PTZ-induced locomotor activity. D. boehmii further
increased seizure latency and decreased its
frequency. Electrophysiological recordings revealed
that D. boehmii and D. nitidula suppressed seizure-
like activity in the optic tectum. Additionally, the
two decoctions suppressed expression of c-fos and
npas4 transcripts which are upregulated upon
seizure induction. C-fos protein expression patterns
further suggested that anti-seizure effects of the
decoctions may be mediated by suppression of

neurons localized in the midbrain. Collectively, the



study provided evidence for anti-seizure activity in
decoctions of M. discoidea leaves, D. boehmii roots
and D. nitidula leaves from a collection of Malawian
plants. Uncovering the mechanism underlying their
anti-seizure effects would pave the way for
understanding the optimal use of a combination of
decoctions dependent upon epilepsy subtypes and

complications.

13. Electrophysiological and pharmacological
characterization of spreading depolarization in the
adult zebrafish tectum
(7774 v Y 2aBRBREICH T DIWEMR B
DETEEFN S L OUEEFRSE)

FH Es0
YR N G UL e R B

PIEVE 538 (SD) (&I = 77 ) 7RI o I
SIABDSPRIER LT CBIR T, v B A 28,
JAME A SN D HMBIRIEE TH 5, SDIZIHD
WWEOTHICHG T 220D OT, TOFRERMIC
BAHZEPSBENTVS, COMELRRT S
TeDIBETRERHEAR 7 ) -V FIZHE L ¥ T
T4y v akETNIYE L CHi7z e EEBCRE
L7z FEERZMNOTHALA U Y 22X ) HEZ 0
WL h, 74—V FEMOBETISO— kR
PUTREN THBLERNOERAT &R Sh, 2ok
B O I I~ o A KB B 5 SD &
B EEDT, T2, 757493 2SDIE<w
A [k NMDA S8R ER OB G X ) (B3R As
WO L7ze TRSDORKBRITISDAIHEMEZBATALN
DRMBIEEIT, ZV 8 I VMR SEE W IE L
R AL LTBY, TS5 70y vk Wik
SD EFIVEMY & LCHIMTE B RN 2RI L Tw
5o

14. Effect of region-wide use of prehospital stroke
triage scale on management of patients with
acute stroke
(o2 T DIRFERINZEF S EEX 7 — IV DERD
SN EREREDEENE 2 32E)

A HA
BRI MR
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A & 2 OFFRI OV FEVE 2 T C & 2 IR BERTIN A
RO Ar— IV TH5H JUST 2a 7% 20194 4 A X
DILETH~EA L CHifE 14E M % ek L Tz i
720 20184E4 A 1 HH» 5202043 A 31 HET, I
ST R O BCERR AN A oIS 1 e 22 13 DR RE~
EHRGE L o2 ToRAEp SV EH 5141 4 (JUST
AT TEARI 2735 %4 vs. 2406 %) EXRE L7,
JUST A2 7 DBEAN, FAWE Y AT A EZITFTAN
WG 2 BB E I L 72. JUST A 2 738 A,
RO L TOWRLIERITAE LA L
(76.3% vs. 79.7%, p=0.004) o 51 AMIEBEIZ BV T,
F R BYIR B ZEAE (23 B AR [ DU A 750 C P 14 I
TLaND BRI O EERE T CORM ] 296
BAHM L7 (844 vs. 7347, p=003)o LA L %S
P HYGHEICIZES T, 35 7% 5 RHEM~DL )2
VETH D,

15. Short stature is associated with low flow-
mediated vasodilation in Japanese men
(BARABEICSVWTES R I MRKFMEL SR
RisHEEE G2 & EMAELTVS)

B
RUE SR R

HREODMERBED) A2 L ORIIZSHEEDH 5
MBS T WS, ARFSETI, IR
RS (FMD) 12 & o TRl S 5 Wz ke & &
RLOMMEEMGE L7ze HARNTDM: 7682 4 % 1412,
b5 & FMD OB E: 2 BT IS5/ L 720 &SI
8 I X 5 T <1550cm & i, 1550 ~ 164.9cm,
1650 ~ 1749cm, 175.0cm Bl ED 40D 7V —F 255
1} 720 FMD OfEAME U547 OBk % FMD O
PR S & B LTz, BMARNRESTOME, &
£ FMD & AREICHBL (r=0.14, p<0.001), FMD
FHREOBMIZAEEREICHM L2, £EHT IR
T4 v 7 BRI, WER GROBWIV—T
13 155.0cm K> 7 v — 7 & Feilg LT FMD fli A3
VA7 DR EABICEEL Tz, KEEOANLL
MEA XY POV AT ZARIKT 5 72 DIHEH 2 A
VBLETHDLEEZ LN,
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16. Pre-impaired fasting glucose state is a risk
factor for endothelial dysfunction: Flow-mediated
Dilation Japan (FMD-J) study
(FNZR : ZeRERS MAE 95-09mg/dL |3 MR R HERERE
EDYXITHB)

g Bz
PRWIESE I AR

BR] BERB O IMAE N R ED ) A7 ThH B
ZEPMEINTWDE—FT, EOBRE O 2R
fili (FBG) #» 5 IMENEHESKEEIND 02 % K
LS RS v, [HIY] ABF5eo BN FBG
&ML P B R RS 212 o v T AT BB IR @ flow-
mediated vasodilation (FMD) ZJHWTHiEd4 52 &
Th b, [J7iE] FMD % f5E L7 7265 A E x4 &

L 720 X % # % FBG<90 mg/dL, FBG: 90-94 mg/
dL, FBG: 9599 mg/dL, FBG: 100-109 mg/dL, FBG:
110-125 mg/dL, FBG 2126mg/dL & L < i34 R5% %
A HEED 6 BEIZHH L FMD % ik L7 [#4]
FMD O fiiix FBG <90mg/dL # T 69 * 31%, FBG:
90-94 mg/dL # T 67 + 31%, FBG: 95-99mg/dL B
T63 = 31%, FBG: 100-109 mg/dL #T59 = 2.8%,
FBG: 110-125 mg/dL B 5.7 = 3.1%, FBG 2126mg/
dLd LS BRI TH1 =26%Tdh o 7o
FBG<90mg/dL # & It# L C FBG: 90-94 mg/dL T
IFMDHICAE B EZ2 ROV DD (p=028),
FBG: 95-9mg/dL H % &4 2 DA OB TIEA I
FMD KT LTz, [#a] FBG<90 mg/dL &
& Ib#E L C FBG: 95-99mg/dL B Clid FMD 254 & 12
BETLTWSZ EARENT,





