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Global Infectious Diseases: Present and Future Directions

Yasutoshi Kido

(Department of Virology and Parasitology, Graduate School of Medicine, Osaka Metropolitan University)

Abstract

In the 21st century, the global population has rapidly increased, and life expectancy has extended, yet infectious
diseases remain a major cause of disease burden. The three major infectious diseases—HIV/AIDS, tuberculosis, and
malaria—as well as neglected tropical diseases (NTDs), occur in low- and middle-income countries and impoverished
regions, causing high morbidity and mortality rates. Emerging infectious diseases have also frequently appeared, leading
to global health crises, such as the COVID-19 pandemic. These infectious diseases necessitate the rapid deployment of
prevention and treatment strategies.

Our research focuses on translational research in endemic areas. We are investigating the disease burden of
asymptomatic malaria, developing new drugs for human African trypanosomiasis, conducting molecular epidemiological
research on Chagas disease, and studying immune responses to emerging viral infections. Based on these research
outcomes, it is crucial to strengthen infectious disease control and responses to emerging infections, as well as to address
the increase in non-communicable diseases. International cooperation and collaboration need to be deepened to pursue

sustainable development and health equity, aiming for a healthier and fairer future.
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21 IACICA D AR ANE R U PRGSO 724, BYUEIRKAR L L TERLERAMORE TH 5. HIV/
AIDS, &8, <70 70 3 KEGYE, AL ha R R, KhirEER SRk TRAEL, SORBELIETH
ERIEHI LTS, FEURYYE S HEICRE L THD, COVID-19/5Y 73 w7 213U, AN LdHEfa+5] %
REZ LT3, Zhb OEGYEIIRN U Tl TP - B QIR RO 5h b, Fhzbid, EYEDOFITHIZ )
BEBEE, VI VAL =Y a U —FEIT5TNA, BEREYEY ) 7T ORRARKEH, e b7 7V S YIS Y —

VIEIZ R B HORSRAITE, v — F 2RO FIEFIIS, HiEy 4 L ZREYYEIZ D W CORIZIRENE 2T > T\ 5.
I 6 ORI A I, REYYREDHI & FrEUEGYEN OIS 238t U, JEEGUEERBOIM & x5 % 7201z, [
BR Zetin ) & B A B L X ¢ 2 MED H 5. FilmTRE A TR & RO AP AER L, K0@FBETATaAfkE HIFT
7= OO MAHKD 5T\ 3.

Key Word: 3 KI&GYE, AL NALVEN, HBty 4 )L 2E&YYE, J-GRID+, P VAL —YaF L) —F
Big Three, Neglected Tropical Disease, Viral Emerging disease, J-GRID+, Translational Research
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2 woF A

R TR 64 5575 5 72 Fa k&2, 2019 4121389 73
RICHEO Y, FRHC T U T HUR T, RIERIEL L B ICE
Wk KORREEA V7 o nfiich7-Z 2w LT
SEYgFEmAS 8 AELL FIEO Y. 2 o0 & 5 IS R 2o s L
12 & D IEREEPEE AR L T B 08, B IRRR & L
THR P CEEARAM DA L & > T s,

R348 4 @ 4F- (Disability Adjusted Life Years; DALYs)
2k BRI TIE, REYYEIE 2019 RIS X - R
12X 548 DALYs D 27.7% % 5, 5 A €l 65.5% 12
M3 5. REGYREIC X 5 500 B O Mk A% 2213 K & <,
YNFTUMOT 7 ) H Tid @< (B DALYs @ 61.5%),
TS E T B KV (B DALYs O 9.8%) 7. A##i T¢It
Az B HEEL T E 7T — USRI 5 F 5 v A
L= g 7)) H—FOFREIE MBS 5.

1) 3 KEYYE

HIV/AIDS, #58%, ~ 7V 713, FoiChrEEIz sun
TEWVBBRERLCREG X, R TR & A 4 &
JHRED 3 DTHD, IKRBIYELMEIND T LAnZ . b
EBAFITD 0, 3 RIEGYRE D TR 2 1500 B 13K IR
WA L7228, R E U CIEh TS ENC 51 3 BB AT
JEROD by 710 125 (FE L Ty 5. 2020 4R [ R bR
(WHO) #iic &k % &, HIV/AIDS, #t%, ~5 ) 704
aHERIENE 2 42 7700 JifE, BIE$ 2 FECERIE 250 A
IZDIES. 770 A KPETOAMIZEMRLTE D, HIV/
AIDS 3 &R D 73%, FEM%1E 25%, ~ 5 ) 71X 94% %
Hi 5%, Fiftal e B H I (Sustainable Development
Goals; SDGs) 1%, 2030 4F & I HIV/AIDS, #it%, ~
I T % AREE OB, b EBE T L EHIELT
W5,

2) HFALNLEWEGTH (Neglected Tropical Diseases;
NTDs)

A S OB (NTDs) (3, M4 2, EiE
TWHEHR, BLUOUA L2k THIEHR I ShBERO—
BECH D, Bl K OBV I (0 A2 128 % JIE
LT3, %< O NTDs i3EHEEREOREIZH D, ©F
L BMEYEE L TOBVEERIIR S AN 00D, 7
W, 57, 274 v EnoRBHIch 3 am s
5% %. NTDs (ZHEKRICE LA, 1EER 5 KM A 3%,
BDENERAND T 27 & 25 e WA $o X OV 28 s 12
FE 15 A EDO AL IS EEE 5 2 T05. 2022 FOF
H)ES TIZ20 DFEBRANTDs & LTHREINTED,
REFLEERELTE YTV, Yy —H AWK, 77
VA NUINI Y —=NE, TUTE FRREERHTER
3",

3)  HTHL - FRELY AL ZFEYYE (Viral Emerging Diseases)

20 e DD 2 6, BWAELEM) =" =256 MR
TU, BB YUEES Z 2 g U < IZHEL 725

JRiE2B L L Th 5. #ififk, Za— ) ¥—32 3
EEM 2z e b - £ OBE), @b, SURZEE) K & O
BRI, BB AR B, HLEL, 22 BIRL T3
2020 {EO P T 1 F ¥ 4 L ZR&EGYE 2019 (COVID-19)
YT I 23EFTE AL, ZThETHRIZNWLS DY
DT b T LA ZIZHEELTE 7 2002 412t E 54
L 7= HAE S IRERAEMETE (SARS), 2009 4124 £ 2
THALZHINLIEA Y ILZVHISVF I w2, 2012
HIZH Y V7 57 TRE L RIS ERRE (MERS),
2013 LIS T 7V W THRELEZRTIIANADT
v s TUA L, 20154 T IVNLTRELEZY T4 L
ZDT I b T VLA, 2022 LD LR w2 2 (HA:
WUGE) NV FI s aETHE. ITNHEDEKET Y
F TV A T, T OFBURERO RSP RIR R, %
HOOYEs, JEE - RREIC DWW T OMEENZ L7280, Hril.
FRELURAYED TG, JREE, HIFE0 72 8 OMRES 2 s R
THAMENRD BT LAkl

2. UN=ZXPFS2AL=2a3 > UY—FNFE5M L
Bench-to-Bedside iff 7213, FEERE» SMHF 0, KR
BRTib B, 2Ok 2RI T, WiELMR L %N %
b, kA aREE CORMDES 1L, IS,
Bedside-to-Bench fiff%%, ¥ 4&b5V/N—Z 7V AL —
Va v ) —FiF, EEOREORBEPBE N, HMHBED
INBD R G =X LEW S22 BAGTRGED 5 WL %
W5 ZOST LA LTIE, RIEY — 40 2 THEER 2
OEBRN A T a v 2 L, PEOBEZ &8 72 5 MGE
THERARFEZEAR L, T ROEFEFEITZEO RSB
EHMMEAED S, Fril - FEEIYEO AR, HALTE
b 2mEELWEROHAEMEHTHD, TOV =X+
VAL =Y a Y)Y —FI8N5 84 LNEE L EHE AR
T, AWETIE, WATHTO Y b EBREE RO Il
HEOWZEERFION D2 AT 5.

1) MREfEME~ T ) 72 K B R A

<77, w7 U T7HER (Plasmodium /&) 1Z/&GLL
72 ESTL TR MIET 5. FiZe w7 ) 724D
DIEHNBE 54 5, Plasmodium falciparum \FEIE~ T
V7 ORI E 5. RHI 5 RO Tt L iR ic v Tk
%<, BmmMAAIEE£S 2RI, v 7 ) TIdAA L
B OMEFEE FIckE w8 e 54, AN E R FEOENR
BOFETEH 5. ZORMITHAT 572912, WHO i
2030 X Clcv 7 ) 7 &R T 220D [vF7 ) 7ITxt
957 a— 3L (GTS) 2016-2030] # %8k L,
MR L v AL b=V EAREL TS, ZohT
&, v 7 TR ERER CRE T A, 5 AN
TR I IR TRIR EOEENEN MR e DD, <5
Y 7R AT AR TE H D, v 7 ) THRHEEIC



ZEH D WL 7 a = VIUEGUE DB & ok 3

BOTKELSFEE L >T0B™,

22T, BBz~ o) 7 OMRRKOHRITEO DT
» %3y TRFEHME (Democratic Republic of Congos;
DRC) 126\ TC, AIZK T2~ T Y 7 O%mEN &5
MITHZLEHNE U THEIRFEE L E L 72, 18 LA
FOMEERANE HRIZ L 2HAETIE, 420 Ath~ 7 ) 70
HEEAREDN 60.2% IR Ebh 72, JE falciparum
JEHUIIFZE R R E D 26.2% IZREGL L Tz, IRA TG
1% 42.3% % i, B —FE&GL P falciparum (56.5%)
DIRKTH -7, AERFRTETORLEEIIIEIRTH -
7o, [ BBEMICAR 2] KEICET 2N, [LDR
FNZAR TRV REORA LR LT, w7 71T
Yo 30 27 BEEMIL Tz, ZTheDERED, w35
TASRERE L 22 R RN X 2R D 60% 12 K, Z OHERNIE
77 ) 7 O R BELGR) P =N —L 5 b 0D
Motz ZORD BEIERIEY ) 7 IZARBAEXER
PIYAV =Y a T LY —FICEBNTRICEE S NS
ERNREATHEEELZONS.
2) LT T7UH NI Y — RIS AR

WHEMFEBTH % Trypanosoma brucei 1%, & b TIE7
7 ) HHERR (Human African Trypanosomiasis; HAT)
D, RETIF ST HFOREKRE &5, HEL LT, H
RN LB & 2D, 770 7 KETHEX
EWHEEZL 5 LTS, BIED 7~ 14 HOEIRES %
P B EUERHR T, EHELSREWER 2 ® 0, GRS R
ERT, FEEAIRE RS EHEN TS, b id,
KT dH B T brucei e EIMFEH THEAFT 5 720 DFFE
BT ALF—ERE2ENET2HAMAEE2TIOTE
7z, ZOJFEHIE ATP Bk & EFER O A ITIREF L TH D,
ZOMATITIEI bV B IS 2 KR LEER
trypanosome alternative oxidase (TAO) 2WWMETH 5.
ZDTAOIZ& B ¥ 7 Vi D He 3035 e oD 2E A7 1 b
HThD—H, METHAMFIHIIIFAEL B0z, 1%
HOMAENTH S, ZhET, 0.1 nM & W H{KIRET
TAO %#M#H$ 2R REHRDT 2375 7 v (AF) %t
BHUTERY. HEARER TAO D = W ITHEE iR A % HeAk &
U 72 PR D IRMT 2 & AF B8R D 75 7 3% 5 23 v g &
o720 RIS, AF FBSLIR & 72 W v A B 2
EEIEL, BERLAORELET > TE =", BpEy
ETFALTORGEEZED T, Zh b OHEZREEH S ik & 3xh
NEREtitAMRA R S iz, ThF TD Good
Laboratory Practice (GLP) L ~\JL TOJFMARK £ T5¢
TLTWA. X512, invitro B XU in vivo Y FIREAER,
— xR A FEhE L CTh 0, HEERIKARE S K U5k
Z @IS U2 JERRIREAER S » - — D O FEEIcHi<, b MR
IRikBRDFNaA HIFL T 5.

—77, 2000 IV A T ARG KAt 10000 A %

A DWMITTH - 728, BAEIT90% DA B A6 h,
WHO i3 2030 /- & TOHBRA HEEE LT3, g
Bokd O FEII A TH 228, 1HA W < EYYEITR
T 2 HRSEAIF R OE TR L.

3) ¥y —HAWD TN

vy —H 2, FICHEKEEENZ B W T, Trypanosoma
cruzi &V JRHRHIEG L T A IRIMMEED RBROFEF & D
B & > TR § 5. BERES L, £<0
BT IERYE & 528, BRI DR TE L
RSN s Mk g A 5 | Z R 2

20 LD 5, Yy —HAWOEE LTV -
g & UC, BT EROMRIA AN S A %D .
7 A HTE, BEFEA =V T7FTICKD, HERRE
RN 1998 D 7% 7 6 2010 1213 1.3% 1294 L,
2012 F12I3 IR D TR R AR OB A R L, DU
DHFREREMRADT B L RAE N, LarL, HlkTH
LW RO B X B WHEM X o 2 — BTy v —
A AFROFELA YL & XN B AN B 572",

Z 2T, FAZ=BidTIL 38 RLBUFF & 2, 2018 4
9 A/ 5 2020411 HZ T, TIAHYIIN FILOFKERETIZ
BOWTEENZERY 4 &L FML 72, KBROFEEILH
MEDOEXWNY V) Vv FIZHEDNTHEEE N7 T
cruzi DREYL, RHROIEME 2 FMEE THEL, 20%
PCR % il U CHEDHER % 1T > 7=, diA Bl IZ3hm L
72E N4 14 B¢, 107 D ZE A 5 A5 1529 DL B
W (Triatoma dimidiata) M7z (RAH 34.4%;
107/311). T. cruzi &3 10% (153/1529) 123 L 7=.
IOV FLENTIE, BT BRORENR AITIAHIC
AL TOZM, T cruzi DIEGERFIELZ L1285 Tw
7z, 14B0S5 55 B3 L 0 & EOEGEREEZRL, =
NHNINENETICE T 2R 2T~y Tafpkd 5 2
ERTERY.

Z OEB LR TR, FicHBL T T Rl A
It U 72D BIEDEAER 5 ARIE ) 2 7 & it U7z il
JEIEIZRD TR LA TR T 2800, RELTH
EREY) 20 AL, BETRBEOAD R L8 10% HE
HAEGRT BN H B Z AR E sz 2O XS I128
BN T R DR E WS BRI 2 KE <2 $5 2
EWbr oz, WIKZ & DIEKY) 27 %545 Z & T,
BRI ORE LA BE L 2 0, AM, ¥, BB, B &
CFTEE AR S T 2K - TR ENC 5 CHEE L
gEEEzL5N5.

3. COVID-19 (ZXf ¥ 3 & b REFICEHRE

WilfawF 4L (SARS-CoV-2) ZWilfifk& ¥ 2
COVID-19 i3, 2019 £ RO hER# T IZH AT L, B
I RN LIRS 5 72 BEO MBI 5 BUEIZE S £ T,



4 WoF B E

AN L URE D FRIR BT I D W T DR IZIRME L Th
D, EHRY Y — Z05EHE &V 5 2 RRBGANOREEZ T
75 <, EERS Ik 0D 7= 8 0D B Bt R0 fR B b D SRR SRS s
E, HEERFEIHANORBELRKTH >72. —F, 2021
F2HEOHARTIEEIZMRNA 727 F VA SH, A
10D 80% LA b2 7 5 v 2 g% 56 T LSRR F I
A —=TRhIREEN L7, XOICREREEHD LA Iy
FROBIES %, FrIURGWE L OIAERHET L THDE LD
IZHRA 5.

SARS-CoV-21i%, avEVHkauF o4 L XICEREE
AT MEANOREEHME RS > TIRELZZEEZS
NTW3Y, ZoMEE, koI TF T 4L EESIO
—BPERIEF IS E OIS, SARS-CoV-2 ISR 2 i
ML REVE A F o 720k & ARAES 5. BEISHHEh B
AVISPBLLT, X2VAHTVE (N) 40308
2842 () A VISVENDH DB, SAVISTEETA L
Z & SERINICEE L, v Mille~NORAITK
<5 T5. SHVINIEDEE KK T 5 receptor
binding domain (RBD) &M:IN2/NF X4 V23, kb
#H 2 1l © angiotensin converting enzyme 2 (ACE2) %
BREFEATE LT, AL ZPEEMOMILUZIRAT
x5,

WIS 2 M RIZIDE & LT P DR TREEAL &
N3 PRE—RTIE B L, YA 24 VIS EOROHE
ERDRTWT IV BRESNCRLTHRY v —FILIZEEER
Ehb. COVID-19 T, Fifpitke LTEIIN & v/38
OB ERBTAVINGiRE, S &V B AT
SPitk2 A XN 24, PN PikiE Y A4 v 2G4
HEmw—J, PiSPiko—i#iy 4 v 2 b G % £
b, UIF VEMNHEET AN TE D S.

HAREGE L9 o F v RS O S Pkl & A
EIRL72EZ A, AREREL Y 7 F VEMEHTHS
YA FEREE DERITH 2125 FbH 63, 7 A4 L 2l
WY 7 F RS THARARBEE K DA T e
b oz PRI S Pkl O NEA DK 112 K -
TEHBEAEZITI TSI EIRE ST,

20224 FEHBHEIZ BT, HARDOPURIRAE 2 ITME42 50%
TEEIZE L2, HAIZEIT % SARS-CoV-2 IZk4 5 4
M%AZE, YHNIERERGEEEREZ LD v 7 F ViR R
PEIZRELIAFT A2 &2k, COVID-19 D/ 73 v
IR THIEICEMLTELLE AL S, PLSH
ROPUAMI, PiSPADREZRT2, ThidvAn
ZHALOBEE LT [BN] 2—@iLrExzn, Z
NETOMZEL» 5, BHREGEE TIPS hikflinw o+
VEMBERIETH > T, AL AHANEEITEMEE &
DEVEVIERAESNTE DY, Hikflis 13 %% 3
B ARl O EEMEA R Sz, PR g% 5

EY 5 BN KTeLTid, ¥ =7 (HERER)
EREAERANE (7T 4 T 1) BEFETFLENhE. SV
BERBDNDOLY =T % L7-& 25, BREGTIE
I —ROFEIRICE L RIBT 2 IESES N TN DS —F
7 o F VARG TSRO BIA S E S Tz,
HAREPEE B KO 7 F VERHICBNT, KL & g1
PUAME I WRAMET T H 2 DK LT, HikofSa B
ER$3. Zhidv 4L 2L X DEEIZRESTE 3 HRD
B, D 0KROKMERL CED, [EWN] HETH
BHURMEAIRD LTz LT, v AL 2 EFHLIES
BFL WM T2 DT TR BN L ARELTNHEY.
BRI ADO B & b0 44T, w4 )L 2 3% B
DEL, KELAELTEE-—F, KAy, 975V
Peffids KO ARIBGUC X D B2 A4 — T REEA B L
TRELZLLTE ., ZOEET, b b TORG A Bigs
L, RO L icHizal@ia2 LA ML, ZOMEE%E
HAEE LT o F v EDEREROMHENS 2 RiFLT 5 &
[AlIKE1Z, Benchi-to-Bedside J7 1A COMZEIZ & 0 3N B
FeaD B Z L T A, BrEl - FEESGYERZE - RIS
HFHETH 5. F SITHEEGUENBIRIZZ Z, 2D ) —
ANF VAL =Y a v Y —FH A I ENENIZFREL
T ZER, BIYUEICRTAILD VIV A E2ED 5729
DEENPSDEBRTH S EEZONS.

4. BHHATHS

SRR E RIS T 5 [ REGYENTZEE BB o o
7 4 (J-GRID) | 1%, 2002 FDSARS 7Y 7L A &I
B L 72 [REGUEICIREEI A 0] &S faka 220 e L
T, Z7u— LI & 2 RYYEROEEM 2 5, [H
NIZF 1 2 EYYERR DO AL 6, FEYUENSTRIT T 5 st
IZBWTHIRTE 3 &5, IMITFEHLE O AR fi & &
M A OB A B2 2005 FEHh Sl SN 72HETH
5. INFTHROEBERED, 797 - 77 Hilht
W7l 2 B0 L, HARAWIRELFEELL 22085, Bitho
et & DEMBE/REREE, AL X UMHTFEORGEIC
BH 3 2 FERERI R R O SRR AME RS, BT O REGHENTZE
O b - EEX S TE 7220 4l (2020 ) 256, 10
flél H O#ALEIMLE & UTRIRA Y K233 v TR FAA
ENZ#50F 2R & LG L 72,
JESYEDOAREMIIZ AT TIX, BEPHREE»6HS
NAFERER, BRERSAIRTH 5. Hril - Fik
YED % K IV CTRET B Z %0720, EPISER
DR VEGREDIZE & 1T 5 720121%, WSO REGSEFR AT
IZBWTHIRMASE 2 INET 2 0825 D, SO0
B R AR 2 & BAGRBERE & ORER S ENNHEE K 5.
S, ZZTTHALELD &, WA A2 E 72 b
FUAL =Y aF )Y —F IO KRTEE LI,



ZEH D WL 7 a = VIUEGUE DB & ok 5

ot T BE 2 MGG &2 S L 720,

5. FO—/NILAJL ZADFRFE

70— NUANIL ZAD KRS, RRGEOHIRE, P
ST ALY Y Ty R E, 7 U CIRRGEERE R O RIS
WA 57912, BN —FEFA ¥ - 3 VOIBKA S
WI72RAEW LT 70 —FOEKIZ > T 5.

3 KEEFYE, NTDs ¥ & OB FUEGYAE 133 5 Mk i) 7«
MR 7 a2 5 AOEEDOAE SF, BWHAESRSIZET 5
SRS, REYYERIBEN I 22 PR AR BT 5
B LUWEAN O, AMEREZT T IT7TOEKETH 5.

21 HACHREIZ T T T, T Y Z AL R BIAL IR 25
EhkZ i o BERFc & 54, AD#m, &
Wnl, KB & HBEREICE 2 3 EAOE L B L <
BT 2l bhs. KOHEET, LKoAVEtREHE
L, a0 =L i CodiE L ))& Em L T < sl
MWhHBHEA9.
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New Developments in Immunotherapy for Triple-negative Breast Cancer

Shinichiro Kashiwagi

(Department of Breast Surgical Oncology, Graduate School of Medicine, Osaka Metropolitan University)

Abstract

The concept of cancer pharmacotherapy has been changing as new evidence of the benefits of immunotherapy in solid
tumors has been reported. With the introduction of immune checkpoint inhibitors (ICIs) such as pembrolizumab and
atezolizumab, the therapeutic strategy for breast cancer has undergone a paradigm shift. Triple-negative breast cancer
(TNBC) has been shown to be more immunogenic than estrogen receptor (ER)-positive breast cancer. The international
phase Il trials IMpassion 130 and KEYNOTE 355 provide important evidence for ICIs combination chemotherapy for
advanced TNBC. As a companion diagnosis, confirmation of programed death-ligand 1 (PD-L1) expression is required,
and the primary antibody to be used, the rate of expression, and the timing of specimen collection have been discussed.
Furthermore, the KEYNOTE 522 trial has demonstrated the usefulness of pembrolizumab in early-stage TNBC, and ICIs

in breast cancer are undergoing new therapeutic developments.

33 )

BETEFEIC B W CRIBFEO M EZ R L 722 < OERRBROFERS/ME SN2 X512k, BEUEEDOE 2 Fidk
ERBEZRT D, ZLTHEHEHRICEWTE, 77U X TRRATOY AT HEEDGREF = v 7KL Vb
FH5Al (immune-checkpoint inhibitor; ICI) DB T, ZDWHRIFEHKIEIZ/ NG £ 4 A2 7 MR U TS, [EERE AHEK
5% IMpassion 130 % KEYNOTE 355 &, #5f% - F¥ ) 7L x5 5 4 73 (TNBC) (245 1 KiEELTOD
ICI PFAMbL LD FE AR L 2EE AT TV 2L k> Tns, S HICR TNBC I26W T8, KEYNOTE 522
MBIk O RATE) X TOFERAMEIREN TS, 5 - /78 TNBC TiE, PD-L1 R BUZ X2 2 v/ 5=+ vl
EHEL, ARAAENA v —h —REKIE, SHO ICTHEFHIZIZE > TREABE K-> T 5. MBE TIINEE G
BURICERLL, EABMICIERE - RO A0 Y —ICXBMBRIEO LA F I v 7 BELIZ OV THEL T2 K
WHTI, v v a3 A A=A —WED &4 35, ICI BEHLEEE L O, X 51213 ICT % &
DRIV 2 720 DF 2 2O TS 5.

Key Word: 5%, HEF x v 2K4 v bHEH, Xa7vyX~7, 77V X~v7, PD-L1

v bPEE Al (immune-checkpoint inhibitor; ICI) ® %5
T, ZTOHRBRII ST LA LV T I BPEC TS,

1. LI
A 3500 C SPBRaEE D A FINE £ 73 L 72 % < DBFRA

BROFERNPHE I NS LHIThD, ERYEEDOE L
KRELEEAEZZTFT NS, 2 LTI EMERICBWTY, 7
TN X2 TRRATOY) X2 T EDREF « v 7 KA

N TN H T 4 THIE (triple-negative breast cancer;
TNBC) (&, T2 b a7y V%K (estrogen receptor; ER)
P tEsle & i U CRBFEMER SN Z E ARG S TEH

2 A6 7H30H, 2B HM641126H
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D, Tz GEREORIE TNBC & hO0IcE ch
TW3"Y, [EEES M HERE D IMpassion 130, KEYNOTE
355 13, #5f% - Fi¥ TNBC 1254 % — %G L LTo ICI
LR E I Z R L -EEEIE T VY AL k5T
W3, X 51213 KEYNOTE 522 iRBRiC BT, 5
TNBCIZx$3xXa70) v TOEHMEREh, FE
2B B RIEREIR 8 T 2 — XICE ST\, #Efg-
¥ TNBC Ti, T v /85=% v #l#f & L T programed
death-ligand 1 (PD-L1) RBIOHERAZEL, fifHT 25—
KPTARRRHM 7k, FBE, BRI DO 24 I v 75 En
Hims T aY . k=AML F~— 7 —OREE,
L% D ICI OIEFIEIGIZ e > TRE A 5%, YHET
F, FA T3y 2B B S S U N O R A G
FEERED R I2 b THOROEYFEONRIZFHF 5T 52 L %
MScLTERE™.

ARFTIE, Ivs=F v hs/544~v—7 -1
EDAA IV, ICT LR L OfIE, X 51213 ICT
R ORNAEG 5 720DF 2 HIZONTHEHT 5.

2. EEREM/INRE

Rl g, AT & JEI D2 AR 3 2 St e = s
RGN, X 5 1IC Rz & ORIEMITE 5 R & T
WY A & VRIS I HAE R A B D, SR
BREE RSN AR LR A PR L T\ 5. £ L CEE
WUNRBEIZ B 3 RIZIBED T a7 7 4 M2, il
Bz V) v 238k (tumor-infiltrating lymphocytes; TILs)
® PD-L1 BEDOMAGHEIZ KB 5HP R T
Y. SENIC ) Y SERA L KRML TV REA, $hb
%5 TILs KRB, JHEE %25 Hot OIKREZ & E A 5T
V5. —Ji & TILs/PD-L1 RO AL, SIZWEIEDIK
WCold DIRREL 8 5. £ 72PD-L1¥BlLIZH 58 DD,

Inappropriate

Cold Excluded

Intermidiate

JEENIZ ) V7 SERAS A DA D TR WIRFEIX Excluded 75
REL 5.

3. EEREREIO7 7ML

JidE 55 o8 P2 /N BR B D BEAll & U C, Hot, Immuno-
suppressed, Excluded, Cold M4 %Hi%, ICI DR %%
A5 ATHALLESEY. 200 ICIOREEZ T OO
% REME & 8 B 729123, o %E Status % Hot DR
RBIZY 7 b EE D720 DORFEIIEZ T E L 2Tk 5 &
W (Fig. 1), 2H0 2 ICRIEIEE T T 7 7 4 LOHHR,
GIEFLE AR N2 2D IFEICEETH D, 0
T=4 ) VUL &3 TILs X PD-L1 i3/34 4 v —
A= L THHTH B RENED & 5.

TILs D MR E R I AFBOFIELHEAA F 74 VI
Ta—Fy—)Y—FIITAF 3 LTHDD EF5hH,
SHOEE & HRAFREINE ST oh T3, TILs
FEMMED & 5 RIEMBERTH D, CD8 T Y v /EkR
natural killer (NK) fifig, BHIKfilE, vouvr77—-Vk
E DOFEMINOHRER % 15 e & HI#E M T Mg (regulatory
T cell; Treg) B HiHKFEZZHIEMIL (myeloid-derived
suppressor cell; MDSC) 7 & OJEMINEDEAF - Ba5E % B
J MM AFAES 5. TILs Ol I EE 7 — % ~
V=KD, FREREISIRE L 72 Vo SEROENEGE
KT ORI A HERE X h T\ 5. TILs & FUBICB$T 5 %
L OWENDH 5 A, TNBC R human epidermal growth
factor receptor2 (HER2) FGM:FLIF 4 & O EREHEMED
HTaATTIE, PRRPBEDRTHME L THER L~ —
H—LuBUREEAREINTHEY. ZZTYHEICE
W, XA F 3y 218 LT IS R U NRE A T A D
NIRRT R R TO TILs Z5HMliL 72 & 2 5, 3
PIERE OB X 0 S RIZ I TN A2 L AR 2 & 3

Appropriate

Immuno-
suppressed

Hot

Fig.1 Tumor immune microenvironment and response to ICI.

Responsiveness to immune checkpoint inhibitor

The classification of the tumor immune microenvironment into hot, Immunosuppressed, excluded, and cold is fundamental for
considering the efficacy of ICI. Therefore, in order to increase the possibility of benefiting from ICI, a treatment strategy must be
developed to shift other immune statuses to a hot state.
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Fig.2 Tumor immune microenvironment in primary and metastatic tumors.

When TILs were evaluated in the primary and recurrent lesions, decreased tumor immunity was confirmed in the recurrent lesions of

HER2-positive breast cancer and TNBC.

Ltk ELIFERER KUERETThTH
TILs #fE8 L 7= & 2 A, PR TIENEE RIZOMT HHifE
AEh7 (Fig. 2)". %7- Impassion 130 IZF ) 3 J5 %
REBBROKTE, #HEH T PD-L1 BHOEMR
735.6% LK T L, & SICHTERFE Tid 12.8% (2 L » 5
KEFI TR & ko 727

fiEiygs eyt NER B, SRANBATPHRFS - FEFEIC 1T 5N
AXa Y =B IZKDEAF I 9TV T N $5H. ZD7
¥ ICI & ff I3 % Bl e M poyse Al I I55 6o & 3584 %
WHIOERZZETRETH 5.

4. ICI DA IN=F>2

ICI @ Pivotal study & 7 % Impassion 130 ¥ KEYNOTE
355 1%, §nf8 - ¥ TNBC X3 5 — g E LTD ICI
BEFL AR DB R4 8 U 7= EH B S AR T 5.
Impassion 130 i&, nab-/%2 Y & % ¥ )L & §i PD-L1 §itik
7TV AT EDOHREREOR AN EMGEL 72T h
3 h, HHEAGFHE (PFS) 2% W T Intent to Treat
(ITT) % & O° PD-L1 Bt O M # T/ 4 — R 1L 0.80, 0.62
LR &Y. 2 LT PD-l kAT O ) Xw
7 O YA MGE L 72 KEYNOTE 355 TiE, 7s2 ) &%

YL, nab-/S2 Y AE VI, HLETTFV+Y x Ay —
75 EDXRIEL O L CHTEIC PFS HER R0 Hh 7z’

IN6DREFOFEA V ME, a2t v n 5.
Impassion 130 iZ X ¥ % F L ® SP142 it f& & FH v» T
PD-L1 &ZE BB AR L T D, JEEREEME IC)
IZHBWT 1% YL EBIHEERNL 41%, TESHE (TC) 9% &
L TE L RBLL T2, £72 KEYNOTE 355 T3,
Dako 1 ® 22C3 #T & % ] \» T combined positive score
(CPS) BAME¥38% Tdh >72. ZD &S IZPD-L1 EBLO
BRI, 1T -BL T30 TR ALNE EhTnE’.
BRIy 25l 5k & LT, IMpassion 130 Ti&, IC Ik
it % PD-L1 ®BIMIE O #IE 2 1% DLk % Bk & Fli LT
W5, —JTKEYNOTE 355 Cif, CPS #ffH L Tk,
ZHUTHESS, V) Rk, vou T Uk EICHEIBIL
PD-L1 B4 X T%, FHfixdRARORETHl - 7%
DIk 5. % LTCPS score 10 L EoJEfIZ, BHMEs
i X 47,

5. ICI &EFEMED KW EEH
ICI %7 & 2 575 Hot Status 12V 7 b &8
572912, (AT 2 BHIRaPEPUEAIR T ENRIC L 57
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Fig.3 Effects of nab-paclitaxel on tumor immunity.
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In the cancer immunity cycle, nab-paclitaxel is believed to promote tumor immunity by “enhancing the antigen-presenting ability of

antigen-presenting cells”, “inhibiting regulatory T cells and bone marrow-derived suppressor cells”, and “promoting and activating the

infiltration of cytotoxic T cells to attack tumor cells”.

PEPRERICHIE S 5. Bt bDEANL, Al
JESE A D Hah & J) 2 MfasEic B 6 8, & SIC Rz %
LI S B 7= I RIEMHIIZEH & B LN TE
L2 LD BN, W< D h ORI EREANT RIEI6 s
RS 076 TSGR A ML RS ¥ 5 Z L hb
Mo TEET. DOF DIEMIEATER L TREPUR A S h
5 L RIEFNEHENMIZSE (immunogenic cell death;
ICD) »aEish, GEINE#ER LT, 54l
WHICELEZLE NI BDTH .

Bl tEPEANC K 5 REIIBERIC DWW TIE, #F

THELHBY. TVZAIHA )V RTHBFFY LY
YR, ICD #FEARINTED, ICI &7 ¥ 2 5 RHHAl
OMMEREIFEIN TS, $EMNEHERTH S
nab-/37 VA F LAY ZFELIZEBNT S, H@IE
WEICBET 22 < OMER LI TED, ThoDIHEAS
ICI OV DEHEZ SN S, &< IZnab-7%2
) A F X, DAGIESA 728 WT, [P
RO Pl PERaE D88 | [ HIFEE T M <05 e Sk
R DB ] [0 T MfaoREOMeHE - HEic &
2 SN OYE | 7 &I 3o\ O R e ISR
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ZrENT03 (Fig.3) . F7-HKREBRE LTI, &
I A 44 2 L IR LGSR T & % TONIC iR 23 ity S T
W3Y, ERREYE TNBC (0§ 5 R & 5 W id(bpsik
%O ICI (JiPD-14ifk=FN~7) OREMFEE, FF+v
wayy%%37y13#4ﬁu/mfmnﬁﬁﬁﬁﬁ
Ihi-.

6. ICIDEET7IVIY X L
& 51213 KEYNOTE 522 itBaic 51 C, 5HH TNBC i<
WNyaRaTvuy) 2 TOEMEE RS H, FUEICBITS
RIBFRIIH 727 2 =X & WAZ TS, L LENLR
HI TNBC 235\ T ICT OF ML, 1 PD-L1 Hifk7 7
V) X T TIRRET, MiPD-1bifkRLaT0) XvTD
BBEHTH > 72. ICLIZE T 5 ZOMMjHIDOHEIZDONT
i, RN - BIRMICERER S h T3 L ZATH S,
Hf8 - R TNBCIZX 5 ICTIZ X BEHETILITY X
LT, «174/1#027%LE5;7'“iL&<
TRAELEW, ZTOR»avS=F vzl To
PD-L1 BB OMEROMIZ, ZDOMORKTFIZDONTEEE
FRETH 5. Impassion 130 sllEIL 1 KIGHEDRE T H
2H, BIRWEHEEH Td 5 25h#% 1, PD-L1 BGMEHER
IZBWT58.9% Th 72", LrLArsTTFVY XvT
H.AI7T O Phase la sk B D FE R T, 1 KB TR HE
24% 12K U T 2 KB LI TIE 6% & FHIZIK T L Tn»
727 BINBBE N D S FIEGID TRSAENT & EE L
3&, 2RI GO 3 THRELE L AT L
NS, 2ROV 7 7L — TR TIiE, 2%
BRLFEL D & 1 KIEED, LR ZE S 6.5 cm Al
DA, ThabbERENDENTIIRNTH S L
DS 572" Fho 2 ICI D502 4 32V 73,
L% - F13€ TNBC O 1 KIGHRRP M A= O D 5 WEHRE T
OESPEFELWEEZEND., — 5T, T TNBC I
Bwlav = vziaHExaihe LTiE, 5
TNBC TIIEE RIENEVIREET d 5 72 D IZHRIRWN T %
NOEG NI W= iR IR 5.

7. BHIC

ICI IZ & % TNBC O #r 7= 72 FUFE R IZ D W TS
L7z, ICT I, JREERIRD & U R VIREER R A AEIC
FFCEHZenn, k- HETNBCIZKITA 2 /8=
F VB RS 4 TOREIZIDNE T 4y FHBES
NAMEEREGVEDEEZL SN D, F 72 PD-L1 OFHM
D4 IvreLTE, HER - BEDODES 5T
PD-L1 BB ER SN T, RBEVEMEZHFHT 2 RET
b5, LU TEBELD SFEIHED A, PD-L1 B
ENREWZ 2B L TELINRZTH 5.
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Nine Years of Progress since the Opening of Oral and Maxillofacial Surgery

Hirokazu Nakahara, Isao Tokuoka, Ryosuke Arai, Miyuka Nakahara, and Yasunari Morimoto

(Department of Oral and Maxillofacial Surgery, Graduate School of Medicine, Osaka Metropolitan University )

Abstract
In April 2015, Department of Oral and Maxillofacial Surgery and Clinic were established at Osaka Metropolitan

University Hospital (formerly Osaka City University). It was established with the aim of promoting oral care through

medical and dental collaboration as per the Basic Plan for Promoting Cancer Control. We have provided oral care to

patients before and after surgery under general anesthesia, and for mucositis during chemoradiotherapy, and have been

referred by many other departments. Nine years after opening, we have provided 11929 first consultations and 99641

consultations, mainly for patients who require perioperative oral function management, and we report the breakdown of

these cases here. Meanwhile, we report on medication-related osteonecrosis of the jaw (MRONJ) as a disease that

requires collaboration with other departments. We mention the outline of the position paper 2023 of the Osteonecrosis of

the Jaw Review Committee.

=

2015 4F- 4 A, KBRASLARAER ABMENET (YRR RY:) (SHRBHIPE PR 5 K ORRESRE i o
AT RAEMEFEAET I O LR PHRFHESE 2 L 2 Dl r 7 Ot 2 HIY & L7z RE T H - 72, EGRREE T O FAliai #0855 0
FIE s 7, AL RO RRE T O LTPER I S 104 5 LI 7 & Hulis, < OBRFI KD TR & W2 2 B8R %175
TE7z MREKD 9EERET, MOS0 L ¥ 2 BE 20 11929 AOYIRZRE, 99641 AD#H %
ToTEOT, ZONRERET 5. X SICEFIREEIEA DR L 4 2580 12 & U THEAIBIESAE L O BRI
DWTHRE L, HEAIBGHRSAEIEIEOME & A SHFEERMRR 2R Y ¥ 2 ¥ X —r3— 2023 OMEEMITT 5.

n"

Key Word: PiRHESMRY,  JEih 1 PR RES Bl SR AIBESHEBSE (MRONJ)

1. [FCHIC

SR 24 A (2012) 6 AICRR I sz, 23 AR HEME I
REHNS [RFEA A EHROEWER - A DHED T PHC 8tk 2
E, BEOHEEZEFOEOM EA2HIEL, EEIHRHHE
IZK Ay 7 OHEEA X U8, BIEEE S0k 50
RV N ) F =Y g YOS &, BRFEREE A
T5.] LI NhTED, &6 ICREMBERbo Bk
PRRHIE A RO R E S & 75 5 72", FrEtgEeske T &
% KBRS KRB IR R L T & BRI SR i 8

THT SN 7z BSERI SR R RE T B & DA FRT,
OIS SMEE, WAL &SRS O BRI T O Tl s &
JAEEOLNET 7, MENFIOAL LD O E O LI
KRR 2L 7 %475 2 & AR® 5 /-,

2. EFORSAFIZEEROER

2015 44 A 1 HICoRBHIE M RIRE A3 3% S A, 6 10
H 1 H &0 BRI ke 5 B - Cod e Ban L 7= 4
FIIE 70 NOVIRZRE £ 23 T, 65 H T

2 HH648H260H, B HM6E641126H
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Fig.1 Number of first-time patients in Oral and Maxillofacial Surgery by year.
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Fig.2 Number of first-time re-examination patients in Oral and Maxillofacial Surgery by year.

BEKIZ 424 NThH > 7=, PIHZERERIEA 420 £
bHFEDTH 2567 ANThH -7z, FEZLIWZ, WIHLE
FREHML, LD 9FH L& o7 2023 F1EI3H T
¥ 150 AR D OWIe G &2 0 H, ERoKRYIRZ RS
13 1846 ATH - 72, YITFHREE T AP 1000 4 L
TR 12725 A& $ A 72 (Figs. 1 and 2).

3. R EE
2015 410 A & b 2024 /-3 A & To 9 F-MT 11929 A

DYBEE &2 T 72, 2 O TRNBITIX 8662 A
(72.6%) T, BT Db - 7=FHE, OIS 1335 A (B
NAAIT I 15.4%), HAL#HEF1050 A (12.1%), 1Lk
MEF805 N (9.3%), HEWAZ SR 767 A (8.9%), &
BRENFE 611 A (7.1%), WRURERNEL 545 N (6.2%), F
J§FE 462 N (5.3%), WIR#FL 384 N (4.4%), HIEH/FL
283 N (3.3%), &MEZHFI215 A (2.5%), Btk
YA =205 N (24%) L& ->Tw5 (Fig. 3). DI
S e & OIGBRA R & i L s BHE Folimit oo e o 7 1k
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Fig.3 Breakdown of total first-time patients by in-hospital referral department.

fH, MEARE HEWA Z S Bl 613 b pgak, G
ROBED TR ST 2 O r 7R EHHBN E > T
WA, IRESNELE FRREREAD 513 2R 28 52— M E 203
T AR TEREGRID A 2 ) — = 7 CHF B G E B SELC
BE T 2 I TOMIT L 5> T\ 5. WIREFI2 5 13E R
WERTDIE S 7, B g A S ORER], I 5 1%
ANTLBSFMaio s 7, kiR & 13 EEER O
JE#H, (LR o ey 7, BmEe v 24—k ik
BRI MBI OO RS 2 & OXIMKIHE 28 > Tnvb. 20
E TR B AN R Z s lc R DfEA s R 5 h .
Z OMIZIZ BRI ORGSR A F 2 720D Y — 3 4F
IR, ZOEROEOWAT, BifEs L OB TORZEL,—EK
R HNG. F KRB ARESE ORPRAE, kOB L
EIZEHIEL TS,

EHIZBENDRFEY K — b F— 4 (Nutrition Support
Team; NST) 256 DMAENF = v 7 8BD 5N 5 K51
Ko T&E

4. BSHBENEE
LPHIBRHEIR O kR & L TORRES 7= LT
WA AT 11929 A 27.4% 12 & 7= B 3267 Ak

LREERRHERE & 0 ORI T, kiR, HRatto e
Tl e R0 SHBE HVE O FFALIRIA & 2 5 T .

5. BAMHOREsEREORs 7ICDVT

R RS P e L CORIT DAL, MEBENE
BHENTNS.

1. AR D Pl & 723 BEHEE, (L2, $EA

o7 Y 5 BE
LA SR A S 5 R
BIRHVEL Tl & Fhe 4 5
e B4 A -l % FEhia 3 % H s
3 I I R A RE Tl & S 4 5 R
A0t B Pl &2 F2hi§ 2 BE DR E & > T
%.

A M 7 5475 2 LT, Z ORRA X
NBERTH B,

Z U CHRBHRR A Fic i, A eins & Bt
(1) (DAFRRE 1), FEHOeses s () (BUNRE
), FfHOPEREE T (DIFEEN) cafEhT
W5, 3T O SR e pe g B G Tl A fCdi o BT,
Tt & 0 ATy 7 AT 5 LR T, Abikk

ISR
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ODEET 7 & FlbAd % L RE T, BUONRRAE, LEREE
Fhi§ 5 BEZABSBRICEDS TSN 2 FET 5 Z &
WTE S, RSN BRSIRE ORI, ABeL TH)
O TUREZLT BEENE» 520, EFIEFOIEK
ZHRL OB EZT LI ENEL, RELLOMET 74
TEDEIIZBDDODOH DL E A5 (2024 % PRFRSUE
EHPN—8EEH D).

6. BfAAOPEMEEREOR S 7 DRR

JAR Y R A B H B T #c s v, itk
figeD PRI, AHBEROTPHITHD, ZOMEL L TA
Bl O 2 ER T2 2 Licb b, T LT, (Lfhx
7ML BAHRERA I T W TR ORI 2 D TP, R
BAOZFGTH D, Rid0 AR O 515 o
b s, MRHCIZRMHO CWEr 7 O % s H[H
e & VS A THREL T 5. BEFEORRHIZ 0T
(3, FiEREOER, itk FREE, Rmiims 7 of
BN BRI 95 O FEAE & B A B B Lt L 2", i o JE
N W T, IETO T 7 A RIS il g D R
ERD X7 OWE L ko720 KO R BREHE
FTEA RO A T PR Y P& LT, K773
v, R, RILE IS 7 OABICHEESRD 5
h7? & SICHREE T AR UIRR TR 1 do o TR R
DFEREZ S IMLHEIE & [RIFEEE TIPEr 7 O e fa bl - &
BOSZ EEMEL L.
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7. EFIEHETAEIESE (medication-related osteonecrosis
of the jaw; EL'F MRONJ)

BAAETENE IR O BN ZE 1§ B3R 5 & OV ISR IE,
Z7uA4 FROESOMHIEL L TE AR ZH 21— b
(bisphosphonate; LA T BP) #A&l&, #i receptor activator
of nuclear factor-kB ligand (RANKL) #ifATH 57/ X
< 7 (denosumab; Dmab) #Al23H 0, Zd BP #fl&
Dmab $AFI D # % & 4 72 FIEIH]HE (antiresorptive
agent; LI ARA) »* MRONJ DFE7=3FHKNTH5. ZD
MRONJ & 2003 -4 TH& 2 TR, HATEIHR
FIOREARICII R E B RER L 5Tl D, BED
KOV g v R=S=PHEFICHIEREEEL DD H 57,
EH LG DX 2023 FIoHKFIxh, YFITEEDORY
Vg VRN ZHEC B 2 4T o T B BIETO R Y
Vg v X—=8—=TIZ ARA # R, B5EhTHWsEHT
WP RETH > TS, R TIRIET 2 Z L ANERE
T/ SRIOKETIE MRONS 28k & E®HL T
W3? 25 ThHhE, BREERET S Z L2k EE
NHFFCTE 5.

8. HFTD MRONJ ICBET B &

bbb YR, ARA #5510 4 FHZ R4 O
NGB 24T > CE 7z, HPNIEGI2» 5 ORI IdH AT
BN, FEAHMU, 2023 4FTi3 ARA 5% O
20 NIZH L, #5RTORITIE 258 AL > T3 (Fig. 4).

258
215
182 -
e 169
136 =
0 15 s 21 20
2019 2020 2021 2022 2023

B Before ARA administration

Fig.4 Number of Oral and Maxillofacial Surgery referrals and timing of consultation for ARA-administered patients.
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Fig.5 Breakdown of patients treated with ARA by referral department.

ARA 2R 2 T B E O EIZ 1491 AT, BRI IF
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MEAE 97 A (6.5%), HWNZWANF6 N (6.4%), FL
IRAAEE 55 A (3.7%), % Dt 253 A (17%) T & - 7= (Fig. 5).
T TIZARA 212 5. X T\ B HEESBET 6 ~ 21 AW
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BN % &8 7= B A LE X MRONJ O i [K]12 2%
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[AIffFZE I Sl URER] 2 IE U THRET 21T > 72, 2 DFER,
MRONJ % F5E LU 72356, RIFL T < 2 & &0 & ik
HNZHERARE A BIRL 2 D TR BAFCTH 5 2 1505
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DU AT &2 A 724558, IK3EI2I1Z MRONJ O F8iE
XU TR A N Z AV HII L 72" MRONJ A3 &
JETHDBE NS ZLaMEAB L, BPHTHHHEIZLS
RRREEGRE T 2 ENBREININERFLETHL L
RY AR
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Imaging Core Pathologies of Dementias

Makoto Higuchi

(Neuroetiology and Diagnostic Science, Graduate School of Medicine, Osaka Metropolitan University)

Abstract

This article provides an overview of the imaging of proteinopathies that form the core pathology in major

neurodegenerative dementias, including Alzheimer’s disease (AD), dementia with Lewy bodies (DLB), and frontotemporal

lobar degeneration (FTLD). The development of positron emission tomography (PET) techniques for detecting amyloid-3

(APB) and tau protein aggregates, which are the two hallmark pathologies of AD, plays a crucial role in objective diagnosis,

differentiation, and the evaluation of the efficacy of disease-modifying therapies. PET studies have demonstrated that Af

pathology induces the spread of tau pathology, while tau pathology is closely related to neurodegeneration, making both

key targets for disease-modifying drugs. Additionally, the development of imaging technologies for a-synuclein pathology

in DLB and Parkinson’s disease and tau and TDP-43 pathologies in FTLD is in marked progress. Hence, using

biomarkers of core pathologies will constitute a central part of the next-generation workflow for diagnosing and treating

dementing illnesses.

=

YNV BEOEEARE R 2R Y b o v e R

TW3.

ARTIE, 7IAYNA 7 —{R L —/MRBIERRE, B SEMISEGEZS AR 22 & 0 TR e piRZE VEBUERAIE C HORS R B &
e % & S 2 B DEALIZOW TS 2. TAYNA RO KK THS7 Ia4 Fp (AB) &4 w4
(PET) FiliDFERER, BRI 2 isWr - $0 R0 WRREAE ik o S AT All
ICBEWTEELKRHZRZL TS, PETHEAZMU T, ABWAIZ X YINEDILEIRILREFHR L, & g idak
ZVELFERICBET 2 2 EAURES N, W& SREBMEOERN L L TEHEEH SN TS, 2, L ¥ —/MEREGEAE
RIS—F VY URICB TS a v X7 LA VIR, BEMBHESMEEIZ 51 % 24 7 - TDP-43 W4 & gt 3 % Heffi o
FAF G TR, PRIRELO N A &~ — 7 = D FRANED IR T — 7 7 u =2k THID AR EI A S Z el h

#

Key Word: 7))LV 4 < —¥%, BIUAMBEEEME, L —/MARIGEENE, K o v ki

1. 12U®IC

TIINA =W (AD), L ¥ —/MABIZERE, §ifdEfil
SEAEAMEE L, [ KFRMME ] & U CTALS ks h 3 FH
EARAEMRGEANE TH 5 (Fig. 1). Th 6 DOERIL,
AN &0 2 o3 7 B ORRHEVEEEEAR S ERIL, kST o
TR EGI ZR I T Z e TH 5", AD B#H T3,

73IuA4FB (AR) OMilaNEEEARTH ZBAME, 4
Y & VS B O MR N EE R T B B R R MEZ L
2, REMIRA L U ORMICHBIT 5. L B —/MARIGE
REDOHEIRAIZL, ad X7 L4 vEns & VS EOEE
R AN ISTR S $ 5 2 & TdH 54, AD & RIRkIC
AB R Z Y OV DSBS TR 5. il SE I BEEZ PR RE

2t HM6E9IHA10H, 2B HM6411 A26H
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&, g o s S EOBER TR ) 7 MRk
HTH5484 7L, TDP-43 & E 2SO & VI3 EHk
ET 584 FI2HHEI 5.

I E TRAGEDIEE WL, ARk T5Ihsn
A VIS EREDFER GO TITbhTED, &
RNCHEE SNV ERE RS Z &3 L2572 Lo L,
2000 FRUZIZ ABIRZEAS, Hiv 1T 2010 FRUTIT & 7R
2, KU bu vERE PET) 12X > TEERRTHEi%
b5 X512k, LFTOREEFRS WL HEH A T HEIC
EOODOH D, £z, B s VST BIREITMRZENE & &
FFICBRLTOWB Z EARE TR D, HEEBAISORT
CBWTHEEAMENEE> TS, Z0LS AWNENS,
B2 VS BRAE D PET (X, IBHSEO B3 MR IS
IZEWTEEEARE AR LTS, JBER O R
A ADHIWHIZIE, T 5 LR A g 534 5
v —Hh—, FEH VST BEWE PET NOIKGEREE - T
W3, REETAITICHGT 22T, KDRRNTH
LUREMEA R ENT WS, FHH T I hE TRANEHALNZ
DPET A X =V V7 w=EB T 5MARRICIDHMATE

Jf\

Fronto-
DP-43 temporal
lobar
degeneration

PET probes
evaluated in
clinical trials

Vascular
dementia

Dementia

PET probes with
development at a

nonclinical stage

Alzheimer’s

D, Z OB Z O ARG EERS W O ATRENE & A HITELS
DWTEHT 5.

2. ABREDERIE

AD BFODOMIZ BT 5 AB L& % PET THEI{§1L4 % 4
X =Dy THEH (Fu—-T) LT, By un—=am
B (PiB) 2’E v YN—=FKFIZX > TRIR XN, 2004 4
DL TZ ORI HE X", PiBIX, AP BHEEKD
R 2 B2 — MREEICHSA 95 PET 7u—7 & LTA
SFRHERTHF XN TZ 7. Ui L, PiB 3B
WA 20 r &V 'C TGRSR X M T D, W KMEIZIERR
KD -7z, ZHhx LT, B 110 75 & B0 °F
T X7 ABRE T 0 — THRLZICEFE S, HAH
NTEHEEDO T o —THREHERE L TERIN TS, Z
&k, 7NN —=F LLIERNEKEZ@BLC T, 730
1 F PET 2 ERBUG TR R BEE 75 - 7=

ZhETIZABWRZE PET T 67z ADRRED T &
HIRELT, IFAZEFLH B,
(1) GEHABERELNIEH T b % SEilind O—EBIZ & AP IRZE A

AB

oy h i

lesions

myloid B

.

(AB) \\ /,

PET probes
clinically
EVETIET [

(covered by

disease health insurance)

Lewy bodies

PET probes

evaluated in

exploratory
clinical studies

Fig. 1 Classification of dementing disorders and protein depositions governing the three major neurodegenerative dementias. PET

probes capturing these hallmark proteinopathies have been generated and evaluated at different development stages. PET, positron

emission tomography.
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i 4 (preclinical AD), <€ O # I3Hn & 4 12 88

32 Z ERMERIN TS, X512, ABRZE R

méhtﬁwﬁi Bt & Mz B LS e CRRAN
REHTELRE (B RRRIREE) ~HETT 9 % v Eo.

(2) BREERRMIBEE L T AR LE VR S 7288 (mild
cognitive impairment due to AD), AD N7 3 %
RN EDNREINTNS.

(3) ADWREAH ¥ % a8HME (AD dementia) AR
FEHEDOBFIZIT T, AR E OIMBAIEEZE AL &
=B, Ui L AR RERE T ORE L OB g I
BRIV &2 6, AB VLA A ELFEI 1w A e 55
R E 1B 53 B TR IR e S h B,

(4) v E—/MARIGZHNEDBE DKL LTS AR TLEH
BihEhTns.

AB W% PET 3 ¥BIED KR A Z T 72128 b o
Eo EFRRBICIINK S h s h - 72, 2 OFHIE, PET
fAﬁr*#%aéhfé Z N PN 2 R e Al s
NEEFDIMEL I N TGP 572720 Th 5. KEKRN
THATIE, 2023 FICABPUKERIETH L L 7 1~ TH
BB AIEERH & L CRESRR I MY, 2B 5
T ABWZ PET 2RI & 72 > 7=, Zh & idil
DABVURESETH 5 FF 3~ 7 & KETEHE KGR &
N, HATERIEARIZE 5 7-. PET RMMEHiRe T
N ABIRZE DAL AR TIRAMH O D T &h, L%
VTR T AV TDEIGE K> THD, BEFHGIZLHED
THMECTH 5. Zh o OREBHIFEOERE ML T, HEIC
B35 ABIRZ PET OEEMSW S 2z h™, DTOX
I TE S,

() vAZXSTRFF 22 7OHREIZLD, PET T
IND ABIRE M 7-8 HIA T 5. Z ORFRAERER
FOMATIE 3 HFREHHE N 5.

(2) Z< OEH T, ARG ZFEDNICABIHRE
PET it At & k5. WaHE s 2 & iRk4 1R
ZRMBENT 22, BMEED L 2 Wiz i 50l
2 L O 25 5.

BIRG ps TP AR PUARIR SR IZ X B IRIBOEIS & 5 % DI
mild cognitive impairment due to AD & L < (37D AD
dementia HETH 5. LOREWDOEFETH %, preclinical
AD #XRIZT 5 Z & T, RANERERE OISR, X 6
ICEEBLZ eI IND. ZOXD BEZS ERGET N
<, preclinical AD ST AL B 2~ TOWRENHED 5N
T3, ZOUE, ELRH & BKRIERTHEST S Z &
ciiﬁfzﬁ D, ABIRZE PET R Au[REk 5.

BB &) v 2 ¢ B TIRMER B B Wi X h
M7= ABIRZ PET TH 525, 7ua—7nED XS 5K
BT 200 EW 60235 Z 813, I ERE
2B % PET OEHRAHELS AT 2 L THEETH S, #

F O BRI AR AW (BUR R At 28 i 7 p%
W) &RBGhLRSY: (BUKBRA LK) OILFNIZE 2 328
L,MﬂrﬁrwvvxmApF*%PEPTﬁ@mﬁé
Lz, HFIZEENF TRIIL 72 (Fig. 2)Y. Z OFIC
ETALY Y ZONN AB LG REIT AD BH RS L ThH
28 b 5T, PET 70— 7T ORENDRE S EL AD
BEIDEB0ITHENZEIZER L. 8RO THEAHM
AEbEMRITIZE D, AR D N KA - Bhi% 2
72 ABN3pE & W5 Hiffid, ADEETIEXET LYY 2 %
KEL LS Tk#E L, PET 7 a — 7% ABN3pE D ¥
RIS AEA T2 Z LA L 72, ABN3pE (3854t &
LR MREEHENE NI LS 2IT A0, AP RE
PET 73t I OFRREICFI I 7 AR BEEAR MM L T 5
ZEHRE N (Fig. 2). BIRZENZ &2, JAHEIET
H%FF 3~ 713 ABN3pE IS 24K TH D, ZD AP
MR K D ENZ D U722 % PET (SHIIC HE
ATVWBENZ S,

3. AVIREDEKIL
IZBWT, 298 VS EORERRE L ABIRE

DR iC sl o b 0N J S B e i E B 2 5T

W3, P AR LA R EEREE A IS B E S 2 d

2 RRED X T — VICIKTE S B W REME AR S AT v

27 & W E RN & B IR REEAIRA IR OB T & AT

e BANEZWNARIC BT A Y 4 Sy B A

BErE§25 2 EOBEMNEE > TS, & 7 IidEisafilvg

PEAEMRES ETH ABRE 2 Db TIOREE k52 &

oS, MREEBRICRSBES TRk,

ZOES BBIE»S, 4 IWNEEEARIKTPET ICK DM

T 2720070 —THEMNED 5Nz X2 EEERD B

U= MERE ISR AEA O IEFAMEL X, BRISHA %&

xhrz. R&EME R 07a—-7L LT, Avid

D BAFE L 72 AVE1451 (144 T807, flortaucipir, R4

Tauvid) ¥, WAL K2R L7 THK-5351", 4E#H 5 A8

B RIER R 22 B R AR TR L 7= PBB3 2335 1F b h

3. AURRAPET TZhE THONTE =T AR

UTo#hTHh5.

(1) FRHIMERE AN TE3 Zc i th 5 0D
NEH XN,
3.

(2) LRV ABWRENELC B L, &7 DU ILEE
H 5 Z AT ORdfEIR AN &k U, AU TS
RZ T — v & BERRRMFEEHEO W TS AD N & TS
3.

(3) R RRMIpESE R AD T3, PET CTHA 5N 3 % K
REDMEST & A, 72 & CNCFRMIRHE O EIEE X X <
B4 5.

—EBC, WA ITRE
ZOEALIT AP VA LML L TAET
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[''C]PiB binding
(in vivo)
2.5

AD patient §
0

APP23
mouse
(23 months)

PS1/APP 1
(8 months) 0

Fig. 2 PET detection of AP depositions in Alzheimer’s disease case and two different lines of transgenic mouse models. The mice

exhibited much less abundant radioprobe binding in the brain than did the patient despite the high-level accumulation of N-terminally

intact AP (ABPN1D). The amount of ABN3pE deposits was lower in the mice than in the patient and correlated with in-vivo PET signals.

Modified from Ref. 8. AD, Alzheimer’s disease; PS1, presenilin 1; APP, amyloid precursor protein; PET, positron emission tomography; and

PiB, Pittsburgh Compound-B.

FiEo 5 B, PBB3IE KBTI AFTEMHH SN, AB
O [KRRAR] %43 256 TiE AB W% PET Tt :
5B EERPIER X N sW—T, Z YR%Z X PET TR
HaEh, MRAMIZES LY 52 Ermahr".

ZFO%, FUREDT Y b T PREAEIRMEEED -
[ fR] Yuo—-TomBE ERL, F-HRTo-7
EADETHRFEEORRICETER S B T 5. =R
SRR ZE B SRR TR & 72 PM-PBB3 (%144 APN-
1607, florzolotau) (¥, EiCf® PBB3 % klM52a Y + 5
A N TADBHEDO X IIRE LA B ORE 5§, FivEHITE
TEAVERED BFH I I 1) 204 & WIRICH{f b TE 5 Z &
REN, SERGRRNEDZNT - Sl %2 R 5 &
HXh3 (Fig.3)". #o 4 80 Bi36MED 74 vV
Tk — L6508, AD & RiEMIVESEZE VE TIZRZE D
TA YT — AW RHMERE S R D, K0T a—T
T AD RE IO AL fES$ 5. 2Tk LT PM-PBB3
FE 2, HEFTYERS EVRIRROE, Kk e BRI A YR 7
E, £ < OFEHIESEZE HREIC B 1) 5 2 Y EHEKIC & Eo
BRPETHA L, WEOW LA FBIL T 5 (Fig.3)".
AD ROMEATPERE MRS T2, PM-PBB3 12X % & U R%

PET li{§ 4 AL CT#NT9 % Z &, B2 - S5 2 nEE
IZRBZENREINTWAEY, 7, TEIRERKELT
FEIR & 9 2 BB EE A MEE R E OB SR A, & UIRE
PET 2k D 3HWRETH 5 Z L & R X AUED TV B Y.
B O 4 DIFE T e — T DT, AV-1451 I3KE!C
BFOWTAD OFMIHESSE LT 2 ) EMERTE
(FDA) OEGRAHTHSEY. H 7o —TDFHL
i Z2FFIE, WM G ERIRREBOEE T H 523, PM-
PBB3 DR I3 A TE D, ADIZH L TIZH%
T 2 M, WHETHE IMHAEIP T, TR L ERRE
IZx LTy o a — v L 3B & < B P E T
H5b. ZOLAE S ABWZE PET & [FMkIZ, ARaEEB
BIAERESAEL BV EHITHHTH» 2 L1354, RN
IZE S VTR E DY, I CIRRSIBIE S 7 & &
U AR & UG EEE DB RIMEN BB TR SN DD H 5.
PLAB FEE D W TN 2 T IREOERIREARE & 1L 29230k
W, EEEIS O I REEEIRFIE DN A~ — =&
LT, # 9% PET B{§FT A EE L # 205 2 &2
kpohs.
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Fig. 3 PET imaging of tau pathologies in neurodegenerative dementias. Compared to healthy controls, tau PET probe retentions were

enhanced in the neocortical and limbic areas of the Alzheimer’s disease brain. The intensification of radio signals was observed in the

subcortical structures in cases with progressive supranuclear palsy and corticobasal degeneration, and additional signal density was noted

in the primary motor cortex of the corticobasal degeneration subject. The anterior frontal cortex was involved in an individual with Pick’s

disease. Modified from Ref. 17. PET, positron emission tomography.

4, a X7 L1 2E5ELU TDP-43 iIREDERIL

IS=F V) VIR L E =/ MATRIERRNE TIE, L ¥ —/IMA
LIS a Y XU LA Y OEERSS RN I Tk
T5. HEETH I ELR/MBEMIETIE, a v X714V
RERZ ) THIE (X IFY FadA b)) OWERIZAT
5. av X VLA VREICHEST 5 PET 7'u — 7HIFEE,
ABRZIIRED T v — THRIFBIEMT 2 THEL, W
L D OB LA YN R CRHli X Mbd T b, FHS
R TR B RS CIEIN ORISR L [ b —4
NAT —VNERAIERT 94 7V 2] #REEL, oM
LR HEEET A TR PET 70— 7 2% HTdH
5. ZTORTHRASHET =4, ANEPSRE T MRS,
BB TERASH O3 HELHMNIZa s X7V 4 v
WA 70— TRIHIZE D filA, SPAL-T-06 &5 HiHL
B FO T E R EIE B H O PR A & i b3 5 2
DRI L2, —J5, [E5Cid AC Immune tEA2SBEZE L
7= ACI-12589 £\ 5 Fu — 72 HWT, £ RMEMIER
FDOav X vA VIRERBRILT S Z L ICRIL L
Wik Xz,

SPAL-T-06 % ACI-12589 T, /S—F VY VIFR L
Y /NMEBIZRAIED a v X 7 LA VIRE AR T2 &
Motz 2 THEHSIESPAL-T-06 &K 0 & N MEA
B C05-05 EVWIFH T —TEHWBEZ LT, ZThb

DOFEBERTIREDOHKRIZBNT, a¥ X7 LA VIRE
PRIHLS 22 LAWMELE (Fig. 4™, Wik 3
C05-05 DHEFNZHEBFZHOFFEE & MBI U, PERELEE O
BEMWEEAE 2560532 endn (Fig. 4.
BUHE T3 C05-05 12 & % FHHRREO M XK EETh 5 Z
L5, ZERIRBED E O PET 212 & 5 BRGMRZ D
At ke, FEOAEKT 54 7 v 212k B PET Yu—7
DEEEIHED 5 T3,

TDP-43 OREEEMFRA L,  FiEMSEGEL PR O — 51
AT, B =2 — 0 VYRR TH B 5 E MM SR L AE
(ALS) CE AW boND. T LWL+ 7o —
TIZOWTE, ERLOT7 547V ZATHEEZED TS,
TDP-43 J6%513, IRl x AR, BRI, C Al -
o Eh, BUES MU EOMBHIE N TH5, Al
XU CHID TDP-43 SR p Y — P A EHEM L =/ %
HUB OIZx LT, ALS R0 R oo iy v ] 9 95 28 PEE 12
BUBEERIZIO LS AEEEIS 22 &2V L T
WBT BRI R B R O i A 22 R0, IRl
W& KBRA S RO IERFZZIZ & 0™, & v % PET k&
P oD iy E ] B 4E 28 PEE R T TDP-43 287k L T\ %
HEEMER SN E R Eh, ZD&D ABEENRIC
TDP-43 #%% PET 7' 1 — 7 DGR A3 hE & 5 JaA
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Fig. 4 Detection of a-synuclein aggregates in the midbrains of patients with Lewy body diseases (LBDs), including Parkinson’s disease

and dementia with Lewy bodies. The retentions of the PET probe, “F-C05-05, were elevated in LBD subjects and were tightly associated

with motor impairments assessed by Movement Disorder Society Unified Parkinson’s Disease Rating Scale (MDS-UPDRS) group I

scores. Modified from Ref. 24. SUVR, standardized uptake value ratio; PET, positron emission tomography.

5. Eff - BN F Y —H—DFEERIER

MR PERUGERRNE T3, BEEMES VS ORI E L
T, FRRIRE R AR 2R JL O A G I ZRE R S, AR
NaZER AR BE R IC RS &5 2 5 b, shREHIaE ks
BALEIE, MEIMRAK T, MR, MZEis & o i
& LTl THRINTTRET H 5.

PET (3RZ DRI HAF 5 N2 1T, ANERRED
HEREL LD S 25, mmEBEIS$ % 58R0E X &
V==V EHNE LGS, 32 PR RSHEICITA S
MIEARA SR L 7 5. E, BHRAOMPEERET v 2
)L ELISA 7 & Ol &8 LT, Hidtskod AR R )~
WAt 2 & MAEh CRHI % 2 E A TTREIC 2 D IR T 5™,
FH 513 PET Hi{§T % FA (standard of truth) & LT
M3 NA T~ =T —Z RS B LT 74 7 2 &L
T, 2020 412 Multicenter Alliance for Brain Biomarkers
(MABB) # /& & ¥ 7-. MABB (3 4:[H 20 7 ¥\ fa g%
N AL RS v b7 —2 T, §TIZZ 7RE PET

Fr R AR 3 2 Bl o Mg Y i b & o Bk A FL B X
T 35Y,

TR AR BE & AR R O g - I/ S A A~ —
B —EMAGDET, ABHE (A), 2 7WE (T), R
Z% (N) O3HEHHIZEWT, &4 - B 2 ik
% N& 2 7 2551735 ATN A RIB X hTn 3™,
ZHZ&D, PEREN ADREAETZ00E 55, AD
REE AT 2 & L TUREZXT — VX EDHE]RA TVED
PENETRETH 5. 72, BIAITA+THN+O AL A+
T-N—ODA KD &R HOMIT N R a E, IR
REEMNOFHNC R EI DT LAVREN TV S, XD FE
BWRERHMIIC BVWCiE, 3EHDZThEh% 2Mii{td 50
T, WINEL AR L LTI A, 2o e ZE
THRENRD L. S HICRHNEREDLZIZB T, AB,
A%, av X7 VLAY, TDP-43WZIRIET 5 Z LA
SNTH Y, FEHMZHIE L DD RAHMEOA M
B U2 E TS 2 Eh, ARRGECHERREM 2 Tl
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Differential Diagnosis in Small Round Cell Sarcoma

Kenichi Kohashi

(Department of Pathology, Graduate School of Medicine, Osaka Metropolitan University)

Abstract

Pathologic classification of soft tissue tumors is based on the WHO tumor classification, which uses a classification
based on cell differentiation rather than cell origin. Most small round sarcomas are difficult to diagnose because the
direction of differentiation is unknown and there are no specific immunohistochemical staining markers. However, with
advances in molecular biological analysis, various tumor-specific genetic alterations have been discovered, and sarcomas
with BCOR gene alterations and CIC-rearrangement sarcoma are now recognized as a new group of diseases in addition
to conventional Ewing sarcoma. As the name implies, these diseases must morphologically consist of tumor cells with
small round nuclei, but tumor-specific genetic abnormalities must be detected. Ewing sarcoma is characterized by tumor
cells with homogeneous small round nuclei, accompanied by nucleoli with well-defined borders. In contrast, sarcomas
with BCOR gene alterations are characterized by homogeneous cell morphology with small round nuclei as well as mildly
round to short spindle-shaped nuclei, fine nuclear chromatin and inconspicuous nucleoli, and a delicate background
capillary network. In CIC-rearranged sarcoma, tumor cells with small round nuclei are common but mild size with
discrepancies in size and lack homogeneity of nuclear morphology. In addition, nucleoli are large and prominent. With
the widespread use of cancer panel testing, molecular biological findings are becoming increasingly important, but they
alone cannot be used to select an effective treatment. In future pathological diagnosis, integrated diagnosis combining

morphological and molecular biological findings will become important.

= #

WSS OB 43 FH13X WHO Classification of Tumours 12K > CTa IR TH D, AfEE T34 < Milgabic ko<
SREERHL TS, DNIEMBARED 2 < 3L A TR Z 728, FEEO @ity it~ — 7 — 23 < Bl i
LW, L2 Lans, 5 FamaEisn oMb s ot 4 SRR ER FR2EA RV E Sh, NI HTEIAES
Pk D Ewing sarcoma (Zfll1 2 C, Sarcoma with BCOR genetic alterations X CIC-rearranged sarcoma 7% £ 23§72 7
BEEME L CRMENBICE -7z, ZOH/OHEYD, I TG RFREETFRESIRIL SN S Z ERRMEE 5 5P,
TEREMINTER: &2 § A ISl SRS & h 5 Z LRI E & 5. 2 OFEENRHIIS 4 TRE->TED,
KIPREBIERIC K D K EMITIEHFEBETH 5. Ewing sarcoma Cl, ¥— /NN & A9 2 5N R 800 <, B
MR A%/ MA &S . —JF, Sarcoma with BCOR genetic alterations TiZ, M@JEREIZYEI—Td 55, /NI D Ak
5 OFME A & M E BT 505, W a~vF Y A UBMEDSE L7250, 72, sS4 £
MM 2D AR & & 5. 72, CIC-rearranged sarcoma T, /NUYERE % E S SN L W g DDORE D
KIARRZEPES TR D, BHEEOE—MEIIRT S, £, BvMRIKIITHY D, W33 L e EB{AFRE -2
DWEBENILEN D % Jes%, SFEWHFNFTRPERLZDIZSE S TE RV, 22T TEERN 2 EFIZIEH L 2
B, PR AR -2 & UTH AW R L DGl &2 T 5 Z &2, KROWHMZIE L THETH S &%
Z5.
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1. EU&IC

RIS OWREEZ W TIAS - 6 T 2 DI, 2020 4
IZ¥ X 1172 WHO Classification of Tumours - 5" Edition,
Soft Tissue and Bone Tumours T& 5. Z @ WHO 4344
ERFT 25 A THRETNE M, Ml Tida < Ml
FCIZHED L AR L T3 HETH 5. BHEEE WS
M, B BMEICA CHREY: (intermediate) 23
b, X5l ]locally aggressive & rarely metastasizing
12531 5T 5. Locally aggressive T, EfRisfsid
U 28 WA - B 4 7R L, rarely metastasizing
T, RN - BRI A CRMISERRERTE (<2%)
S LERIN TS,

RELRS I X EE Rl g D W T <, 2 oM
NEERE D &/ NDEAIRIESS:, A5 MIaEss:, Rk MRS,
bR, SIS D 5 DIZhbiF 3 Z A RINTH
5. INHIZHTT25 2 CHERIZNE &, RELEEHE
fite U TR B (e k) % sl L s & ffiE LT,
R A RERIEE RE TR, I R BB R T 22 A HIF L
TR0, B TAEYwTFNETZ0iHT5Z L
T ED B &4 5. ZOR, HETREME LTS,
EE N R B ONER Th > TEE CBIRTIEEES
ZEeRBBHETHS. PlIAE, SEEERBAETDS %
clear cell sarcoma T I& EWSRI::ATF1/CREBI % {} 5
23, Z AU HIEM D angiomatoid fibrous histiocytoma
TELRDHENS. FIHE L TTIMA BRI ENE L SN DD,
el X 2EKO—D & LCid, WHO 43545 M5 1<
HILAHERHL W AEWZ EnHFons. b, #l
He i 23 52 22 AU R O AT 28 24 C T & Bl O fiIE I 2
NHIBLVnHTLTh5. WHEOBMPEEEEZEZ S L
T, BFREEHE W) ZLF LIS DEEEE R ENTH A
S Elbihs.

L2 Lo, BATITROMESRBE R EICHES

BEERO PR HES T, PRSI LR i A RIS
WEBZENTELEL BEH->TWS. FD7=%, WHO 7
D5 D S IREEFREEICES AR HE Roh b &
N> T&E7z, HL, 1Z& A ENRGLT AN 75 B I
BT 5807T, BREOBEAMM RO EATHS. /I
TR L2 7350 X R B RS D IE & A E 2370 b 5 1A R IIRE
IZBL TR, BIATHE L EEICBED > T\ 5 (Table 1).

2. Ewing sarcoma

FET (FUS, EWSRI1 and TAF15) 7 7 3V —#art &
ETS (Erythroblast Transformation Specific) 7 7 3 V) —
BE T O 2 R 3/NPEMIEARE & B hTnhs. /h
Y 5 #FFERA E TIRIAOF-HkE THRAET 525, 20 K2
TH80% i< & ivd. fFREME LTiE, EEEOH
B dH 5O EREBLERE, WETh s, 2RO 12%
AL S R B,

MR, TR — 2/ N & R & h
B AR s avF 2 AL, BuMEIZR R
Thd. MfEIZZ UL, FEetEr 5 RH Tl R 2 A
Mg CTH 5. ZHOMEEMIEA Y — MR, dH0iduty
FIRICESN U 228 & 890 5. F 72, A6 7 e i 4 il
o THIBRICESI T2 28 H 5 (Fig. 1).

FIEHARAL A T 1E, NKX2.2 % PAX7, CD99 AF5
ML 55, CDIYISMEECEMEE b 2 &n%L,
FREIZ L KW, 2 ofth, cytokeratin X #HREN 43
W~ —H—, S-100 EAVBEMICABZE2H %Y. ERG
R FLI1 AS8E(E 75 & B U TRtk e 5 3.

A ERZE, 85% D NEH| ¢ EWSRI::FLII 73,
10% OHERIT EWSRIERG i 5bhb. ZOfth, FET
77 3I)—BIETTHBFUS R TAF15 E ETS 773V —
WEFTdh 5 ETVI R ETV4, FEV & OJE S M2
5hb.

Table 1 Points of differential diagnosis in small round cell sarcoma

Ewing sarcoma

Sarcoma with BCOR genetic
alterations

CIC-rearranged sarcoma

Nucleus uniform round
Nucleolus inconspiduous
Nuclear chromatin finely stippled
Cytoplasm scant

sheet-like patterns,
pseudorosettes arrangement

NKX2.2(+), PAX7(+)
EWSRI1::FLI1/ERG

Other histological points

Immunohistochemistry
Genetic alteration

uniform round to ovoid
inconspicuous

finely dispersed
scant
alborizing vasculature

BCOR(+), SATB2(+)
BCOR-ITD, BCOR::CCNB3

mild nuclear pleomorphism
prominent

vesicular

scant to epithelioid

lobulated growth pattern,
delineated by fibrotic stroma

WT1(+), ETV4(+)
CIC::DUX4
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Fig. 1 Ewing sarcoma, 4-year-old male, back. Tumor cells show uniformed small rounded nuclei containing finely stippled chromatin,

scant clear or eosinophilic cytoplasm, and indistinct cytoplasmic membranes.

Tih LI HTIE, HEERRIC X 0 BRISTERZ D 65%-
70% OREGINERRT 2 Wt Thb, LarLAars
R RIS HR L 2WE TIE, SEEGED30% LT
LEINTW3B,

3. Sarcoma with BCOR genetic alterations

BCOR &A1 R 28T R NDEMPlE & LT
ERINTED, BIZTEE L L TBCOR B fin)i &
BCOR #1{% T @ internal tandem duplication (ITD) #
SRS T W5,

BCOR B 2 5 HETiE, 90% LI LA 30 LA T D
FHEHIZRD 5N, FHZ 10 EAD RO 60% %158 5°7.
FAEGALE UTid, $RERHER & D & i L, KR
WM Ofth, HEHEEIC 2 WEIhTna™, i)
SRR I, R U, BEE A S DG 2 B,
—7J5, BCOR-ITD #fE5 #TiE, 1K TOALNIZS
KRS, KBRS 5.

R EIIZE, WEE SISO R AR5 5. S
fald¥a— 2/ N2 SO T, #2 a~F i3k < il
T —, BMRZHEL T, MBI AR & 5 3k
TIL DT Th 5. TNHIEEMIE Y — MR LA
HRICHIE 5. Wik 34— & LT, KHeIREE 2 15
FIZaXy MROBOFERICEET 22 28 H 5. RN

BATRE LTI, BIERIR & 2 IS8R o5 2 18 O 2
EAHF5Nh5 (Fig. 2).

TIERAAL 3 TI1E, BCOR 238412 UV AVER&RE M
Lhb. 72, %L OREMT, SATB2 X TLEL, cyclin DI,
CD56 P31k & 7 3. BCOR::CCNB3 314 Tl % A ¢
BIEHNIE, CCNB3 2SHap5E & 75 %Y.

Sy THEMSI9IZ13, BCOR BiiinE T3 BCOR::CCNB3
MEIFTETT, ZhlHE BCOR::MAML3 X ZC3H7B::
BCOR % LR THROBMEIZL E £ 5.

T4, Ewing AEDHRTL ¥ X VICHELC THRIES I
7= BCOR::CCNBS3 5 A Jifi 0 5 4F- 4 77 #13 Ewing A i
LIFEAEENEN, LXRTNEMY,

4. CIC-rearranged sarcoma

CIC-rearranged sarcoma (&, CIC &{n1BIMinEAH
T 3K NEHIEE & B ST 5.

N S E S E T HORAIRIA Ol 2 R T 5 28,
HFRAICIRS Z L, PIYEIZ 25-35 K TH 5. F72, /I
WRAEGNIERD 25% K TH 5™, F72, NEEREER
RO VEERERERMLAR I C AP L, T, BHHERRRIENE, &
WWETH B, K 10% EERWLE, ik & Olifds 25 E
5

M2, o uvFr2H 0, B/IMRIHE N
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Fig. 2 Sarcoma with BCOR genetic alterations (BCOR-ITD), 0-year-old male, buttock. Section shows a uniform proliferation of primitive

small round to ovoid cells having finely dispersed chromatin and inconspicuous nucleoli arranged in solid sheets, surrounded by a rich

capillary network.

Fig.3 CIC-rearranged sarcoma, 50-year-old male, upper arm. The tumor cells have relatively uniform cytomorphology but often reveal a

mild degree of nuclear pleomorphism, with vesicular chromatin and prominent nucleoli.
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FIA:, D30 2 IR IR IE A & WHA 2 i 4 A 3 5 /N
TS & DR X 5. WE (AT 908 %2 6 3 5 i
BREPI—TdH B Z LT H 55, KIS TIZEED
KIRFRRLHEDORXEDER R 6N 5. 72, MiEEMiae
BRI 3 3 B c A b Z LW, Zhb)E
Saiilu sy, SRHEVE VR A S R RS AR ISR 5. R
REVE A THRERICHEHBET2EES LIILIERD L
%. WESHEEIEH LD, HrEMR E RE L £ (Fig. 3).
ISR 26 TIE, WT1 % ETV4A B2 N2 90%-
95%, 95%-100% THMEE D, WhE#lABbEsZ L
THHA~Y—H—L%D 53" WH NKX2.2 3k e
n%.
SR, CIC:DUX4 MG B{Z5 125 90% DAE
fHlcElgtch, ZThPUNodE S— 1+ —& LT3,
FOX04 % LEUTX, NUTM1, NUTM2A % #i% & h T
W3 CIC:DUX4 M 5 T O/ OB, CIC (%
TONETa— T %072 FISH AL XN 55, &
i1 85% FEfE & R T 15% 13f4kath & £ 57,
TrL S T, BEHENEL 5 FAEFER 17%-
43% LE N THD, Ewing Wik b d HARIZTHAR
BEEhTnzg™?,

5. bHWIC

/NPT A A | 3 RS O vh T & 2l 2 L v o —
TO—=DTHY, HHNZIIFRE RIS LS E D Ik
WARTH S, £z, HEHRRAEE B2 5 2
LB mN2D, AR OFGEA DT Eh
5. L Lahs, Mild—>—2I3IEH IR P&
BL Tk, MMEMNOEHEIIATETIE AN, S Lk
BOIED DIZHOEIE T IRE N — ZOBEENIAND & 7
L, AT RS EREEDIZE S £ TE LN,
TN TRAROEFIIFERRL 2 2. BEEE N —
A& LToH T EM R R & OG22 & FhiEd 2 2 &
B, KROWEZW & L THETH DI EE LS.
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Hematogones in Bone Marrow are a Useful Prognostic Indicator
in Allogeneic Hematopoietic Stem Cell Transplantation

Makiko Fujiwara

(Department of Hematology, Graduate School of Medicine, Osaka City University )

Abstract

[Objective] Hematogones are cells that appear during hematopoietic recovery following chemotherapy or transplantation,
and have been reported to be associated with a favorable prognosis; however, the clinical usefulness, focusing on
morphological evaluation which is primarily used in daily clinical practice has been insufficiently investigated. In this
study, we aimed to clarify the clinical utility of morphological evaluation of bone marrow hematogones.

[Methods] This single-center retrospective study analyzed 117 patients receiving allogeneic hematopoietic stem cell
transplantation (HSCT). The percentage of hematogones in bone marrow was assessed by periodic morphometric
evaluation up to 365 days after HSCT, and its association with transplant-related factors and prognosis after HSCT was
examined.

[Results] Donor age showed a significant correlation with hematogone percentage in the first year after transplantation.
The hematogone percentage increased after HSCT, with a peak at day 90, and it remained high thereafter in unrelated
cord blood transplantation. Patients with hematogone emergence during the first year after HSCT, compared to those
without, had a higher survival rate at 90 days after HSCT, as well as a higher serum IgG level after day 90, lower non-
relapse mortality, and a lower cumulative incidence of acute graft-versus-host disease. In univariate analysis,
hematogone appearance within 1 year and at 90 days after HSCT were favorable prognostic factors. In multivariate
analysis, hematogone appearance within 1 year after HSCT was also a significant positive prognostic factor for survival.

[Conclusions] The appearance of hematogones in bone marrow within 1 year after HSCT is a useful prognostic factor
after HSCT.
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JEREZEI I B BEREA Ty v SSEERBEIIE & U CHERR
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Pl Z &5, KR TIIIBREENHINIZL S A<
TV EIE OEIRAREZI S s 522 HNE
LT, BREAZHCTAY b IVl EIA % G- L,
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1. BEER

201749 H 1 H2 5 2020 4F- 8 A 31 H £ TOMRMIZ K
B T 7 KA R 2E R B e e I AIRE - 3 D e RS A AR 1 2
C [l Fe i s A RS Al & A2 0 7= -8 130 flod 5 B, 84
21 B iR A S L 72 117 Bl & bR & LT
RICRRET L 72, ZEAAARR A 0HEZR & OBIEEH s L O
FEARMREEE & £ ORFHRIIET 2L 7 Ot & D B
L7z, BHEBZIETOEMHRHEIR & [k, SEFH THAE
#% 30+10 H, 60+10 H, 90+20 H, 180+30 H, 365+
60 HORER TRl L 72, R — 21345 (related) 7=
I3JEIMA (unrelated) DOEHE (bone marrow; BM), AAY
il (peripheral blood stem cell; PB), &Il (cord blood;
CB) T, Mifx#H HLA “FA&BCRI M Milafehl (related
haploidentical stem cell transplantation; Haplo-PB) i
FEE LTI U7z, ARFZR I RBRT R 22 R A R 2
MEARASOEKREF{THEIMEL 72 GREAES 2021-196).
2. BfERAY FOCHREIEOER

A b I UMilE, IR ERE S T0 SRR DI
ReraEi &, HEBZW TR E AT -3 A 2 b
) —BRAERBRICK > TEHMIL 72, ~= b I Ui R R
[, FZMIMEE L (nucleus/cytoplasm ratio; N/C) K, 1%
W3 —CIRE, MIlEEEREOYE ) v SBREERL
72" (Fig. 1a). ZORENTFEE MRS 5720, Al
TR X A F L QAR & BRI TS L, Bl
BEARTOK Y v oSERE N b TVl A K 4 100 {[H5H
MEEH 2 7 TR L 721%, i% OMIs W & iR
O AL, N/C U 7= gy 7 b i
Adobe Photoshop (/¥— 3 v:24.7.0) #HW\/= ~<
b I IO #I G 3 E R A OB AT 500 {Efh o~ <
T UMM & D EE L. ks, EREREARHE S
WREDHATERNE DI, BHEACIEALES %
fH5 L7z, A~ b VHlBO 7 -9 A4 F X bY =2k B
AL, B CD45""CD19 Mile D #IA (%) %7213 HHE
CD45""CD10 Mg HIE (%) & L 7.

3. &

2% (overall survival; OS), A NV M EfFEHR
(event-free survival; EFS), &Mk X U0MEM: GVHD O3
FRIER A @IS L7z, EFSOIT Y FEA ¥ MIIESOH
W RBAETT, ECOWTh2rR Iz EZ 5
b DEEFR L., BE - N —BMBLER T OREGE H
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Fig.1 Morphology of hematogones in a May-Gimsa-stained image of a bone marrow specimen (specimen examined under a microscope

at X1000 magnification) (a). N/C (nucleus-cytoplasm) ratios of hematogones and mature lymphoid cells (b). Microscopic images of 100

cells were collected from each bone marrow specimen. The area of the nucleus and cytoplasm was measured by analyzing the images

using the image analysis software. The N/C ratios of hematogones were significantly larger than those of mature lymphocytes.

*p<0.05.

XEREHEOFEEmE MR, FJ —OFE & 49, Eastern
Cooperative Oncology Group Performance Status (PS),
refined Disease Risk Index (rDRI)", cytomegalovirus
(CMV) &3, BRERTLEMREE, ShE 8 —fEH,
By — %, HLA V&R, GVHD PPk, Aol
B, N~ rTUMlEOFRE U2z B iifssEo R —4F
finld 0 ik & L 7=,
4. REHERMR

A T UMNEE R ¥ 3Bk @ N/C ke iE Mann-
Whitney U MiEIZ & - THHL L 7z, BlEkiGE KT &
DOEHANY b T VRO BE OHERS & FEhE Y — 2 O FHE
A~ b IV HIE O #IA ORI Friedman BUE 5 & O
Kruskal-Wallis # % % V) T4T - 7z. Kruskal-Wallis #
7E D post hoc fRATIZ1E Steel-Dwass 1% 72, HHEA~
< I VIO #EIE & AT & OHEBIE Spearman DJIE
A7 M5 B8 i #r &2 FH v 720 OS, EFS O # % 12 1% Kaplan-
Meier L%V, HHRIZIE logrank B & V72, A~ b
I vl BEGS (SR, KER) & OS OMBIRIfRIZ
logrank trend ¥i7E & FH\ 7z, BHii~~ I U fllao#EE
&7 (0S, EFS, JEMFRITE, MMM LD
HICBEIL TR 1IETD T v Fy— i #iT>72. 7z,
KMl R coOFHi~~ b T UMO#EIEE OS EEDT
BREDBMIZDONTIE, FaHliRf R TO T v F v — 7 gl
EITo 72 IEMFRILC L3 - WETT I3 B LV 2 B a A
T & LT, GVHD D4 K113 GVHD DAt o sET, i
¥ - RENETT, B X OWEIOFBIEE LT, Gray i Tf#

Mil7z. OSICBEL5 252 LN TPRENBKTOHE
IR X L ZRIFITZ Cox NS — FEF L& H
WO & 55 2 % > 72, fFTIE R CHliflliRE Ty, p
<0.05 #FHREMUEL Lz, @Y 7 ME EZR (ver1.52)
AR L2,
i X

1. BEHES

BEW K T4 Table 1 (RY. BHEROFEE % 005 &
BB BEEREA 5 TH D, rDRI T high Ml_EDE
BilA 42.7% T, Bkl — Z AR ML A % 5
TW7=.
2. AY O HROFRENEE

A b T VI & R Vo SERD S SRS % Fig. 1a
WRT. A7 b I USRI Ak <, REY Vo SER &
D AR T, BRI S EE AR T H B, ARl
DEFRIZHE > THEREMIZEN L 22~ b I filfa & k)
YOSERIZDOWT, N/C #WlifgY 7 + ECFIL T L
e ZA, TN EFN0.89+0.05, 0.71+£0.09 (mean=SD,
p<0.001, Fig.1b) <, Gl L&MW FHICIEH & 52 k%
PER XN, A~ b IV HIBIEHIIE A L < Sk o 7z,
3. FHEEEMHMICL AN~ MO MAEE & MRRER

Bk 2EE5DORBRF
JEREEMICEMET L 7=~ ~ b T U fifao#Eie L, 7a—+
A b A MY —F& ROl R RIS K 5 G & OB %
BET U7z ~v b IVl A 7R 3 EE CD45""CD19 i,
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Table 1 Patient and transplantation characteristics

n (%)

Age (median) (range) 52 (16-72)
Gender (male/female), n 59/58
PS(0vs =1)

0 54 (46.2%)

=1 63 (53.8%)

Disease,n (%)

Acute myelogenous leukemia 39 (33.3%)

Acute lymphoblastic leukemia 25 (21.4%)

Myelodysplastic syndrome 30 (25.6%)

Chronic myeloid leukemia 2 (1.7%)

Non-Hodgkin’s lymphoma 8 (6.8%)

Aplastic anemia 2 (1.7%)

Myeloproliferative disease 6 (5.1%)

Others 5 (4.3%)
rDRI
Low/intermediate 60 (51.3%)
High/very high 50 (42.7%)
NA 7(6.0%)
Patients with positive CMV serology, n (%) 108 (92.3%)
Conditioning intensity

Myeloablative 69 (59.0%)

Reduced intensity 48 (41.0%)
Donor type

HLA-matched related 22 (18.8%)

HLA-mismatched related 41 (35.0%)

HLA-matched unrelated 24 (20.5%)

HLA-mismatched unrelated 30 (25.6%)
Stem cell source

Bone marrow 24 (20.5%)

Peripheral blood stem cells 62 (53.0%)

Unrelated cord blood 31 (26.5%)
GVHD prophylaxis

CyA-base 33 (28.2%)

Tac-base 84 (71.8%)
History of transplantation 18 (15.4%)

Of the 46 patients with HLA-incompatible unrelated donors, 45 (97.8%) underwent
related HLA-haploidentical peripheral blood stem cell transplantation. In all
patients who underwent unrelated HLA-mismatched transplantation, the stem cell
source was unrelated cord blood. PS, performance status; rDRI, refined Disease Risk
Index; CMYV, cytomegalovirus; GVHD, graft-versus-host disease; CyA, cyclosporine;
and Tac, tacrolimus.

% & U CD45"™"CD10" Milfla & & RE2E Fy Al 1< 5 < A~ EEWTAHRLMBE 2 Uit HtHEHE T8 7 v — 4 4
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Table 2 (a) Correlation of morphological evaluation with flow cytometry of hematogones

37

Hematogone percentage in bone marrow

CD45""CD19 " cells (%)  Day 30 (r) P

Day 60 (r) P

Day 90 (v) P Day 180 (r) P Day 365 (r) )

Day 30 0.632 <0.001*

Day 60 0.775
Day 90

Day 180

Day 365

<0.001*

0.824  <0.001*
0.552  <0.001*
0.632  <0.001*

CD45"CD10" cells (%)  Day 30 (r) P

Day 60 (1) P

Day 90 (r) p Day 180 (r) p Day 365 (r) P

Day 30 0.535  <0.001*

Day 60 0.693
Day 90

Day 180

Day 365

<0.001*

0.827  <0.001*
0.593  <0.001*
0.483  <0.001*

*p<0.05.

Table 2 (b) Correlation of hematogone percentage in bone marrow with various factors

Hematogone percentage in bone marrow

Day 30 (1) p

Day 60 (r) p

Day 90 (1) p Day 180 (r) p Day 365 (r) p

Patient age

Donor age —0.0769 0.442

—0.0706 0.481 0.062 0.544
—0.082 0.425

0.0578  0.593
—0.090 0.403

—0.013 0.913
—0.151 0.203

—0.030  0.803
—0.242  0.046"

CD19" cells in

peripheral blood Day30(r)  p

Day 60 (r) P

Day 90 (v) P Day 180 (r) P Day 365 (r) P

Day 30 0.173 0.099

Day 60 0.708
Day 90

Day 180

Day 365

<0.001*

0.688 <0.001*
0.354 0.003*
0.509 <0.001*

Serum IgG levels Day 30 (v) p

Day 60 (r) P

Day 90 (v) P Day 180 (r) P Day 365 (r) P

Day 30 —0.003 0.973

Day 60 0.191
Day 90

Day 180

Day 365

0.0684

0.355  <0.001*
0.290 0.016™
0.310 0.012*

*p<0.05.

DI ICHE XNz~ b T VM0 £ < »
CD45""CD10/CD45""CD19" # &M L Tk b, myE£H
ANz BHEN S~ T VI TH -7z (CD45""CD19 " :
r=0.824, p<0.001, CD45""CD10": r=0.827, p<0.001,
Table 2a).
4. BHEBAY MO E REBBEOKRE

KMk coONv b TV MileEIAG L, B - PP —4R
i AL B MR, $ & OMALE IgG L NV & DR %E
et U7z, R E AR & RN~ b T oA
FHEERD 5 728, K —4Fis & Atk 1 FFHOA~
T VIO B ICHCADOHB A ED 72 (r=—0.242,

p=0.046). B #Mifia 2R3 AKM MO CD19 " Ml K i Foki t%
60 HLFED T RTOFHbEiRE Iz W T A~ TV fifa#
B EMBERD 5 7= M IgG L ~u A 90 H H LI
THEHiNY P T UMfBoHE L ABESHE RO 7
(Table 2b). ZhoDZ 6, ~~v I UHlfuEEI
B MlRO A KM L TWB L E L 6.
5. BE#ZAY NI HEOBNEGDHRREBEY —XICK
BIAT MIHBEOHBEL NI

Mt Eti~~ b IV MlROEIG OHER 2 K EH TV
TREIEML 72, A~ I UM% 30 HE &
U TETORMEAR A > N THML Tk 60 HH: p
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Fig.2 Percentage of hematogones after transplantation.

Changes in the hematogone percentage in bone marrow (%) at days 30, 60, 90, 180, and 365 after transplantation in each patient (a, n=
117). Trends in hematogone percentage according to stem cell source type (mean=*standard error) (b). Data are mean=tstandard error.
rBM, related bone marrow; rPB, related peripheral blood; Haplo-PB, HLA-haploidentical peripheral blood; uBM, unrelated bone marrow;

CB, cord blood; and uPB, unrelated peripheral blood.
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Fig.3 Percentage (%) of hematogones in bone marrow by stem cell source type at each post-transplant evaluation time point.

Percentages of bone marrow hematogones by stem cell source type (%) at days 30 (a, n=102), 60 (b, n=97), 90 (¢, n=88), 180 (d, n=73)
and 365 (e, n=68) after transplantation. rBM, related bone marrow; rPB, related peripheral blood; Haplo-PB, HLA-haploidentical related
peripheral blood; uBM, unrelated bone marrow; CB, cord blood; and uPB, unrelated peripheral blood.
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<0.001, 90 H H: p<0.001, 180 H H: p=0.002, 365 H
H: p=0.028), fHiit% 90 HHE % ¥ — 2~ & LT 7= (Fig.
2a). FBhlEY — 2R TIE CBIZHWTAY b T Vo #|
BVRENE L THER L (Fig. 2b). & 5612, AaHHil
TAv P I VlilaoBIE AR Y - 2R TliK Lz e 2
A, ANV I VHIEOHIE 2 EME L & 5 7201 365
HHFRi0> CB ¢, 365 HHEFNiOD Haplo-PB & O THEZE
AR 5Nz (p=0.026, Fig. 3e).
6. BHHAY NI MEBETEEDORE

ol PR B H I3 AA R & ORI A 1T 5
BRI T 5720, ~~ b T VHIFaORmEES &R L
TLES EWINA T 2AERET S0, Btk 14FL L
A DERR T & 72 83 BT HL > THET 247 - 72, Bhiitk 1
ELINIZAZ b T Uil R L 220, BB Lk
Mo RN T, OSHAERIZBHFTH > 7200 (34
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Rohihr -7z (p=0.542, p=0.907, Figs.4c and 4d).

Wz, ~v T UHIRORBEIE RS\ EE TR B
LB BROMMEN D 570", AREHZkF s~~~ T

=
&

0.8+

*\?MJ (b)

0.64

Probability
Probability

0.4+

0.29

0.0+

0 10 20 30 40 50 60
Months after transplantation

Non-relapse mortality

—
(3]
—
—
Q.
~—

0.81

0.6+

0.44

Cumulative incidence
Cumulative incidence

0.27

0.0 ‘4|—,—W—HH—"—H0-¢HJ

0

10 20 30 40 50 60

Months after transplantation

1.0

0.87

0.67

0.47

0.27

0.0,

39
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72728, 5% TOWE 1T 5727, 3% CTRAILL =546
ClRBRI I BLELS (BN, (KR & OS IZHHBIIERE®
o7 (Fig. 5¢). EFSIZOWTIE 3%, 5% £ 5 5 DJE
BEIZBWTEAY P T UMD B8, FEEIZ X 5%
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Fig. 4 Relationship between the emergence of hematogones in bone marrow and outcomes after transplantation according to landmark

analysis at 1 year.

OS (a), EFS (b), non-relapse mortality (c), and relapse/progression (d) after transplantation between groups in which bone marrow
hematogones did or did not appear within 1 year after transplantation. Landmark analysis was performed using the log-rank test in 83
patients who survived for at least 1 year. *p<0.05. OS, Overall survival; and EFS, event-free survival.
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Fig.5 The impact of the percentage of hematogones in bone marrow (%) on OS and EFS after transplantation.

OS (a) and EFS (b) stratified by hematogone percentage categorized into three groups: no hematogone appearance, =Z3%, and <3%; OS
(¢) and EFS (d) stratified into a different three groups: no hematogone appearance, =5%, and <5%. Landmark analysis was performed
using the log-rank trend test in 83 patients who survived for at least 1 year. *p<0.05. OS, Overall survival; and EFS, event-free survival.
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Fig. 6 Overall survival of patients with or without the appearance of bone marrow hematogones at each post-transplant evaluation time

point by landmark analysis.

Kaplan-Meier curves for patients with or without hematogone appearance at each post-transplant evaluation time point: day 30 (a, n=
102), day 60 (b, n=97), day 90 (¢, n=88), day 180 (d, n=73), and day 365 (e, n=68). Landmark analysis at each evaluation time point was

performed using the log-rank test. *p<0.05.



HHEON b T VI & 2 A 3 8% Tl A T

Non-relapse mortality

(@) 10 (b)
[} @
7 Q
e 0.8 g
3 e
£ 098] £
: H
B 047 ]
F] 3
g 02 g
7 A +
o o
- r HHHH-HHH
00 T T T T T T I
0 10 20 30 40 50 60
Months after transplantation
20001 §
(c) (d)

15004

1000

o

=1

=]
T

Serum IgG levels at day 180 (mg/dl)

Hematogone (-) Hematogone (+)

41

Relapse/progression

1.07 Hematogone
at day 90

i — (+)

0.8 3

067

0.47

0.27 f

0.0,

T T T T T T
10 20 30 40 50 60
Months after transplantation

o]

&
2500 I I
5
=4
E 2000 ;
n
©0
©
z .
8 15004 ;
®
a
E 10001
(<]
>
€ 500+
2
5 _
» JE
Hematogone (-) Hematogone (+)

Fig. 7 The impact of hematogone emergence at day 90 post-transplant on NRM, relapse/progression, and serum IgG levels on days 180

and 365 post-transplant.

Cumulative incidence of NRM (a) and relapse/progression (b) in patients with or without the appearance of hematogones at day 90 post-
transplant. Serum IgG levels on day 180 (c) and day 365 (d) post-transplant in the two patient groups. *p<0.05. NRM, non-relapse

mortality.

T 572012, JEMFRIEE, 13 - RHET O RRTIER B
KU IgG L ~L % 90 HEH DA~ | T U fillad Biloa
T L7z, ~~ b TVl BRI IR B & i U
TIEFRILC O RFERBIER DA BIEL - 7208 (p=0.041,
Fig. 7a), B8 - MIHMEST O BREIGERICH B A 252729
Ko7z (p=0.974, Fig.7b). F7-, A% 90 HHIZ
Av b T UM LU 2213 180 HH & 365 HH DI
W IgG VAR AIEMBIT & b REiETH > 72 (180 HH:
559.0 mg/dL vs 915.5 mg/dL, p<0.001, 365 HH: 677.0
mg/dL vs 1016.5 mg/dL, p=0.023, Figs.7c and 7d).
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39.4%-69.9%) T B O FEREHE MK - 72 (p<0.001,
Fig.8a). 7z, HIERM: GVHD (gradell-IV) O RREHR
FERIZA~ b T e BIEE 6.4% (95% CI: 1.6%-15.9%),
JEHBIRE 41.5% (95% CI: 26.2%-56.1%) T~~~ b Il
Het Y BUE 23 IR B & PR U Ui 1K - 72 (p<0.001,
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Table 3 Univariable and multivariable analysis of prognostic factors for overall survival

[ G

Univariable analysis

Multivariable analysis (1) Multivariable analysis (2)

Variables HR (95% CI) p HR (95% CI) P HR (95% CI) P
Patient age 1.01 (0.981-1.03) 0.66

Patient gender (male vs female) 1.76 (0.98-3.15) 0.06

Donor age 0.99 (0.98-1.01) 0.26

Donor gender (male vs female) 1.03 (0.58-1.82) 0.93

PS(=z1vs0) 3.21 (1.66-6.23) <0.001* 2.00 (0.50-7.99) 0.33 2.24 (0.79-6.36)  0.130
rDRI (high/very high vs low/intermediate) 3.35(1.80-6.23) <0.001* 1.20 (0.30-4.90) 0.80 2.80(1.09-7.17)  0.032*
CMV serology positivity (pos. vs neg.) 0.95 (0.29-3.06) 0.93

Conditioning intensity

(myeloablative vs reduced intensity) 1.44 (0.81-2.56) 0.21

Donor type HR (95% CI) p HR (95% CI) p HR (95% CI) P
HLA-matched related 1

HLA-mismatched related 2.15(0.86-5.39) 0.10

HLA-matched unrelated 1.31 (0.45-3.79) 0.62

HLA-mismatched unrelated 1.77 (0.68-4.60) 0.24

Stem cell source HR (95% CI) HR (95% CI) p HR (95% CI) P
Bone marrow 1

Peripheral blood stem cells 2.11 (0.87-5.11) 0.10

Unrelated cord blood 1.94 (0.74-5.04) 0.18

HLA antigen disparity (mismatch vs match) 1.23 (0.93-1.63) 0.15

GVHD prophylaxis (Tac vs CyA) 1.03 (0.55-1.93) 0.92

Number of transplantation 2.32(1.24-4.35  0.009* 182(0.35-057) 048  2.10(0.83-5.34) 0.120
(second or more vs first)

Emergence of hematogones by 1 year 0.21 (0.06-0.79) 0.021% 0.20 (0.05-0.79) 0.021*

Emergence of hematogones at each point HR (95% CI) P HR (95% CI) p HR (95% CI) P
Day 30 0.97 (0.40-2.36) 0.95

Day 60 0.48 (0.21-1.06) 0.07

Day 90 0.37 (0.15-0.92) 0.03* 0.44 (0.18-1.12)  0.065
Day 180 0.73 (0.20-2.58) 0.62

Day 365 0.21 (0.02-1.86) 0.16

Analysis of hematogone presence/absence and multivariable analysis were performed using landmark analysis. Multivariable analysis
(1): landmark analysis at 1 year, multivariable analysis (2): landmark analysis at 90 days. *p<0.05. PS, performance status; rDRI,

refined Disease Risk Index; CMV, cytomegalovirus; GVHD, graft-versus-host disease; CyA, cyclosporine; and Tac, tacrolimus.
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Fig. 8 Association of hematogones in bone marrow with the cumulative incidences of grade 11-IV and II-IV acute GVHD and chronic

GVHD.

The cumulative incidences of acute GVHD grade II-IV (a) and grade -1V (b) in patients with or without hematogone emergence at day
90 after transplantation. The cumulative incidence of chronic GVHD in patients with or without hematogone appearance (c). GVHD,

graft-versus-host disease.
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Metabolites Forming a Type C Axillary Odor and the Axillary Skin Microbiome

Miki Watanabe

(Department of Dermatology, Graduate School of Medicine, Osaka City University)

Abstract

[Objective] Axillary osmidrosis is a condition in which the axillae emit a peculiar malodor. Axillary odor is caused by
the metabolism of secretions from apocrine glands by indigenous bacteria in the axillae. Axillary odor in Japanese men is
classified into seven types, among which a curry spice-like odor (type C) is the strongest in odor intensity and is
characteristic of axillary osmidrosis. The purpose of this study was to identify the commensal bacteria associated with
metabolites that form type C axillary odor.

[Subjects and Methods] Overall, 20 adult male subjects were selected by odor judges: 11 subjects with a strong curry-
spice-like axillary odor (group C) and 9 subjects with a weak milk-like axillary odor (group M). Odorants and their
precursors in the axillary sweat of the subjects were measured and a metagenomic analysis of the axillary skin
microbiome was performed.

[Results] The volatile medium-chain fatty acid 3-hydroxy-3-methylhexanoic acid (HMHA) and its precursor Na-3-
hydroxy-3-methylhexanoyl-l-glutamine (HMHA-GIn) were detected significantly more often in group C than in group M.
In addition, the odorant precursors Na-3-methyl-2-hexenoyl-l-glutamine (3M2H-Gln) and (S)-[1-(2-hydroxyethyl)-1-
methylbutyl]-L-cysteinylglycine (Cys-Gly-3M3SH) were also significantly more common in group C than in group M.
Microbiome analysis showed that Staphylococcaceae including Staphylococcus hominis and Staphylococcus epidermidis
were abundant in group C, whereas group M tended to be dominated by Propionibacterium such as Cutibacterium acnes
and Cutibacterium granulosum. Furthermore, Linear discriminant analysis Effect Size (LEfSe) analysis showed that the
genus Staphylococcus was extracted as a characteristic bacterium in the group with high HMHA-GIn, SM2H-GIn, and
Cys-Gly-3M3SH.

[Conclusions] This study revealed that among the known odorants, HMHA is important for the formation of type C
axillary odor, and furthermore, the genus Staphylococcus, mainly S. hominis, is associated with a high number of

precursors of odorants such as HMHA-GIn. The presence of these precursors may favor the survival of Staphylococcus.
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[H] MeSE I 2 O R R A R A K OIRETH D, MRIET K2 ) VD 5 O 55l % I O & 1o 23
FT25ZETELS. HRAABMDOKRIZ 7 44 T2 Eh, ZOHTHL — 2254 ZRkE (CHY) 1R & BVGRE S
<, MBS AR N TH 5. ZOWZEO HIiE C RIER 2T 4 5 N B¢ 2 B AAEMF #H 6 22129 5
ZETh5.

[HE] RECHE LI2XD AL — 254 ZROBOIERZ D 11 A (CHD), ILZ7HROFVIEEEE29 A M),
At 20 ADBA SRR A8 L 7z, BB OISR O BAWNE & 2 ORIEA A HlE L, & BIZ[APEERE O
PRI D X 27 ) LR 247 5 7.

[FER] JEREM R T & % 3-Hydroxy-3-methylhexanoic acid (HMHA) & Z OFi#Ei{A T & % Na-3-hydroxy-3-
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methylhexanoyl-l-glutamine (HMHA-GIn) & M B & IART CHTHRICZ <M S h, S S5ICEKWEDORIRAT
» % Na-3-methyl-2-hexenoyl-l-glutamine (3M2H-GIn), (S)-[1-(2-hydroxyethyl)-1-methylbutyl]-L-cysteinylglycine
(Cys-Gly-3M3SH) & CHETHETH - 7=, MEHEMATOLER, CHETIE Staphylococcus hominis, Staphylococcus
epidermidis s £ @ Staphylococcus J& 7% <, M B T L Cutibacterium acnes X Cutibacterium granulosum 75 £ @
Propionibacterium J& 73 2 \MEIZ & > 72. & 51 Linear discriminant analysis Effect Size (LEfSe) f##T M %%,
HMHA-GIn, 3M2H-Gln, Cys-Gly-3M3SH 3% WEETIX Staphylococcus J@ 2R 2 /liE & U<l & .

[(K5a] 2oz &k, MO EOH T HMHA ' CREEOERICEHE TH D, X 512 8. hominis % il
& U7z Staphylococcus J&i3 HMHA-GIn 72 & O BB DOHIEMAD L L LB L T A Z LA L2 TR 72, Thb
DHTEEE DAFAEH Staphylococcus BDHAE#GRNZ L TOBATHEMEDL & 5.

Key Word: ffi5l)iE, Staphylococcus hominis, Wit #4757/ Aff#H1, Osmidrosis, axillary skin microbiome,

Metagenomic analysis
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I S S K D R R A R A OIRRETH D, HAAN
DK 10% PBiEEGEE Sbh g, AARABEONERIZ
ZFOENORM»E TODEA4 T ZOMIZHE N, %
DOHTE I THRE (MA), BESE AR, L -2
IS4 ZAKER (CHY) B, Z0344 7 TOHELD
52 LR ahe”. BROFRIEEOTcEEID
TR VIR TH B, SrWERIIEETH 5 H, K
JEOEALME 23 5 2 & CER S W H pEE &
h3”. 0k, CRIRRREED A =X £ %55 2
2% BT, EBRAEET S HWC B 9 2 s o i e
WERDZEFIFFICHELE LS.

BROFKE 55 L m e LT, MREMENETH
% 3-Methyl-2-hexenoic acid (3M2H)" % 3-Hydroxy-3-
methylhexanoic acid (HMHA)”, F#* 7)1 2 — )L D—Ff
T& % 3-Methyl-3-Sulfanylhexan-1-ol (3M3SH)" 7 & #
WEENT0B. Zh b OhiBKkA T H % Na-3-methyl-2-
hexenoyl-l-glutamine (3M2H-GIn), Na-3-hydroxy-3-
methylhexanoyl-l1-glutamine (HMHA-GIn), (S)-[1-(2-
hydroxyethyl)-1-methylbutyl]-L-cysteinylglycine (Cys-
Gly-3M3SH) 13MRDRETT K2 ) VIRE D milbEh
MFOE ORI LOR#Ehs Z L TERAEL Y.

B2 R DA 2 1 3 NEIE (LA RN 5, A L), W&
EE (bEOT, WoWMZA L), i (Fik, Fo
OLAEE) ICko THMEHEOMBLILS R 22, FIC
Staphylococcus &, Corynebacterium )&, Propionibacterium
BIZE ORI TOB ZERHMENTVEY, lEOHM
I %212 2 T Troccaz 5 4% 16SrTRNA (168 ribosomal
ribonucleic acid) f##r & 17> Tk 0, Staphylococcus &,
Propionibacterium &, Corynebacterium J&®D 3 BN EK
DY 96% %58, Z Dl Anaerococcus I, Peptoniphilus
JB 72 EMNAHEL 727, BUE % THrbiu T 2 s Bl i
HwmOMRENIEZ DIFE L A E D 16SIRNA fEHT T b 5 A,

|

16SrRNA IE i ffi &x — Tl L NI TORPEN L & &
D, WHOBEE T ZENEFICHEL L. ®BEICE
16STRNA fi# % vy 72 C Bl & M B oD it 8 Bz 1 il 18 o e
Hrasfrbn T s h, mOMEHICAEREIAS N
i"’)f':w).
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1. WR

ARBFFE ISR 20 A FIME SR E 20 A (41.9+10.0 %)
BBMU 7z, PRH IR DO THE A HO T
Bl AR = VAl N S A ON N T M S = h
e, MRSt v A A B TURBERE 20K
B3 KEE S M-2020-02 ¥ K 08 2023-054) . #:5%
#FiE, o7 HEr kD FkA G REOMHAFIEL
7z, aRBRO 24 WERETIC TR O ik TR A2 TRV, 2 0%
S OEHL, B A, MUWES AL, X6
IZRRER D 2 BT 2 5 IX B FA B 2K IR L 7.
BRHE LDMROME E B AR L, 11 A2 C E Ok
Bizamen (BUFCHE), %0 9 A0S M BIDfig 514y
Fans LITMER.
2. BRETY > TILOEFER

HEFRED ik TUEE L 72 24 W[ % D B R 5 DI 12 IR
WL7Z=H I A% EHT, 5% T8 —)LiKik%w 5 mL A
7RI H T AR E TS % 1 plEE L 72, o hi
ML 022 um DX VY TL V7 4 L& =58 L, —80C
TIRTFL 72,
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HER R D R TURE L 7= 24 W[ #% D 5% 5 DI 75 12 IR
WL/ 7 28 % b T, ik (V) v i 2 ik
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MIFH-TESERLZ. ZOMEEE 2MEEDEL, 5
5 N 7= R & —80°C TR L 7=,
4. KEYER

My v 7m0 aE L TREEREL, ki
4000 pL (Z NP EEHEYE & & Milli-Q 7K 20 pL. (Human
Metabolome Technologies t1#) A RIIL 72%%, ki
LT50pL & L7z, 5kDaiigi~” 4 )L 4 — (ULTRAFREE
MC PLHCC, HMT) % > 9100xg, 4°C T 120 45
FEOEME L, KA v €5 ) —E R k- R A
ROMREICHLE SohizE—2s 2AFRSY 7 1
% = 7 MasterHands (BHEFIKRE) & HOTRENT L 72
BERN D B5HE & 2 DORIFMARIZ DN T, ZhZh O,
B & 1 ABRERICIE DD THETER L 72
5. X85/ L

PowerSoil DNA Isolation Kit (Qiagen, Germantown,
MD, USA) ZHW\WT, &% v 7 Lh»5illiE DNA %l
L7. DNA 74 75 Y —i% KAPA HyperPlus Kit (KAPA
Biosystems, Indianapolis, IN, USA) % I\ NCTE#LL 7=,
ZORE, TETEA—=FGAX =Y aveN—0—=FT 4 V7D
B¢ B T NEBNext multiplex Oligos % Illumina (New
England BioLabs, Ipswich, MA, USA) H (X[ L,
ZHLSDOFINEIZ A — F1 — DFRIZHENT 5 72 FHELL 7=
A=y b T4 T —=D% 4 X1F 450-550 X 7 LA F F
Tho7. 747 7Y —DjRE L KAPA Illumina Library
Quantification kit (KAPA Biosystems) T L, MCE-
202 MultiNA (Shimadzu, Kyoto, Japan) T#llE L 7=
WIATI7) =B A HABEL, 94T 7Y —%T =)L
L, HiSeq2500 ¥ —7 ¥ ¥ =TT L7z (2x250 X7 LV
F1)—F, HiSeq Rapid SBS Kit v2 (Illumina, San Diego,
CA, USA)). #irickvEs5h72) — Fif, Nlumina
CASAVAV 7 + Y 2 7 #HWTTFILFTL v AL,
1) 7874 —-FHO M) IV, 2) 2VFFFDOLY
IVILEHOKSE, 3) T —IEEOEBIE, ©3ERT
WL 7=,

5 —4iEL72Y — F%&, MetaPhlAn2.0 % F\ Tk
YRR RN~ — 8BSy BV S L. HIE
DAL DES 7 71%, MEHEITY 7 b R @ ggplot2
28y =D &R L 7z,

6. et

RO E mASFRIE R O exactRankTests 73w 77 — V1
& % Wilcoxon DAL AIKRE 2 FC 2 fFEOFEZE% L
L7z, Bonferroni i TLEMEDHIEE T > 7. NEEM
H# TO a M (Shannon 8% & Simpson f5£), &
B3 53, 2 B OFERIE O PERmutational Multivariate
ANalysis Of Variance (PERMANOVA) & EIZIZ R D
vegan /S v 7 — ¥ (ver.2.6.2) O function (“diversity”,

“rda”, “adonis2”) ZFHW7z. o LMD 2 FEOHEHEAR

HHZIE R O stats 75y 77— P12 &k B Welch 2 FEARD t #7E
TIiT > 72, BB & 7 ORISR D 255 & B3 5l i1
LEfSe (Linear discriminant analysis Effect Size) " %
Wl L7z, F T OA AR p <0.05 & L7,

& R

RE¥lEtickn@Eshiz20 N (CHI11A, M
9N) DOHERE DIEET 2T, B izBE 3 2
L CmEICHEDH 5 3M2H, 3M2H-Gln, HMHA,
HMHA-GIn, Cys-Gly-3M3SH D i 4 52 &t L 7=. % O
iRk % Figure 1 (1§, P EIENIE TH 5 HMHA
& Z ORIERYI’E O HMHA-GIn i3, Wdhd CHETHEREIC
L <M E iz (Zh 2R p=0.008, p<0.001). HMHA
& AR IR M rp gHE R O SM2H 12D W TiE, AR
B 3M2H-GIn i CHTHEIZZ B Sz DD (p
=0.032), SM2H HIKIZ CHEr 6 8 IF L A RIS ik
ol B Y TAHD 2% VT N), FFHT LT =R~
ZDOEEBZWE TH 5 SM3SH 13JEA A+ VB D 720
METE TR, ZOHTY'E TH % Cys-Gly-
SM3SH 13 C BECHTEIZ £ < i & h 7 (p=0.003) (Fig.
1, Table1).

[l C#EBR 4 O BsEm & 0 f@f U 7z sl s o R L
~L O RE (Fig. 2A, Table 2) ¥ &k ORiL ~N)L
OxH{FERE (Table 3) %A/ d. FIL UL TIIMHEE &
Staphylococcaceae ¥}, Propionibacteriaceae Fl,
Corynebacteriaceae Ft D 3 Bt 28 K & G Tz, Z
D 3FD S B C#E Tlid Staphylococcaceae Ft 23 it % T &
n (57.2+35.0%), M # T X Propionibacteriaceae ¥} &
Corynebacteriaceae Bt 8% < fFHE L 72 (Z N ZFHh 43.0+
22.0%, 33.6+27.4%). FL L TiE, CHTIXS. hominis
PSS LT (31.0£24.5%). M #ETIX Cutibacterium
granulosum, Cutibacterium acnes, Corynebacterium
tuberculostearicum 8 E NS FET 5 —H (ZhTh
24.6+19.4%, 12.9+20.8%, 10.2+7.7%), CHf & RTS8
hominis DAFAERIXKA 572 (7.3£11.5%).

Shannon {5%t & Simpson 8% % F 72 a 2Rk D Mk
TiF, M THBEEIXE» 572 (Figs. 2B and 2C). F
B 47 43 Mt T iE, CHE T IX S. hominis & Staphylococcus
epidermidis, M #f T3 C. granulosum X C. acnes,
Corynebacterium genitalium 75 & DME IZFHE O &5 h
7= (Fig. 2D).

WIZ, EEOMK CHTHRIZZ SR I 4 HOR
BN DONT, AR P A BE & U T & KT
12551, LEfSe & FH\WTHIE #E & OB DWW TN L
7z, #5R % Figure 3 /8. LEfSe TIX D@ %
SIS 2 THEME A VIR & I OREL (AW, BIA TR L) A
H¥%. Cys-Gly-3M3SH, HMHA-GIn, 3M2H-GIn T3,
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Fig.1 Box plots showing the results of the quantification of odorant metabolites and their precursors. Each dot represents an individual

sample and the red line represents the overall average. HMHA-GIn, Na-3-hydroxy-3-methylhexanoyl-l-glutamine; HMHA, 3-hydroxy-3-
methylhexanoic acid; 3SM2H-Gln, Na-3-methyl-2-hexenoyl-1-glutamine; 3M2H, 3-methyl-2-hexenoic acid; and Cys-Gly-3M3SH, (S)-[1-(2-
hydroxyethyl)-1-methylbutyl]-L-cysteinylglycine.
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Table 1 Results of quantification of odorants and their precursors

3M2H 3M2H-GIn HMHA HMHA-GIn Cys-Gly-3SM3SH
1 0.006 0.045 0.443 19.544 0.003
2 0.000 0.000 0.002 0.056 0.000
3 0.000 0.013 1.366 2.416 0.018
4 0.000 0.000 0.037 0.486 0.003
5 0.000 0.000 0.002 0.230 0.000
Type C 6 0.000 0.009 0.116 1.850 0.004
7 0.000 0.005 0.054 5.820 0.049
8 0.000 0.010 0.424 0.780 0.001
9 0.000 0.009 0.033 3.658 0.035
10 0.000 0.000 0.327 0.989 0.004
11 0.024 0.006 0.740 19.416 0.116
12 0.000 0.000 0.003 0.002 0.000
13 0.000 0.000 0.011 0.019 0.000
14 0.000 0.000 0.000 0.000 0.000
15 0.000 0.000 0.000 0.000 0.000
Type M 16 0.000 0.000 0.001 0.000 0.000
17 0.000 0.000 0.005 0.004 0.000
18 0.000 0.000 0.000 0.000 0.000
19 0.000 0.000 0.002 0.000 0.000
20 0.000 0.000 0.003 0.000 0.000
Mean 0.003 0.009 0.322 5.022 0.021
© SD 0.007 0.013 0.421 7.348 0.035
M Mean 0.000 0.000 0.003 0.003 0.000
SD 0.000 0.000 0.003 0.006 0.000
fold change (C/M) Inf Inf 115.705 1803.907 Inf
p value 1.000 0.032 0.008 0.000 0.003

The p-values listed are based on the Wilcoxon rank sum test and corrected for multiple testing using the Bonferroni method. SD,

standard deviation; and Inf, infinity.

R ED L NBEIZ I\ T S. hominis ARFEUT) 2 & L
Tt &R, ZOfth Staphylococcus aureus, S. epidermidis
7t £ @ Staphylococcaceae Ft @ (% 7, Corynebacterium
jeikeium & & T & > /2. HMHA, 3M2H-Gln T %
Varibaculum cambriebse 23 ili iy & 1172 1Z %>, HMHA T
1% Anaerococcus prevotii $ G TdH > 7z. —JF MEFTIZ,
C. acnes X C. granulosum 75 &£ @ Propionibacteriaceae

FEos Al X e,

%z =

AT, C IR % TEHCS 5 RS2 B $ 2 ke
DHAME I 5 21275 - 7z

i o B E & L C 312 HMHA, 3M2H, 3M3SH
BHIGNTED, ThbORIRER T K2 ) v IREK D s
Wiz pwEh, MEo e OBERICE DR ShBER A4
U5, REtHlEORE, C BT R AIE ORISR A I
ATHBIZZL B E 0125 L, M B Tid HMHA-
Gln i3\ 2203 v 7L chERitiEhzE 00 (94
Y34 7 ), 3M2H-Gln, Cys-Gly-3M3SH

Y Y P THREBRAUT Th 572, Th o ORiEmE
Z, 7R VIRIZRBIT 5 ABCC11 #{E T O—Hiik%
B (G—A) 23b 5 EEEThIciZEAE SN
LM E T3, ABCCL1 & T1X ABC b7 ¥ %
A—2—%a3—-F LTk, HFEOXRFMIED S EAT
ELTHRINZY. ABCCLL EIEZTO—IEEL TINS5
IR LB Z RSN THEDY, MEHZIZZD—
R AR OWRENEEN T ML D 5.
HMHA, 3M2H 33 h & Mo gEEBTH D,
1991 4RI 3M2H A EFEVERRIAER 1< & 5 iR o F 2 R R
Bl LTl EhY, %ICHMHA & —KTh 3T en
o720 Zhe OFBIEIENEEIZ L 2 3 VRS
Re LTtz omwxh, MEOHRSMETH 5
N-acylglutamine aminoacylase, agaA 1= XD UJFX415°".
C B2\ ¢, HMHA IZRiRWE & HICHRIZ L < Wit
Xh7. —H 3M2H 2O\ TIiE, BiSHE © 3M2H-Gln
BHEBEOY v TR SO0, 3M2H HiRIZ C
HTE oYy L TR IR ZDATHD, 1FLALE
FRIERL T Th 572, 2O enb, HIEMH R
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Bacterial family relative abundance
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Fig.2 Comparison of axillary skin flora between type C and type M axillary odors.

A: Relative abundance of bacterial families in the axillar microflora. The left panel shows the results of 11 subjects with type C axillary
odor, and the right panel shows results for 9 subjects with type M axillary odor. B, C: Box plots comparing the alpha diversity of the axillar
microflora between type C and type M subjects using B: Shannon and C: Simpson indices. D: Principal component analysis comparing the
relative abundance of bacterial species between type C and type M subjects. Arrows show the top five influential species. Orange plots
indicate samples from type C and blue from type M. The orange ellipse and blue ellipse represent the standard deviation of type C and
type M, respectively. NS, not significant; and PERMANOVA , PERmutational Multivariate ANalysis Of Variance.
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Table 2 Bacterial family relative abundance

Relative abundance

Bacterial family M
Mean SD Mean SD

Staphylococcaceae 0.572 0.350 0.140 0.214
Propionibacteriaceae 0.200 0.209 0.430 0.220
Corynebacteriaceae 0.158 0.137 0.336 0.274
Clostridiales Family XI Incertae Sedis 0.046 0.073 0.027 0.026
Enterobacteriaceae 0.011 0.036 0.000 0.000
Campylobacteraceae 0.009 0.030 0.004 0.012
Helicobacteraceae 0.002 0.007 0.000 0.000
Prevotellaceae <0.001 0.003 <0.001 <0.001
Micrococcaceae <0.001 <0.001 0.003 0.007
Acetobacteraceae <0.001 <0.001 0.000 0.000
Actinomycetaceae <0.001 <0.001 <0.001 <0.001
Coriobacteriaceae <0.001 <0.001 0.000 0.000
Oscillatoriales noname <0.001 <0.001 0.000 0.000
Moraxellaceae <0.001 <0.001 0.004 0.013
Porphyromonadaceae 0.000 0.000 0.053 0.158
Dermabacteraceae 0.000 0.000 0.002 0.007
Aerococcaceae 0.000 0.000 <0.001 <0.001

SD, standard deviation.

o Td, HMHA A ERAERA O C O DRI
BIG-LTWwa EHEZ 5. 2k, HMHA MIEED 2734
VR EWEERL TWS &) Hasegawa b DHifh &
—HLTn3Y.

3M3SH (354 7 )L 3 —)UIZ#5 < BR324 JFH K
& LT 2004 ISl & h7=®. BUEIZIE SM3SH O RiEEfA
13 (S)-[1-(2-hydroxyethyl)-1-methylbutyl]-L-cysteinylglycine
(Cys-Gly-3M3SH) T& 3% Z & 24 H» - 72", Cys-Gly-
3M3SH &, 7' L4 F* viagike LTABCCIL F 7 v
ZR=Z =% LTTRZ ) VRO W NENIZ g X h
%. Cys-Gly-3M3SH M 7' )L & F 5+ ¥ i RIS My
IZ® % y-glutamyl transferase 1 {24k 0 Cys-Gly-3M3SH
&5, SIOMITTETIEA & U HEWE LA HE T &
§, SM3SH 33FEA A Y EME DO 720 MlE T E TRV,
Z OHTERYE Tdh 5 Cys-Gly-3SM3SH I CHF THREIZS
K Eh, MEETEE<RE I N Er 722 &h b,
3M3SH & C HDIEEIZEIZBI G- L Ty 3 W REEEA S,

SIRlDNEERD R R #2 AT OREH Cld Staphylococcaceae
%}, Propionibacteriaceae £, Corynebacteriaceae Ft D 3
MBS THY, ZHHBEOWMEL L Tn.
L NRJLTIE CHERIZ B W T S, hominis X S. epidermidis 7
%<, METIEC granulosum, C. acnes 75 EWMEETH
D, FRDOMRLE Zhe—HL Tk,

X 512 LEfSe i O #5 %, Cys-Gly-3M3SH, HMHA-
Gln, 3M2H-Gln O EfERHIZ 5T S. hominis # &35
Staphylococcus JE& PR 2R & L it iz, Z

DT b, b OHISRYE DAFAED Staphylococcus
JBOLEAAEARNZL TS HEERE 2 5495, 3M3SH (2
BT, EE#FEOh T S. hominis, Staphylococcus
haemolyticus, Staphylococcus lugdunensis 73k & x¥h2E &
< 3M3SH % pEAE$ 5 Z e TEDY, Staphylococcus
BOE >0 b MRGEHEA ) IXTF P TV AR -4 —
T773I)—=DY/ bIXTFF LTIV AK=-4— (DtpT)
i3 Cys-Gly-3M3SH # U0 AL Z &2 ik 2. & 512,
Cys-Gly-3M3SH 13 ¥ <75 % — 1= k ) Cys-3M3SH
e, ZTO%BY T —X¥IZLD 3M3SH 2SN 5 &
ZiZoN T3 2, S hominis ® %D MalY H D B 1)
7 —X¥TH 5 PatB /' SM3SH OFEEIZRE DS Z EHUR &
hTn3*. Cys-Gly-3M3SH T2 C. jeikeium & ¥ 7
ME & LT S hiz2, C. jeikeium D & D MalY H oD
C-SB V) 7 — ¥ aecD I&, Staphylococcus J& ? PatB & It
N3 & Cys-3M3SH IS/ 2 MKW Z E RIS Tn
2% DLEDZ &5, 3M3SH O EIZTE THAWL,
CHIDWERFHIZE 1T % SM3SH O FEA X, S. hominis
YRR B B A R g ATREME AVURIE X 7z,

HMHA (25 W TS, &fE#E T V. cambriense, A. prevotti
PR 2w & LTt 2 7z, V. cambriense i AD
WEEENLAHEENhS 7T A HMAEETH 57,
3M2H-Gln T&HIH XN T35, WFh SiEio—
oy v I (HMHA TlE5% Yy 724 v 7,
3M2H-Gln T 7% ¥ 7@ 24 v 7)) IR0 EIE
THETHDATH D, FEEITREOEAIZBS L Tn
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Table 3 Bacterial species relative abundance

Relative abundance

Bacterial species M
Mean SD Mean SD

Staphylococcus hominis 0.310 0.245 0.073 0.115
Staphylococcus epidermidis 0.253 0.251 0.057 0.127
Cutibacterium avidum 0.079 0.162 0.045 0.067
Corynebacterium tuberculostearicum 0.078 0.096 0.103 0.077
Cutibacterium acnes 0.064 0.096 0.129 0.208
Corynebacterium pseudogenitalium 0.061 0.063 0.050 0.050
Cutibacterium granulosum 0.048 0.063 0.246 0.194
Peptoniphilus rhinitidis 0.031 0.048 0.015 0.014
Corynebacterium kroppenstedtii 0.017 0.025 0.102 0.188
Finegoldia magna 0.015 0.024 0.012 0.012
Serratia marcescens 0.011 0.036 0.000 0.000
Campylobacter ureolyticus 0.009 0.030 0.004 0.012
Staphylococcus haemolyticus 0.006 0.019 0.000 0.000
Propionibacterium sp HGH0353 0.006 0.019 0.000 0.000
Staphylococcus lugdunensis 0.004 0.008 0.001 0.003
Helicobacter canis 0.002 0.007 0.000 0.000
Corynebacterium amycolatum 0.002 0.004 0.000 0.000
Corynebacterium genitalium 0.001 0.004 0.090 0.270
Prevotella copri <0.001 0.003 0.000 0.000
Anaerococcus prevotii <0.001 <0.001 <0.001 <0.001
Staphylococcus caprae capitis <0.001 0.002 0.008 0.025
Staphylococcus aureus <0.001 0.001 0.000 0.000
Roseomonas unclassified <0.001 <0.001 0.000 0.000
Micrococcus luteus <0.001 <0.001 0.003 0.007
Escherichia unclassified <0.001 <0.001 0.000 0.000
Varibaculum cambriense <0.001 <0.001 0.000 0.000
Staphylococcus warneri <0.001 <0.001 0.000 0.000
Escherichia coli <0.001 <0.001 0.000 0.000
Collinsella unclassified <0.001 <0.001 0.000 0.000
Kocuria unclassified <0.001 <0.001 <0.001 <0.001
Microcoleus unclassified <0.001 <0.001 0.000 0.000
Enhydrobacter aerosaccus <0.001 <0.001 0.005 0.014
Corynebacterium jeikeium <0.001 <0.001 0.000 0.000
Actinomyces neuii 0.000 0.000 <0.001 <0.001
Dermabacter sp HFH0086 0.000 0.000 0.002 0.007
Porphyromonas bennonis 0.000 0.000 0.053 0.158
Prevotella buccalis 0.000 0.000 <0.001 <0.001
Facklamia unclassified 0.000 0.000 <0.001 <0.001

SD, standard deviation.

LHREMEIMER N EF 2 B, A. prevotti 13 RERNGE D HAE
METH D, ROk A 5RO RGE % 5] %k 2§,
Fuji 5 1%, [H U Anaerococcus J& T & % Anaerococcus
Ax20. 7% agaA WEMEEHO Z LA WME L0 A RY, [HE#R
X NT A. prevotii D agaA G MEIFIEF RN T L AUR X
NTED, A prevotti HFEFEZ HMHA OPEAIZEE G- L T
WAENE D MIAHTH S, —JF, HMHA-GIn THiH &
7= C. jeikeium O agaA 3 11135 <, HMHA-GIn 2 5
£ w0 HMHA # it 3 Z e nii e hTns®. La

L C. jeikeium M{FAET 5 DIFEMEHOFD 13> T LD
ATHUY, C. jeikeium LIFHZE HMHA OPEAIZB G- L
TV B HIE A B ATREMES SV, HMHA-GIn Tlid Z OAfth
12 % S. hominis, S. aureus, S. epidermidis 23l &+
TW 3 W, Staphylococcus J& T agaA WG # /-2
ERENTV3EY., ZDZLh 5, HMHA-Gln O AF{EIC
&£ 0 Staphylococcus JEHE Z T WEREEIZ e > T\ 5 23,
F B O HMHA O pE 4212 1% C. jeikeium D fth, 4 nl d
LEfSe figfi TIX CHFICH I 2R LTt 2 T e
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Fig. 3 The results of LEfSe analysis showing bacterial species that correlated with the higher-than-average group (red) and lower-than-

average group (green) of four metabolites, which were significantly more common in type C subjects. A high LDA score indicates a high

correlation between the metabolite and the bacteria. LDA, Linear Discriminant Analysis; LEfSe, Linear discriminant analysis Effect Size;
HMHA-GIn, Na-3-hydroxy-3-methylhexanoyl-l-glutamine; HMHA, 3-hydroxy-3-methylhexanoic acid; 3SM2H-Gln, Na-3-methyl-2-hexenoyl-
l-glutamine; and Cys-Gly-3M3SH, (S)-[1-(2-hydroxyethyl)-1-methylbutyl]-L-cysteinylglycine.
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g e mE] BEmENY v~ b (AVF) 24635 337
B LT, A-VIICIAE ik 2 s 2 ARE (n=117
), ZEfERD A-V RIS 73l 23 b 2 1% B #iF (n=122
), ZERERD A-V BRNME OREE CHE (n=98 i) & L,
ZTNZFNFV & Qa 2HIEL 7=,

[#5%] Qaic ¥ iy 3 Ml T 5 — I3 ARE: 23.9%, BE:
32.0%, CH:98.0% Td - 7. ABELBRIZFV & Qa
ICEWTHRRIEOME A28 7. CHIZFVEQallk
WTHBII B E e o 7z,

[#53] FV & Qa DHIEIZHWT, FVIZ Qa L HiIRL T
ETOZERIRLE THELEETH O, VA FHID 4 — XA
7Y ZZEHHTH 5 Z LA RE Sz

11. Acinetobacter baumannii ® lpx ZEDIERL & 454
R
aap (K BE R E W %R

e B (o e )
[H/] Acinetobacter baumannii O lpx 2 BfR & EHLL
FEE% it 4 5.
[17i:] A. baumannii ATCC19606" ¥k (L4 T, %74 70)
IZBWTC, 7T ABRMREO AL OIMEORERIK T TH %
VYN AGBICED 2 MEE(E T IpxA, B, C, D Offlik
A& D lpx ZEA AL, BRI KO A baumannii
ATCC19606" COL10R # (LL'F, COL10R) o £ 3 i
IZ0Eg 2 A2, ARSI A s U 7z
[553R] lpxB, D RIARDIEHIESZNE, HHEZE B E IS8R
ANEWEBM AR L. 72, RBERECIEICHEL
KIET 10% 22 0 — Z{EE FCid, B4R L COL10R O
HRRIIN 2 B AR L 72,
[#534] lpxB, D ORIARTIREFDOBREIC X > THES
WMYENZAT B HENED B D, IpaB, IpxD OFEBRKERE
B A AR .

12, RABESEHATT — 51051 3BT EORE
(KRB WK

fat %”<@ﬂ%@m@faﬁ>
(E] BB < LA 1= FEE & 5 3 1 b
BRI T — & & 75> T B T LA gL, SEHIE 7 —
8GRI O & BRI O 4 F G X R B 7,
BFE B> TENEE, KMARAET 5. ABIE, Kl
B> BRI 7 — 2 ORRHTCH% X h T 3 Bt F o)
PEREARI A7 5 = & & e L.

(5] EBEOEKRBEDO T —2 %28 L1, <SR
Lt FEE ML T, BEkzfry, WIS, Y Iab—

Vg VIEEERWRGEE AT 7.
[ES] RRERNE 7 — 2 TS 3 W TR EID 2 WIA I,
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FEFTARSFIC R E BT A 572, RElDH 5551280
T, BEROEEAHYTRAMNIZHE T 3 &,
areglmpute (rms/Sv 7 —¥) TRHElZHTEL, N—2
4 v EMERL L7 MMRM A—FRWERETH 5 72
[K5am] RMOD B 50T — 2 DIRHTIZB T, SERA
HEHOTRIMEZHi5E L, "N—254 vaftagRe L
MMRM DA E LT & AURIE X 7z,

13. 2{E7 7 b HLICxT 2BE R D uncollapsibility
(2 DWW T DIREE
NN N R R
Wi (o e )
[H0] BEMECBOTERERERZ 2ICeBbs§
TN AITEOEEE RIT T RERTHIET S 4
Z IO HEEE 23K % < 75 % uncollapsibility &5 HR

DHEUC B, ARWFEIIIIZET — 2 O FHFENT %28 U TGRSR
@ uncollapsibility 2378429 2 KPUZ DO THGEET 5.
] o0&y T3 Eo s wRT4EELZ0Y
AT 4 v 7 Blsr % F2HE USRS RIC G- 2 B B A Mt
U7z, &7z, Y ab =¥ 3 YISk g 238 E TR
IR % HEE UIMEGR IR OZAL & MGk U 7=

(W] iz T 25 eimd K& ot v O Z(HE
C, VAW ) Z0ETEENRON, VY Iab—V 3
YAERMP S, B AT 4y ZREET A TERPKE L
fegt s, KL LERENROL v X IOET R &
uncollapsibility D% KL T\ 5 Z & ARE S,
[fEaw] vo 27 4 9 Z7ARETALTT U b A AIZHROWE
BAR O CHBET L4 v Xk n 5. 27V b
B & ARG R 2 A 3 EHE LR E §5 Z L 03 E
HThb.
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1. Prognostic Relevance of Tumor-resident Memory T
Cells in Metastatic Lymph Nodes of Esophageal
Squamous Cell Carcinoma
BEEGERU CN\HICRETSEBEAREAEY-T
MRICE B FEDR
5K aRA], HH B, B R,
o fhEkR, MO Rk, Ak,
O HE, WA ERS, B EE,
KM, wiH
<k%%l§%ﬁﬁ%ﬂ>
WOk & O B
[Hi] EEEICB WY VoSl BIEEE s PR
bHBN, FIEY ¥ SHINO PGS SR E E A L RS
V. SFk 41, CD103 k% R & 3 2 iR ) v
/3R, tissue-resident memory T cell (TRM) Z7EH LU,
BEFFOFE ) V3 ik K OFEFEHIC B 1 5 Pilis g %
WET L 7.
D3] 4R 2011 4R 6 2017 412 B EREAR G & hid T
LU 7zERID 5 &, Bk ) v S@ilcfizifs 263 5 84
xR e L.
[773:] CD103 Ptk & Hl v 72 Ry Mk e @ % 17 - 7=
TRM ZIHFEE T 2 B (CD103high/low) Z437) T, &K
WERT R B KO 1% & OB A i U 72,
[#5%] CD103high #f CHiMMEBNEREIZD AL, 24T
WM OF B AR AR 72, 72, fimimigh b idhitr
BTk D BFITEREERD 7.
(K] AREEEFE Y v SHiNIZ & TRMIZTFEL, &R
HBNTRAIT 5 PRSI AR L 7.

FARLBERIORE

1. Exploring the Impact of Endometrioma Aspiration
and Dienogest Combination Therapy on Cyst Size,
Inflammatory Cytokines in Follicular Fluid and Fertility
Outcomes
FaadlL— rEBRFRRFIHES T/ FX MERAEE
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P, BlaV( X, NREROREMEY M MAHT 2, B
BEODREICRIEFTZEOHR
s (K BE IR S WE 2R
wn (W e )
[HHI] 72 av— F#El, TIHO 15 NBEMNZ T
b0, EHAEERE (ART) AERNOIHK & %5 5. A
HTIE, Faav— PERBEEEGIRE O 52 N
LN FEN Y A X, ART B, IR h o RAEES 4 b
HA VICRIFTRE A RITHIICRES U 7.
(R EHE] Faav— F BRADERIEEICH L, $RIN
HHZARVBIE 217 > 7210 B & 1B 5 Lot C bk %
1157z,
URESR] SAIEHE 30 5, xHHERE 40 B2 3o\ TRRGT 217 - 7=
IR Ty 4 ITERIZRD L, REEYA 4V
LHBITKME TS - 7. ART Bolii, WWHEEETREINE
Kb BN BUI A I L7zh, 2 [BIHOERINTIE 1 6]
H & Hufie U TR BTN & 2N DA 78 N % 58 7=
(Kam] Avamis, FefafE R LI b o SiE kA
I H A VIREDOWEEFED 72, FHIFIZIE ART Bk IC +
AT 4 ThEBr 5250, HEOKEE & JIZHET S
HREMEARIE X N7z,
[FEZ: B XNt BE: XBET - BEXE]
2. Clinical and Histopathological Features Related to
Time to Complete Remission in Adult-onset Minimal
Change Nephrotic Syndrome Patients with Corticosteroid
Treatment
2709 FEEZIT>FRAREMNEERE X T7O0—t
ERFICHTITLERICEIHECRIET SEKRNS
S UEBE R
e = R T
LR IO AR A
[HW] i 7 u — BREfElE (MCNS) #5012,
SEAEME (CR) 1222 % WM & B 3 2 BRIRIY f & UL
PR E, BITEIIIC G 5.
%] 27 94 FIZTCRIZE 5 72, #IEIFEIEDK A
MCNS 4 57 4.
(7] B, ERARE28Tc2a7) voL, F
Pl & S U 72, PRESEINERIE (A BRI — R B A )
FRFERFAEE X100 THEAT L /2.
(5] CRIZE 2 £ ToMM Oyl (U fi&Em) &
11 (8-21) HTH 7. CRIZEAHIRMIZL T, AEEHE
M=, fE2 V7= E, REAR, KWMEZER - BE
DVFNE - FVE OFHEAL - BIIRSHETEAIRILE D& 2 3 713,
AR EOHBEARL 2. 24581 Cox WY — FET
LTI, IRERIIERCE Y, PO CR & A E B %2R
U7z, REBNEEEER 284) T, MEOFEZ 2
TAEE, FHHO CR L AR AR AR L 7.
(K5am] AR FE R IR & BV O FIEE, O FEIE MCNS (2
BT CRICESMAMICEE T 2K FTdH 5.
[FZ: feALEE BlE: AEEX - FBE-]
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3. Frequency and Imaging Features of the Adjacent
Osseous Changes of Salivary Gland Carcinomas in
the Head and Neck Region

FEEREI O ERIREICH T SR T 5 BEOELDHEE
VFQMﬁﬁ
X B R 2 o 28 B
LIRS P R Sy

[H] SESESR A ORI 1 Fo TS, & B %4 5

DZALDOBARE LWL F 2 FFM L, R i 70/ &

DB EMS 22T 5.

[x%] 2007 44 A2 6 2021 4-3 i

My X 4172 118 .

[ﬁ&]@r&%ﬁﬁéﬁwﬁm%CTfﬂﬁb b,

e, WWaMELICAEL . ThooaEtE 235

B & MR B 0O 2 AR O BA M & Fisher O IEMEME %

FHWTRRET L 7.

[ER] B & Bz 58 02 id 118 filvh 21 5l (18%)

IR b, WL 7B, R 9 B, e

ZAIBITH -7 (5 BHEAEMZE4HI). MRbkZE E X

flr DM & el U T, mifbE, RNl Bkong

NrOEZEN 2T I2HENARIZE L (4 p<0.001),

BEALPEZS LI IR AR 2E N O A58 7.

(iam] Mabk 8 Mo (3 At O AR & JBBS U T, i f5s & B g%

T5HICEE R T SHESAERICE L, FHomuZmt

PRBITREEZEZ 5.

[FE: =K== BE: BEST -

Z I I & BERS

AmEST]

4. Tricuspid Annular Area and Leaflets Stretch are
Associated with Functional Tricuspid Regurgitation
- Insights from Three-dimensional Transesophageal
Echocardiography -
ZRAWMEE & AREMREOBEEME =R YRE & DREE
ERTREBEOII-RRED S ORE-

KB R A %R
s (o e )

[B1] BEEER =R (TR) OFEIZFECR LB L,
SRIEEIMIZE b 6T, @ TREBMAELAHEG S

TWa, RO HMIK, TR EE SR EM O 72

DIZTR OWFERAT2Z L Th 5.

[xF5] Filin ¥ E Tz 106 £ O FREIE 70 e

BEEARE L.

[F¥R] Fohrminic i i b & O a0 © 3 — KR % it

L7 =Rl E = >ORREIZHET 5 ZXoCEE

Y ETAM 2 17 - 72.

[F55] bRl Eo TR 23 6 (22%) T, —RFlum

T, “RAPREAEE (SL), “RA#AEE (PL) EHh%

JELL ED TR & HREICEE LTz, SL & PL T4 4
9% &, SL&PLBEWETIE, HHEEL LD TR O

FRAERPERI & 5 7z,

[#3] SL - PL Offifg & K % & =~ RApfmmiils, + %

P ED TR &P L Tz, TR%%%%@tb EHIEEN

NOFTAGHEF ENS 5. =70 = XICHEEE LT T —
IR, =2 Fr Rl DA 2 B FARIE IS A iR T db
5.
(& #BHAZ B&E: F B -HBKX K]
5. Hypothesis Testing Procedure for Binary and Multi-
class Fi-scores in the Paired Design
HMIEDHBZTHA L ICH T2 _EELVLEIEF X
a7 DIRFHIRE
STV R
it e (7 g N )
(Hi] EIRMEDOMREA ERLTIREL LT, &EL
P PER RO FARI T Thd % a0 S HF, 2 2 7 HEEF|
HEhTnd, 72, MERRS ZIEORMA T L
IR B F, 227 LS T0%. Zhb F
237 DIRGMETFHEEIREZRB SN T B WD, 20
REEAMROHMN & L.
[FZ] Db 5 74 v EBELZE LT, LR
DRRRER S KT L 22 HWT, 200 ik K U%
A F, 227 DEEBRET 272007 FilE XV
a7 ROMEMGHEEAIRE L, & 5ICMEEEH KON T6E
PED il % 11 - 7=.
[RER] v I21v—v 3 VORE, BEARY A X282 L
Thhud D?h®@ﬁﬁﬁiéﬁmiwﬁéi&6h&
Motz iz, REFHREIFEEOEIKRDIZ S 7
{WHTHZLNTE.
[fham] AW TH2ZICIRE L 72 Fy, 2 3 7 OIRGERE Tk
&, MEREICIREIZ &2 <, ERIRTTRICHMEETH D 25 4
5N,
(FE: #HE & B BEEE - Hhzid)
6. Telephone Triage Service Use is Associated with
Better Outcomes among Patients with Cerebrovascular
Diseases: A Propensity Score Analysis Using Population-
based Data
RMERBEEICH T SHABBEERBEZOF AR
BEREEEYST S AOEBT—42AVERZXO7
PRl
s g e e
FEAH RN D 52 ZS R A R 23 ik i
ITA5ZLEH

(H] AifgEci, BadE
BHRBRBE OIS 72 5 TE A 6 2|
e L7,

2] 2016 22 5 0 4 [T, KB A Sk
L72BEDS B, HIskesi B iiE B o B E 2R &
L7,

[5:] W5 & BB RR O R HEE & JER) IR 24
propensity score matching % > Tz #& A+ D i % 75:
Toltk, EBET7Y b 2% AKR21 HE TICHERREL
7RG OHEIG & U TR A 1T 5 72,

RS AF 28 R Hh 2 Ok & 4 72 i I A 2 R R 1



24518 9T, FEART 4155 5, fhPefiik 841 3, 7 — 4 /K
R 151 Bl & BR < 19371 il & xR & U 7=, B O R AL
13 344 5, JERIHFEIE 19027 5T H 1, propensity score
matching {2 & 0 &#F 344 HNZERRE & 7=, FIFHERIZIER]
HARFE L CARBE21 HE TOHTRREENEH 5 72
(HLA » 2k 1.8 [95% (S HEIX 5 1.3-2.4]).
[ anl REWOX X h - iSRRI
FROFIHI BAT 2 ik & B3 5.
(& BirEX 8% BELRE - FHEY]

BT, EaHMH

7. Outcomes of COVID-19 Pneumonia Patients
Complicated with Barotrauma under Mechanical
Ventilation
EfiE COVID-19 iR DX, METESH

wF E A <j<?5m%’l§ i s
[B] E5E COVID-19 i 2513 35 12 WRIR B RE T O W fE

ARL, KEHNESEL &5 T & T A TN R i
EHlERIL, %W, MESEERESTSZEenH 5. &H
i COVID-19 fiti 7% B4 o i, 6t B SUIE o0 FE e 3 & BT
BEFEL, ZOFEKEIARNOLELI 2T 5.
[53E] 202044 H » 5 2021 4E 5 H 12 i % L 7= #
COVID-19 fiti % FE 4 129 filvh, S, #6¢ B SUIE 2 F8hE L
EEERNRE L2 KENTEE 30 cmHL0 MIFi2a v b
O =)L U, HERIIRGEEFEPEMiEE 2 PR d 5 729 48 K]
it 2 £ 5- U 72, A TIPS B R & OVRER, SR
DNTHES L 72,

[R5 S, ERs U 2 & 0F LU 72 -3 11 5 8.5% T,
Sl 5 5, FGERE U AS 4 51, SUNERR S A D23 2 15
Thot. BEOHERIZ23% TH D, %M, b cE
AU HIL 73% Td - 72. 4FE TOHEAE COVID-19
iz D5, At b SUIE FERE IS KE T H - 7=

[fdw] FEORER KA - 7 B A 2 XGENEE P I &
OGRS 75 B FENT-RGA T M iR D I C & - 7= FTRENE 2 &
D, WERICEEEEGZ-LELD.

(& BRE & 8E 3L - )IIOM]

8. COVID-19 Vaccination Benefits in Preventing Severe
Disease in Mild-to-Moderate Cases: An Analysis in the
First Specialized Hospital for COVID-19 in Japan
BEPOPFEEDEFN TOEECFHICH T S
COVID-19 77 F > OFAM: BRYOHE IOF 7 A
U 2 G EPIRBE T DT

X B IR W %8 R
ke (g T R

[Bf)] Az oy 4L 2&GE (COVID-19) D7 2~

F U ERENSE K U 72k, FOEELRIIRS L. 22T

RL2BEDES BBHEIZT rF v EMPER» =BG L

7z.

[x4£] 202143 A1 H~20224-6 H 30 H i K BR L

+ = EWBEEEN COVID-19 TAFRE L 7243 1041 A
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5] 2ZRa Y27 4 v 7@k 9 2 F VRO
COVID-19 SHEALIZ /- 2 8% 4+ v XLk (aOR) # &5
U7z, SEICHEE T i SRk U Cr L 72,
(K5H] 72 F I EEL) 22 %K F 472 (aOR: 0.21,
95% {2 FEIX [H]: 0.12~0.36, p<0.001). 60 & Ll I X fi R
W BMEDPHAFA H % & ERE(LD aOR 2MEA > 72, F
729 2 F v EE I HELE X% Body Mass Index (BMI)
30 kg/m® #7713 T4 < 18~30 kg/m* DBEE 7 7 F %
FOREZZF T\,
(Kham] BEPRWS - SMEGFF S L <1260 L Lo Aicik
9o FVERN I DA TS > 7. BMI 2 18~30 kg/m’
DNIZE T 7 FV HEMIEID 5N,

(& 0% BZE: £7F - REEE]

9. The Impact of Estrogen Receptor Expression on
Mutational Status in the Evolution of Non-small Cell
Lung Cancer
FENVARREOERICEVTIX OS> ZREHERH
BEFEEICS5Z28E

. - X Be R o 28 B
o omr (g e W Y

[(Hr] FENRaiE O R EREIC B2 T A bar v

7K (Estrogen Receptor; ER) D& HENZ 535 > Tz,

D3] 2017 427 H 2> 6 2013 4F- 12 H 1 JE/INHl R fifi o 1=

KU UIBR%E 20 7o B T ~ IV AR & L 7z,

[515] HEAGER O ER Bl L BEY R, ITARER 7L

DR A, VT v BFIE FEE R PHRRRRE D etk A L €

VIRF, EETIE, AR OBRERE Lz, BAE

EFERIMR Y =7 v =T, 7208ETERE 5#(x

TOaAVE—FAEREL, %N EREBLUIPTERP Piik TaE

filiL 7=.

[#559] 876 (A% ¢k, ER FBLX50.1% TdH > 7=. JEB2

M (p=0.03) EEERWHI T (p=0.001), REILLEALHKOD
EM T ER BEAMKL (p=0.02), PR TER FBIN

o7z (p=0.04). ZEEMEN TER %53 EGFR #
£ 7245 (p=0.032), CTNNBI &{ZT% 5% (p=0.026)
EHBICEE L, TPSS BIZTEREEHE LA 72 (p

=0.059). MEFRAEAFIAMIE ER BB THRBICE2 > 72
(p=0.021).
[#5am] ER FBUI IR/ NAIRME O Iz F A RIS EL 5

ABDZENREENT.

(&2 )I0%M% BE: A &= - BEERTF]
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X R v E 5
g 541 [E # &=

H ® 464 1H18HCMK)
2 B KA KRR ZERER 7R
A AR NERE 2 - FE 6 LHNE

il ‘.ld]:
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c &

FA RN EEROHRSE

1. RBM17 Expression is Associated with the Efficacy
of ICI Monotherapy in NSCLC with Low PD-L1
Expression
PD-L1 {33 NSCLC ICH T RBM17 #3R (3 ICI Bl

BEODRINEICEHET 2
P a7 R ﬂ)

i (o g e g

[Hi) RBM17 122754 > v 7 #gICBET 5. /N
Miafliyg (NSCLC) (2¥1F % RBM17 BB & RIEF = v
R4 v MR ICD RhuEA & O if LD A M
EORBREHLNMZTHZ &
[5) 2015 4F 12 A 2 5 2020 4F- 7 A 12 KBl 7 k27 1R
SRR, YR, NV T v FRAREET 1st
line & UCTICI HAIS U < IEDFHBEEE 2 721578 - #EfT
NSCLC &% 218 #4.
[J7#] NSCLC & D EM D 5 W iZ Tl ik %2 Hv T,
RBM17 O3Bl Gl v ICMea L 7=, RBM17 %81
& EERP A TS 5 & OBEMEIZ DWW, ICT Bk L O
PEFIEEE DA SIS E H USHL L 7=
[#5R] 4x 218 5 vh 115 %1 © RBM17 2 b5 ¥ T & - 7=.
PD-L11{& ¥ Bl f8 % (PD-L1<50%; n=86) |2 ¥ \» C,
RBM17 ¥ 83 ICI HiAIEE € B AF 5 BB 2512 (ORR)
B L OEREA IR E GBS L. —JF, DERERE
TECIIARZ ORR E HREICEHML 7=,
[#&&] RBM17 1% PD-L1 k%81 NSCLC B #I2 k) B 1A
RIS D PMl~ — 7 =120 5 BT L AREE N,

[EZ: IIOM&E BZE: FINEC - 5B 3]

2. Prognostic Relevance of Tumor-resident Memory T
Cells in Metastatic Lymph Nodes of Esophageal
Squamous Cell Carcinoma
BERTLRENEGRSU /NIRRT 2 EBEER X
Y- THRREFEEOREM

e (KO BB EBE %R

s il (50 % R o)

[Hi] B isn ) Vo milsEEE 2 PRI 1T
HBH, FriE) v SENOYUEES RIS A 5 i %

V. Sk 4 i, CD103 Btk 2 R & 9 5 g )
J3ER, tissue-resident memory T cell (TRM) (Z7EH L,
BENGEOR ) v il KR BRI I 2 Pl %z %
FREf L 7.
[Ri] 4FRFC 2011 4 5 2017 412 BEFEARIAHNT & fefT
LSEBID S B, KB Y ¥ SEilcizig 2 A3 5 84 14
AR E L7
[71:] CD103 itk & H v 7= s dlfk gL ta % 47 - 7=.
TRM 252 < 2 B (CD103high/low) 253713 T, K
RELT R KO T % & OB A T U 72,
[#5£] CD103high B ClsMMBB AR L, 2ELF
WM OA B MR %58 7=, %72, Hiniaiah b e s
BTk PHFEIARZEERD 72
[fsam] SXEEEFE Y Vo SEHNIZ S TRM ISFEL, &R
FFNT B A PR 2 R L 7.

[EZE: 5B #F 3ZE: Ok - BERIEL)

3. Impact of SMAD2 and MET Expression on Lymph
Node Metastasis of HER2-positive Gastric Cancer
Cells
HER2 BMEBRED U > /N\EiEsiZ(ICH (T 5 SMAD2 H & U
MET Bz FHEIRDER

X B s 2% B g R

[H] T4 iHE07E12 T p-Smad2 ¥ & U cMet %5l

N HER2 BGYERIEIZE T 5 ) Vo SHilnfe o B o 1% E %

REdREMEZHE L 5. 22 TAMETIIEIMET

L% v HER2 FE #2617 5 SMAD2/MET > 2 F

YRD): 7 X A O

[ef%] HEsiiakk e LT NCI-N87 %, @€ FLizid

BALB/c X — F~= ™ Z & Hw7=.

[/71:] NCI-N87 i=#f L T real time RT-PCR % {7\, &

BFRIEMGT L7z, ¥ 512 NCI-N87 & L < 1& SMAD2,

MET % #£1Z knock down L 72 NCI-N87 # X — K ¥ 7 %

OFIZFEFIFEML, FHREEOY 4 2k LU v SEHifld

KBDOZEALE MG L 7.

[%55%] NCI-N87 & ERBB2, SMAD2, MET D\ §h D

FEBRE DG & 526 Tz, BT F L2\ T SMAD2,

MET %312 knock down § 5 Z & TR v/ il B = H

RSP 8720, JFREOY A LI b2l i - 72,

[%&5%] HER2 F5 1 H #1255\ T SMAD2, MET O %8l

) YOSEESIC B TEE L SE#H A R L 2 BT

T TREPAL Z 72,

(EZ: 518 F 2ZE: 0% - AEEX]

4. DNA Methylation Aberrations in Dimethylarsinic
Acid-induced Bladder Carcinogenesis
TAFIVTIVY CBERFEFRT v MNERPSAICE TS DNA

X FIALRE
K% B R
m*5%<mwaaﬁ%fQ



[H] Mk v R o E &4 RN Y dimethylarsinic
acid (DMA) 12k % 7 v MEMRESAMERIZE T %5 DNA
AFIACERFEOR G2 E 1T 5.
(7] F344 HE5 o b2 DMA 2512 & DA% L 2
Ao & RPERTE IR B B B2 12k U DNA x FOL{LfFT & 85
TRBURN &2 1T > 72. £7- DMA % 4 B S U 22K
# BT OBIE T RBUT 817572, E 5122 FIALERE
M S NIBIETI2OWT, b MEEHR S S oSl
A& W TRREE L 7-.
[K5%] DMA#¥ S v FEEA AT, 7o ®— 4 —5Hi%
DA F b K OCEIZ T RBUK T 23R & 77z 40 818
TEEE L. ZON4BIZTH, 4 EROEIE < %
DIRE LT RBUK T 2D 72, 4 8{ZFD1D2Th b
CPXM1 X, b MEWETORIK TR, 7uxt—4 -5
B A FIALIRIE L RBUK T 23 42 Z & A ffEad L 72,
[K55] DMAGER 7 v MEIER AT, KA ABEDF
7205 DNA X FUALRENE G352 L #5112 L
7=.
(FZ&: ABREAR BIE: 8KXiE - ER1EF]
5. The Impact of Assisted Reproductive Technology on
Umbilical Cord Insertion: Increased Risk of
Velamentous Cord Insertion in Singleton Pregnancies
Conceived through ICSI
EIEHBIEEN BTN ERICE A 5 EICEY 2145
wmwsr (0 e )
(HW] #4r2hE (IVF), SR (ICSD (2 & 2 ANiRA
PEH B SRITAR & Joise U T A SR ORI 5 2 2 8%
SMZFAZEaHME L.
it 5e] AAiz 22 38 LR C 24 a2 T o i s & - 7= BB AT
WRRER &2 R & L7z,
(5] RRRE % B A EIRE, IVF B, ICSI B0 3 BHC
SYFE U S BRI A MR U 72, BRAiE A O B R £
TOREEERE UIRR DK% S Thi§ 5 Z & T Displacement
Score (DS) % Bl U ATFHRHIO WK A 1T 5 72,
(K5 ZEBNIE 1102 6] (E SRAEARTF 934 f5il, IVF ¥
104 f5ll, ICSIHf 64 ffl) TdH > 7-. DS ITHRIERR 5 &
CIVF LD ICSI B CHEIZE 2 - 72 (p<0.001).
WONEGHE (VCD) B X ORIEILE (VP) OREEEITH
RIEIRAE L D ICSIBF CHEICE 2 - 72 (VCL: 1.6% vs
9.4%, p<0.001, VP:1.4% vs 9.4%, p<0.001).
[f5am] ICSIIZ & BHEHRIZ VCI B LT VP D) 2 7 [H 1
Ly, FEAESSREORO L DR 5 Z & AURE
I
(FE: & X BE: SHETF - FHBEE—]
6. Population Pharmacokinetics of Linezolid and Its
Major Metabolites PNU-142300 and PNU-142586 in
Adult Patients
BRABRZICETZ2UXVURNBLIUERBEY (PNU-
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142300, PNU-142586) Of3&EFEEEIREREIT
e (R BE R EWF %R
ot et (g )

[HEY] AFEOHENIZY %V ) F (LZD) ¥ & OREM
ORHEMSEBIRE (PPK) @M 2 FRhi L, SRYB)gIZi
BAHZANTERHESTSZ LB LU LZD EREHOR
WY AGHES 22 & Th .
%] 2017 451 A4 5 2021 4 4 A2 4F8l2 36T LZD
PG INBHEERIRE L.
[JiE] 156 hziMdErh LZD ¥ & ORI g L KRR
A% T PPK T & RhE L7z, £72, Ri&ETILE
FIWT LZD ¥ K ORI o 14 b g & i L, LZD IS
3 A REOERE AT L
[F5R] s SEl 23 il & 67z 82 4 v b D fidEdh
RIS & RIT U 72, BT OKSER, LZD & G O 7 i 5 ik
3471 L & HEE &, LZD B L ORE D CL I CLer
AIZER L U ClaA M7z, LZD ¥ K O o 1 4
HREE R LZD (2R 2 IR, BRBED K Ik
VBN B Z ATl X 7.
[#ham] BRARE ST % LZD 6 X OCREM D PPK £ 7
LEREEL 72, MR L 2Rk E T L2 HnWb Z &, I
HRRIE A2 YN PRI 5 Z E A TRET H - 72,

[F&: #E 5, RZE: EHEBEFE - ©FF]

7. Prime-boost-type PspA3+2 Mucosal Vaccine
Protects Cynomolgus Macaques from Intratracheal
Challenge with Pneumococci
PspA3+2 2R ET BT T L - T— X NEIREET 7 F
CRAZVAFNICEOTIHRBEBOERERREEH <

X % Be R o 28 B
s (3 5 e e )

[HW] MEICBR L7774 47— 2 MUK 2 7 >

Fefti 2 T, & b AOEIKIGH % H 45 U 7= 1 B R F 58

B, vUZABIO AL ERNTIT- 72,

FiE] v~ 26K UH =24 FRIZT 7 F UG 2170,

FEIEAY 12 L7 v O PR Y IgG Fo & OVSUE Sl vk

% (BALF) HOVURRERMN IgA 2 HIE L7 72, P

7 — 2 MBI ZEERTE & AR XOE RS X &, EAPRRMI %D

HRESE % T L 72,

[(EHR] ~v 2, h=s4HFLEIcT oy F U FERIZH

JREF S Z2 L7 b IgG & BALF W IgA 280U 7z, w2

F VI & O iSRRI A S i R Ok s L OET

KO 2o 7=

[f55m] BEGEOMRERE 7 2 7~ L HRT XD % < DI

BN IET & BHRERE 7 27 F > OB %17 - 72, A%

W E A Sk P COBIKISHICAG 722 HED 5 T

Th5.

[FZ&: AmERTF EE: #E 5 - BEEE]

8. No Association between Inactivated Influenza
Vaccination and Influenza Viral Load at Diagnosis
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among Young Japanese Children: An Observational
Study of the 2013/2014 through 2017/2018 Influenza
Seasons
BEADEFENRICHETBIRNEA L TINI I F 2
BERAINVIDYBHBEORTHhI IV ZE ERBE
L%y 2013/2014~2017/2018 1 > 7NV TP —X
CDOBERR
2y R 2 72 R
()] RiEbA v Iy o o F R, 4 v T0
TUHFDT LA U 2 =G50 FXEIZBIT 5T AL
HAEKD 502D 0T, HIFNRENRITKRETT 5.
[x5] 2013/14~2017/18 > — XV D4 v T LTV HFiHtT
HARIRIZ, HRNCER L 724 ¥ 7L ¥ RIEIR TRBRI
SRR WL D /NS I & 5275 U 72 6 AN O 5
B, Y7L EA L RTPCRETA VI LT Y HFIGHTH >
=&,
(5] Bithoy 4 r 2 (4L 23— KTERBR)
ZHIEL, 7Y M A FRHREOENT AL Z2EE L.
TILFLARALTY AT 4y ZERGHTIC KO KR T OF
ZH (OR) & 95% MK (CI) #FH L 7.
[FER] SR EBUX 1185 AT, 72 F ¥ #k LIZ R
LIRS D O OR 13 1.19 (95% CI: 0.86,1.64) TH >
7z EmNT AL 2R E RSB U 2K, Zis AR,
REP OB ETOHK, AL ZHARMTH - 7.
(5] 6 A/ NRICE T, RiEA Y 7Ly H Y
OFUEREIZE DA VIV Y FBEO Bty 4 L 2
T U5 72,
(& BREEFE BE BFEE - AEsE]
9. Associations between Parent-Child Miscommunication
about Suicidal Ideation in Children and Parental
Anxiety/Depression
FEHBDHFRZRICEHTIMFEANIRIAI 2 ZF—
2 ar EBRDARR/MMD D EDREE
< SO NIl TV R
ot (o e )
[HE] FEBORMILSEIHT 2HMORD EICHET S
BN+ 312 595 > Tnhkwn, BHOREM S DO, F&
L DOHILBENDKDOEDZ L SIZHH T 5 &0 S IREE#
MRALE L 7=
Db 5] M Be s e R ok & 5255 L 72 9-17 /D Y 108
HezoR
[5] Ro#@mtaEoa M T, RomstaEiort
THOMORFKIIFELDITHF = v 7 ) A TaHti L 7.
ROFICEEDAIEL DD Z I ODWTAR KD D HH
FEIZAI ==Y a VB, —RLUBTFERRREE
L7z, BOARRM S D1%, 6-Item Kessler Scale (K6)
CEH L 7=,
[%5R] 64 AW (59.3%) HHmILaEEA L, 52 MOH
T (48.1%) NIATIa=r—¥ 3 VHIZHHEh.

3233227 —v 3 VHOBOKE 23713, EEEX
DEBEIZE P72,
[Kiam] AR>S >OEniiz, 78 8 DRILSEADE
DEIZZ LV, MIEREEAT 51 & & \OmEE, B
DITABEZ»E L,

[EE: #HE=iE BIE: BEREE -% K]

10. Relationship of Internet Addiction with Affective
Temperament and Occupational Stress among
Japanese Workers: A Cross-sectional Study
FBECHTDA 22—y MEELRERE, BX
HZ bR EDRBEM

X% B R o 28 B
g (i e )

[BHr)] &I 54 v %4 —% v MEIFGE (Internet

Addiction; TA) & I&IEXVE, WEMEZ b L 20O %R%E

EMITHT L.

D] 4 v 54 v 3E& % FhE L 1005 % O 7 8)E %

e U7,

[7i] 1A OFHliiZ X Young’s Diagnostic Questionnaire

L, %8 O FEAM X Temperament Evaluation of

Memphis, Pisa, Paris, and San Diego-Auto questionnaire

Ry, BREMEZ b L ZOFHMiIZ the Generic Job Stress

Questionnaire (GJSQ) #H\\7z. ZHEHU YV AT 4 v ¥

\lR M 2170, TABEO NLHREH =R, g B

B, 5 O0%HE, 620D GISQ MIREIZBT 54 v X}

ZHEE L 72,

(F5R] FEH M, MR, R EMm, h

PO FOHENE, FREL» S OHENEr DT &

NIALBHHET B2 Enbh o7,

(#5a] J7@+#1%, ASGORERE L PEFL, FRICHT

R, HEOHEREZEHMTLILT, A V4 =%y b

MRATAET & Ik C & B vBEMED b 5.

[F&E: HLEFE BE SFNECZ-B X

11. Association of Worker's Mental Health with Changes
in Exercise Time, Going-out Time, and Screen Time
(TV Time, Internet Time, and Game Time) before and
after the COVID-19 Pandemic: A Cross-sectional
Study
FRIOFTAIVZABELEE (COVID-19) NTIv Y
IR DOEBNRFE, SHHEFE, X7 U—-24214L4L (FLE,
18—y N, F—L%T 38R OZLEFEHED
A BNV EDRBE: HEREVITTR

P Vs |
s (G5 g T )

[H/] COVID-19 iifraith o EE R, (L3 A D

B, 220 =V a4 20ZE AV AL Z (15D,

AN, AR) LOBEEZHNS ZLThD.

[J7ik] COVID-19 Ot T b % 2021 4-6 H 1 824 A

WXL T Web 72— FEFFEL, 201946 H & HiRL



T, EBPRER, MR, 220 — &2 A A O N
7z. #1952, N, RROEREEIZDOWTE L PHQ-
9, GAD-7, ISI-J CaHfliL, & v bA 7%z dhEEL L
DOEFEED 1054, 108, 15/K& LAz P 2T 4 v
(Bl 53 % P TR AR U 7z,
(FEH] B OWAIZH 5> > (OR=1.57) &AM (OR
=1.57) LB AR, FHIRER OWA I AL (OR=0.71)
LRI ARSI, AT ) =V A4 LIFA VANV L
HERD L o7,
[%%8] COVID-19 3V 7 3 v 2 O K 5 KIEYE N FHAT L
725, LW TERTLZ LR A Y AN ZDARN
W EPIATREEA VR & e,
[FE: HLEx=i2 BIE: FIECZ - BAEEE]
12. Impact of Cystatin C-derived Glomerular Filtration
Rate in Patients Undergoing Transcatheter Aortic
Valve Implantation
BHT—TIKENRFAHE ZAHMERBEBREDFRICH T
3V RA4F > CHROARKFEBEOLE
o o X % B R o %8 B
o %ﬁﬁ<ﬂﬁ mom oW R qé)
[B/9] 1SR (CKD) 1387 5 — 7 L KBIIRFAE 2
AR (TAVD) O VP#%ICHEA5Z5KFTh 5. A
RTIE, TAVITROD Y 24 F 2V C 2 651 L 72 BEHERE A il
HIFOTRICHADHELITEZ L 2HNE L.
Dt 5] KBRS SR BE 2 BB K g i Be 1= C TAVI % 21 7=
MR 390 Bl AR L L.
[Di] WNRIGBFERD eGFR (v 2 2 F ¥ C) THEE X
N7z CKD DHMET 2 I oz FEI Y PR, v
M&, TAVI %0 3 FOEE L7z,
[$5R] eGFR (v 24 F v C), BEWE, HFHEEHH% 3
EORIEE N, UTEHEL Tz, 3ERIEEHEITY 2
A F v C 2 HHEE L 22845 DA CKD o5 28 JE CKD B
KO EBISE» 57,
[#3H] TAVIEBHIZH W T, eGFR (VY 242 F 2 C) 133
FAEC LML THED, eGFR (ZLVT7F=V) &3
THONAF V==L L TERTWEZ LRI N
[FE: #BEXAZ BIE: BAEE-FF B&]

13. Parathyroid Hormone Inhibits Fatty Infiltration and
Muscle Atrophy after Rotator Cuff Tear by Browning of
Fibro-adipogenic Progenitors in a Rodent Model
BIFRIRFR NV ED SHERFRHEROEBEILEZNLT
Z v MNRIRMR T T IIVOIRIEEE - BEROEITZ I
ERK)

B o A4 B
[H1] Parathyroid hormone (EL T PTH) 2 fibro-
adipogenic progenitors (LA T FAP) Ofgtafb#iEE L,
W T 24 1% D IR & izt &2 PHIT 2 0 2 S 222
52 L.

i %ﬂ,«k$W%E5?ﬁ§%ﬂ>
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Db & A3E] MR 5 » 112 PTH % 38 3 [l T 5
L, 4, 8A%OB LAOREIRE, B2k FAP Ot
{LEFMEL7=. %7, ¥ X FAP 283 L, PTH #4512
& 2B AR S T O R BUR & RIS R R O 2L & 5
fliL7z. 512, PTHAEEL 7= FAP & C2C12 k%3
12 &0 IR AE D R & BT U 7=
[$55] PTH 512 &0, i LSO Rl 0T & fiE
HROWD LM X -, PTH 5, B
THRAHENT IR L fB Gl ~ — h — O RBIE AL 72, %
7z, PTH i3 FAP O GALBHEE T ORI A LA X 2,
MO ERM AR L 7=, X512, PTHAEE 41T > 7=
FAP (% C2C12 D5k % itk L 7z
[455%] PTH 13 FAP O @k % fi U TR b 24 4% D g
R L R OMEAT AT 5 Z L AL -

(7 hftEsR BIE: A - BF K]

14. Anti-tumor Effect and Neurotoxicity of Ethanol
Adjuvant Therapy after Surgery of a Soft Tissue
Sarcoma
EMESRIEEYIRE I 4/ —IVEBEEOF DM

" vee (KBS R 22 BE R
oo (70 TR

[HR] PR EE O Uk, PR IC N3 5 =

8 = VPR DFERIE 25 5 ICEE AT $5 2 &

Def % & #535] In vitro © HS-SY-T1 (& b 3 Al e )

IZH LT, 54T g 7 — LR (B 0%, 30%,

99.5%) #17-7:1%, % OMfuEN:, RERE, R E R

st U7z, In vivo TiZ, HS-SY-T O~ Z#HilE 7L T4

BUIBR A e T 8%, JEPHAHARIC = & 7 — LVALBE & 17, IS

DI I F e & wikdae O M 2 Sl L 7=

[#5] In vitro 12T, T &/ — )L 30% LI L CTH

TESER A8 U7, Invivo I2BWT, FRHEIT C # 66%,

30% B 20%, 99.5% ¥ 20% Td > 7=. WAFHFE N DM

IZBWT, 99.5% T & ) — LRECREEMEZ N L 7.

[f&am] — & 7 — LIRS % 30% CHZEUIBRE 2 L84 %

&, MG R OMR, A FREREDmAE & & 1A T

BB ENHBL 7=

[£Z: PRER BIE: FELC - FBE—

15. The Potential of Using an Autogenous Tendon Graft
by Injecting Bone Marrow Aspirate in a Rabbit
Meniscectomy Model
BEREFEAVBRETIVICET 2BH&IARZAVWE
FRBEMICH T 2FMEDIRE

& Pl T Vs R
mn e (g 7 T )

[Hi9] FAREOMCOIEN: H O - B U CTERETR

HEABEBROA M % GG+ 5 Z &.

(5] BARAGRRONMEH 2420k, BhEREA

ERERRTINE A O 72 E A E 7 VA /ERL 7220 ol e

UCIREAREA BN L 72T LD A EIT 5 2T T
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AR L 72, 4, 12, 24 BERERUTIRR R, LRS00
fili, JI%EEHG %17, 2O R% 3 HF TR L 7.
[H55R) HRETEEA & 7 LTI HERE & Joik L ¢ BE i o
AR X A WEEDNE 2 572, HE 4@, bLAg Y
VI =G, 2 a5 — v @Il B 1) B AT,
BRI AR RIS OIEE AN E OfPESREL,
PMILA DY TIL—FHAIZ K B EHINC F 0 CRBEIS - B ffi
DO ZEMFIE I L 0 572, £72, TR Tl
WIEATT L THRICHMER NG - 72,
[%mlﬁ%ﬁﬁxﬁémwt¥ﬁﬁﬁﬁu,%%@%@
I U TR D IEF IS AR A FBLC & 5 LRl

, FEBHLEE T b 2O REIC S AR TH 5 Z &0
MWLL

(& hiiER &

—

B FHINELC

- T ]

16. Endoscopic Supraorbital Eyebrow Approach for
Medium-sized Tuberculum Sellae Meningiomas: A
Cadaveric Stepwise Dissection, Technical Nuances,
and Surgical Outcomes
BREEERREERE (C X ¢ BB LEBYIRIC & B/ BIEEAR
FEFMICOVT

W AR
[ #6) F%B&%E:ﬂ?é%ﬁd%%%@%%ﬁ%
AT o 7245, MEAECIERSIABLBNC & 5 Bk i eI

OfaiirHE Ehs K51k >Tnab, ek, NS
T keyhole F-ili #3A LTk 0, BHEMTFMi%EiT42->C
L\‘é BRI D % & 8 7= FARE O FEM & A1 0O Ffhiplds
DNWTHRET 3.
[ﬂ%l2%0@8H#62M2$9Hammﬂ@%%%%ﬁ
JELZ xS U CNSE T keyhole Tl & 1T > 7= 6 Bl TH 5.
(7] FnmZ Mo s RISk SR 23 %, misEssic
3 cm O/NFHEAZE AT VS & UIBR U 72 WA OYIERE, i
Bt ORUERE, S OFRE, TR DU TRkl 2 17 7 - 7=
[#&5R] 4 Simpson grade 1 DFES YR % 17 7% - 7=.
HRREIZ 2 Bl CEEE L, ABITARETH - 7=, 1k P EHE
SEIXRED 55 7z,
(iam] i ofs £ 0 0 IS 1 k9 % N R 8 keyhole T4
(&, R T OIS ORIAR YR ATRETH > 72, &K
MRMMKRETH O, Fkb TR 243 2 ROFiiiA
T avilkDgs.
[FZE: ZERAIX BIE: i/ - AEESF]
17. Clinical Significance of the AID Classification in
Diabetic Foot Ulcers: Awareness of Arteriopathy,
Bacterial Infection, and Foot Deformity
ERFMEBEICH TS AID PEOBRKNES: B,
HEEE, BERAOEEST
- M\Ck?ﬁm@ % ﬂ)
g ok A B

[BE] ZhF THRIE X T X 7= BRI e 2 s o 2 81

HMETHBICHEAT 5 800D hr 572 Shlbhbhid
0 (Arteriopathy) /&4 (bacterial Infection) /2% (foot

Deformity) (2% H L7z AID concept 123D\ 721G Mk IE
DIWEROR PR S OWRIIC 5 2 2 B DWW TR AIM E I
Mgt U 7=,

e %] 2015 45 4 A2 6 2016 4F- 3 Ao 2 ER1I2 4 BEIZ A
B U 7= BRI s i 115 44 129 i 05 & L 7=,
7] il - &5 - BE R bEZThTh1lme Ly
L7228 O &ANGEGEE (AID score) & L7z. AID score
F1R»53/HERDZNEN12 7 A% ORI RIEE %
AL 7=
[#55] AID score 1 -2 - 3 [l CRIE R HEIZHFRE:E%
w727, 12 7 H HORIERAEIEHRITZ N2 89%, 90%,
88% Td - 7z.
[#&&%] AID concept (& AIE G EE O EILIZAHH T
b7z, ORMIZHT 5 AT, OQBRGUINT27 7
)= F~vv, @RZIZIZxT % Offloading & Y 5 AID
concept 1ZFE D W 72 IR EEHKIKIZ & > TEWVWIRIERIZ D &
Nol-bZEZ ol
[FZ: it BIE: A ®RFE - BEAH]

18. CLPTMI1L Expression Predicts Recurrence of

Patients with Intermediate- and High-risk Stage IB-1IB

Cervical Cancer Undergoing Radical Hysterectomy

Followed by TP as Adjuvant Chemotherapy

CLPTMIL OERIIILAFELFHMRICHEEEL L

CTPEEETT--BREP~BYRAV7%HI51IB~1B

HOFEEEOBETFARFELS

- . e

[(HW] TR 4R iz, %ﬁﬁb%ﬁ@kt LT TP #kL (v
ATIFY, 7Y AFHI) BT TESEIB-IB
# (FIGO2008) (24517 % CLPTMIL (cleft lip and palate
transmembrane protein 1-like protein) DI & HH D
BEIZ DWW TG L 7=,
Def 5 & 5] 2014 4-~2019 412 Y BE TR % 1T - 72 1
ESENG 91 Bl & xR & U2z, MERREHE 76 B & PEFERF 15 fl
1253 FE L 72, CLPTMIL O J8 Bl A& SR Ak 27 1 1 2 ke 5
L7z, &7 7E5EMAakkic CLPTMIL @ siRNA % & A

U, (LR 02 L& Mat L 72,
(K5R] ) 2 SEI MR TL < (p=0.023), HHMH
SRR CIERT: FEE, S -72 (p=0.013). CLPTMI1L

ORBUIHRA CHEIZE» 72 (p<0.05). BN
T CLPTMI1L O ¥ & 37 L THBI L Tz (p<
0.010). F7=, FESEAEMIukk T CLPTMIL % #ifil4 5
EVAT T FVDRRZMEN LA L7 (p<0.05).

[#55H] CLPTMIL O FEBUG AN 155 24 H Al 15 1 fli B
HBE LT TPEEE AT > - BRP~EHY 222435 1B
~ B MO TESEFROHRTHIK T L %52 Z LHVRESh
7=.

(X&Z: 8 R BZ: aH & - EBE-]



19. The Evaluation of Sarcopenia before Neoadjuvant
Chemotherapy is Important for Predicting
Postoperative Pneumonia in Patients with Esophageal
Cancer
BEENHBMLZEEREZEO I AT D TR %
ICRIF T REIZ DOV T ORKRET

X % B R 5 b 28 B
Moo (s R

[H] £ 38 9 il ol #f Bh 1k % %% 5 (Neoadjuvant

chemotherapy; LA F NAC) BHEDHIL I X=7 28U

MM B HEERET L, Hrax= 7 Lz oI

DWTHET L 7=,

[RHR] 2017 442 6 2020 F-12 24 FE T NAC #% 12 £ AR

VAR & KT L7z 113 il & x5 & L 7=,

[7i:] NAC Bt & Filiaio 2 fic, 6 HETyHra

=7 &L, MBRHRICDONTOBRAEFHL 72, X5

12, B axz=7 Ao fEHIK T OB & § X 7z,

[K5HR] fifhtige & 2 U 20ERiE 15 6 (13.2%) Th - 7.

NAC i &1l T3 modified EWGSOP criteria {2 &k % %)L

AR=Z T BE THRBICMIRM R ORERN G 1 -7 (311

27.3% p=0.023). ZO@MIck s Lax=7 LD

AR 1 % BREf L 72 & 2 5 BMI J6 & OVilivh S 23 A RIS (G

o7z (%, p=0.003, 0.014).

[#555] NAC RO L ax= 73D a &2 7l

KT &% o72. NACHOHILIX=7IZxd Bt 4y

A, itk ili 2 DAKIKIZ D 22 23 B ATREVE DS /R & 7z,

(FZE: 5B #F BIE: ESRE - Tiidim]

20. Effect of Intraoperative Amino Acid Infusion on
Postoperative Acute Kidney Injury after Open
Abdominal Aortic Aneurysm Repair: A Retrospective
Cohort Study
ERABRELTEOIMEEEICHT 207 I /&
BEDRE: BAMZHEME

o= PNl T Ve R
s (7 g N )

[Hr] B AREINRE SO AKT PHiE L7 3/ ik

G sh Ml L 7z,

%] 2007 41 H2 6 2019 4 4 H % TIC[E 0GB %

8 £ > & — Wk IR AR K B IR & 4 gt & 52 ) 7= R 697

Bl R & L7z,

(5] Filo 7 — 4 2 RG> St L 72, F

BT o M AZAKTL &L, 45 Cox il — N alk

S EAGTT 2 BERSOMEEHEE L RIS

LR ZA a7~y F v 2 EEiT- 7.

[RER] Aat 697 Bilod 5 5 310 ffili 20g D7 I/ e 5-H

fibhrz. ARTORBAERIZT I/ BRI 5H T 23.5%, &

WHET19.1% Th - 7=, WA OKR, 7 3 7 BiLS5

& AKI & ORISR FINA E 2 BRSO 5 kb o 7z,

ANy — F I [95% BHEIXIE] 1%, 2255 Cox Hffil/

P — FEVGEGHTIE 0.79 [0.44-1.41], 237~ v F

69

v 7T 0.89 [0.51-1.53] Th - 7.

[#iam] AfF2E Tz 7 3 BRSO AKI PRS- 23059

3R Ik r - 7.

F—mafﬁmwa (B) & 11F £48% J
[EZE:-#HE $ aE: £BFE - F f]

21. Vascular Access Site Complications after
Transfemoral Transcatheter Aortic Valve Implantation:
A Comparison of Open and Percutaneous Puncture
Approaches
BEARRRED 7 — T IV KENRABEIRINTED T ¥ & AERALIM
EROHE: BIEYIRFERE ERRFRIEDILR

N - pake Tl S
w w (5 W A g

[(H] RS 7 — 7 v KBYIRFAE 2 3A A1k (TF-

TAVI) (23T, RIERUIGIZHRIZE (OP) & fRE i)k (PP)

DEBENRY 27 MENPIZ DN EFHRORM, H

5. KO HMIE, TF-TAVI %5213 72 8&D OP i &

PPIATT 7 & ZEAIMAE R IHEZ RS 2 Z L2 H L

L7

(k%] PP % & U OP i T TF-TAVI % %} 7= 8 4% 351

5l %1% Al & ACHRET L 7.

[WER] 7 2 1 2SO S DHED R AR, Wil HE A

fH%%, PPREL D & OPHO A NERITIEL 572, K

JEBIR (CFA) DX & ¥ — A /CFA A M L 726

DEREY Z 2 A7 ThH D, CFA DHEEH 35 mm YLD,

7 U & AEALIME A DFRED AL OP #F & D PP #FDF

MNEL, ¥ — Z{E/CFA ££16=0.9 13, WMl CIMAEEE ) X

7 OEME B LTz,

[#53%] TF-TAVI 235\ C, CFA O X %35 mm Ll Lo

BAIZOPENEE L, ¥ — ZA/CFA #1628 0.9 Bl L

DEGEE, TR 7 7u—-FLANOT7 7Fa—F2ZEFNE

Th5.

[%#D6$1 B 158 (B) & 12F BRMEHEE J

(& &£BFEZ BT BREYX - BHEAZ]

22. Thigh Intramuscular Fat on Prognosis of Patients
with Nonischemic Cardiomyopathy
JEERMM OHIEREDFRIIK T 5 KRS DOHANED
Dy

e
S (?‘?ﬁ'??ﬁﬁ%fﬂ
(T S T R =

[B] DAEEREFEI BV TCERHERHETE PRI T &
LTHIGN TS, TFERHAREDATE S BRAIOEOEHE
PEEAEHhTEY, HAOEDIEETD % AN IET
2, DAERBFEORBIC KT I HELERTS L.
Dg] ORFERAEH MIC ABEE 20, R HEORRRE & K
MU 72 eI 40% KD A 93 7 & /R L LAl
TITMET L 72,
(5] KBEBO CT TREIAMAER (IMF), iR % flE
L7z, miaticxt 3 2 miiNiEi e (%IMF) %R L,
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Rl 2 B 24T - 7. FEEMEEE IE
UBORBIZ K 2 THIE WAL L7,
[f55R] ZEEEHREME T L 72 FJEE M O fRE B 1 B0
T, %IMF DLW TIHEWEL IR LA RV b 2% <,
BIMF 13 L 7= PRIER T Ch % 2 & 2350 o 7=,
[f&am] BRH R MK T L 2 JRB M O AE B H IS B\ T
BIMF 13OIAAF A <> b QPRI T & 25 2 TRV & .
[%ﬂGE1H155(H)¥§W2Ft\f = J

DIMESES L

[EZE: BEXZ BE: FINELC - 8KEE]
23. Metabolites Forming a Type C Axillary Odor and
the Axillary Skin Microbiome
CERRZHKT 2B EREEBHESR

v e (LA
[HI] HEEAE (3 B RS AR R 1 & 2 s T o A 28 i K]
THD, HL—A54 ZRROBOIEER (CHUIKER) %53
45, KAFZEO B C BRI & 2R3 2 (G & &
TEME O AHS 22T 52 & ThH 5.
D] @R 2R AP 20 ABBIIL, 11 A% C BUESR
(CHE), 9 AL INZRRDOFIIRE (M) Th o7z
[7ik] #:8rE OREE T O RXWE & 2 O Bk % 5w
L, WAz X &5 ) A&7 5 7.
[f5R] B X8 T & % 3-Hydroxy-3-methylhexanoic
acid (HMHA) & Z Onifiifkns ML INT CHTHE
2L < it e Nz MG ORER, Staphylococcus
hominis 75 £ @O Staphylococcus J&1Z CHET%L < (F1EL,
BB ORiIRAD % & & & BT 6 iz,
[K55] C AR OFHIZIE HMHA A EETH D, HX
WE DRI ERADTFIED S. hominis 75 £ O Staphylococcus
BOAAFEAFNZL TOB RN & 5.
[%%uesﬁ 1A16 0 (k) %% 18F S#F

(& BEAH mU"< 7(’*|_¥-5I§i%1§7}ﬁ]}

X B W E
5 542 [O #l

H B AM6442H1HCK
2 B KIRA KRB E 2R
s 4 B ONESRE 2

il ‘.l.l]z

FARLBERORE

1. Does Exercise Testing with Arm Crank Ergometer

Substitute for Cycle Ergometer to Evaluate Exercise
Capacity?
EHMARETFMICHSOTERIINOX -2 2BV /-EE
BREHRIEITRINIA—2OKDYICEYEZIDOH
s (58 0
[H] % Fo 72 ) S ik bR A3 T I 2 Fl o 72 s &
i akl5R & [A) S5 2 S BIN A RE & STl T BE A MGk 9% Z & 2 H
& L7,
%] K= FEE 334 20 v o8l
FHEEINThIOHE SHERNRE LT
[HiE] #Eagid ko r a4 —4% (ACE) XU P~
LT X—2% (CE) % H7= Wi @ B £ allif & 17 - 7.
RO HR) L BERENE (VO,) #icskL
ERE v == REEDIRIE & U TR AP % 3T L
7o, PEERE Z IS K EBRRIC B % HRISH T % VO,
ORI ZEEXRL, ZOXRETFHERAKHR 25 VO, &
HEE L 72
(R5R] L, LRE, R@ROmNREIER - PETHA 2
VIOWICHANRTHERBIZE 2 572, Wi, HRICKHT 2
VO, DBIFRAITITEIRAIC K 2 R EEH D 6h,
T & N7z VO, 12 ACE T CEIZ AR THEIKAE 2 /R
L 7.
[f5am] EEAR I Lo L —= v 7 RECEDb S §
ACE % 72 3 E B B af sl 57 CHIOE/INGEHM X 7z,
(FZE: EiEFE BIE: thE—# - &)

T % 51K

2. Peripheral A Acts as a Negative Modulator of
Insulin Secretion

K18 AP (31 > AU > D negative modulator & U TE<

= R T

wa e (4R

[HIW] 7y A v —WOKIK AR IERRTE #EE S h

TVEBZOAEBERIIANTH S, ILa -2 v

2 VEMCOMH AR ERAIS N TE D, KA IZHRY

AR IZFHCHNCBE L TN T\ B EE X, Wl 41T - 7.

[F#] ~vz2icrva—-24 v 20 5L, [iH A

ZUE L. ARG TOILRA v 2 ) Y EMEL 2. B
fik, H&Mh, &8ss, FFIE 2 LT AR Jr i 2 HlE L 7-.
fif#s N D AR AT % Sy 4L ta TR N7z,

[fER] 2ra—2, 4 v 20 VHETILR AB 231~ 2
Dy eI ER LU ERZEOA V2 KT IE AB JEE
v 2 TIREL, ABFEAE~YY XTI 572 AR
B5TA Y 2) VvoywidRl E iz, sl &icia e, &
L — X CHEEA» S, 4 v 20 VTR, BisE, S
5 AR By, JEIED 4 2 ) v AriE AR R

Ml X7z, ABIXAES TEFEA LT 2 A4 v EHFIEL
T\,
[Z4] ABIWEIE DA » 2 ) v il a5 % 4 7 4

774—b/\/7l¥}:bf@ﬂ<.

(EZ:AHEAIX BIE: BOEA - KEREF]



3. Increased Sodium Fluorescein Transport Induced by
Corticosteroids is Inhibited by an L-type Amino Acid
Transporter-specific Inhibitor in Retinal Pigment
Epithelial Cells in Vitro
in vitro DEEER ELEMRICSEVNTIINFIZXTOS
NICE>THEBEINBTIVA LA F MU LEED
g, LE7IV/VEBINI 2 AR—2—4FENEERIC
F-oTHHEIZN B

—om X B R 5 b 28 B
=w ws (578 T o)

(H] KM eR LEMlie (RPE) (2% T Large

neutral amino acids transporter small subunit 1 (LAT1)

%3 — F§ 5 SLC7A5 OE{ETF8 B 5 & U LAT1 Ok

BIZHT3 7L 2570y (ALD) kU Fual+

Vv (HC) D#EEMGLL 7.

[}51:] ARPE-19fiflaz 2 7LV biZ/k % & CThat

%, ALD % 7213 HC #IRE BTN A, SLC7A5 &R T

DRBEAE AT, 72, PFI VAT VEHONTI L

LA v b)Y oa (NaF) OFA - wi ik & % 57l

L7

[$5%] SLC7A5 #{Z T O% 8L ALD, HCIZk b H4H

RARTFRIZ BN 3 & O L 7=, SLC7AS5 O 78l % 1L

XA WHETOALD 5 K UTHC &, i Na-F ik %

B, LAT1 OFRIEE AL Na-F ik 2 A &I

HrH,

[#53] LAT1 i3 ALD % HC #5-121% 5 Na-F #ik O itk

IZB b TWATREMED & 5. LATL R3¢0 FH A,

ALD ¥ K U'HC 12 & - TEFE & 11 5 RPE O ¥W/H ik

TUE & P32 DICH R A REVED & 5.

(FZ&Z:AB X &E: 8K - FREY

4. Disconnection Surgery to Cure or Palliate Medically
Intractable Epileptic Spasms: A Retrospective Study
ARHEEICERMEICERT 32 TAPAMANZT LT
B1REH L (FEMEBOBEKMTTOFE&EE: oM
MR

= w@<k$%@%ﬁﬁﬁ>
P T s R

[HW] TA»AMEZ SZ 4 (ES) 12 2 40 RHRlTIZD

W, it D ES Vi, THRHEERT, ES ORI %

NS N e P2 8

[7E] ESICi L CFilizfra >z 41 Bl R e L.

i Al BYATG C A RGO ES & & 72 RE Bl 12 13 Hik 3 B [ ohy

%, BRSO BS L& A 7w BN 1300 L B

iz dTVy, MERBERTIR 2 S 72 IR DO ES & B A 5

ATREBIN I IR EERE it 2 X8 L 72, 50% LI o> ES 5k

EPHRREIFE L, ES ViR, THBUERF, FIERERICD

ERETL 7.

[R55R] 41 Bk 31 A THi#2IC ES 12X 5 KA 22 R A4

HR RS ESHIEH, 6 FiliE COMBAENWT &,

e 727 ) 237 %852 L, MRIZH 2 H %
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ZENTHRARICEME L 2. 25 ATHlitkic ES ¥ %32
ORI BT 13 2 AN TH - 7-.
[#5aw] TA 2 ASEIFIENFRAFR ST IC R 5
ES 12343 2 30 RA e G HREERIE T H 5.
(FZ: #EAIx BT FEERY - = KEi#]
5. Clinical Features and Risk Factors for Interstitial
Lung Disease Spreading in Low-dose Irradiated Areas
after Definitive Radiotherapy with or without
Durvalumab Consolidation Therapy for Patients with
Non-small Cell Lung Cancer
FE/NRRR AR R E (ST B durvalumab HhE & &L G
/FEBE ARG SRS ER ORISR ERISER L
FEEMMEREBEDERNFRE Y A 7AF
e X % B R wE 28 B
s (5 g W )
(HW] 547 IE/ ety (NSCLC) (2 364) 5 Jicht
#aEE (RT) %0, (KHREISIZHE K U 7= ilE s O EEIR T
Fr e V) 2 7 2 D0 CEHIE L 7=,
2] 2016 47 H A 6 2020 47 A % T¢I Y fiii7% T RT
% Jitifr L 72 NSCLC &% 74 .
(3] BERIRF, CT Mg, WG HEm T — & % #%
TR ST L 7=,
[%55] RT % 19 fili= Grade2 M L fililiss % 586 72. 12
BRI AN DO K A 528, 5 5 8 il Grade2 DL | T
b o7z, Cox MMl N — POt DGR, (KR EICHE &L L
72 Mt il 2% 0 F8 A2 13 HbAle Sl & A & ICH B L 7.
durvalumab % 5-FEHIX 23 H1 T & O, durvalumab b
ORISR RIS A B A 2RO, THELDNER
EARICIRIRL 72,
Uam] (SRR W M U 7= il 2 (S ERE S 3 <, FZR
BUZ I3REAORBDE K7 L MBI L Tuv7z. RT # O Hb [ 6%
BhRAEIZERT 572912, FERN%GOEBEOE RAT
DEL DB HDBETH B.
[EZ: HEET BIE: =A== - )IIOFM#]
6. Cardiac Computed Tomography Assessment of the
Variation of Papillary Muscle Morphology before Mitral
Valve Surgery
il CT IS & B EBEAFMaIOFEBHBRED SHRMDET
i
K % B & 2 BF % R
mix ik (8w w A )
[Hi9] Z OfFFE 0N CT % F v T P e FRPH 8
SIREER O FLIRAIEEZ Sl % Z & 2 HIY & L 7=
[NR] SEMEMEEFRHSEASEIC L TaRy P XET
MR & JE1T L 7 116 ADBE AR L L 7=,
(53] i o O 4D-CT Hi{g 2 Fl v CHLEE O JE & %
AL, TR & R L 7.
[(f53R] CT Eifg ToOIMA » AL, 2flcaRy bIgiE
FHEIEMTIEO FATAT R & —3 L Tz, mirdMIFLEER R &
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BRI FLEE A & 130 AFAE S % ThFLEAA A 24.1% T
[l & A7z, RPVEIFLBRARRE AT M FLBR TR s, BA
8 & LA WM TR D EIG i - 7=, BN HIFLER
R AT MALFLERARRE & O FLERF O 4 A VNS 25 7z,
(#Gam] /O CT 12 & 0 7609 O FLIAR I RE 4 WG W] 457
L, EMECRHEST 2 Z & TE 2 MR O K 5
BFLIANCIT AT 2 TS BT, CT Hifg % Fv T liai
CFLIRAERE RS Z L ZHMTH S TREME B 5.
(& 4@BFIZ BE: =AFHE - BAKXZF]

7. Oral Microbial Profile Analysis in Patients with Oral
and Pharyngeal Cancer Reveals that Tumoral
Fusobacterium nucleatum Promotes Oral Cancer
Progression by Activating YAP
OfFE H & OIREEE BRE O OBERMEYSBIT, S, EE
M Fusobacterium nucleatum * YAP % &b d 22 &
XU OBEOETTZRET S EPBASHICE S L

; X% B R o 28 B
wk wi (5 5w e o)

[H] Dy % o fafRkl 1 & LC, W fRl, o

PEfAEDOARE, A k25 & ORI » 5 5. L

AU, OFERFEO 3 HIFEEIE, FE - W o dip

5, MIOFIEX =X LNBEZL 505, LHENMIE D

ORGP ME STk, OENMEZICEH L, JA%E

SR DIERE - EITICRET B kTt L 7.

D51 2020 44> 5 2023 #1223 T, FIEE - rhilgge - T

AR R 65 A L BHEEIG T nBE 93 AexiR e L

7z BROMEEHEIZ, 20 A - BOHBRGEREH O - PUEA

febrp - pl6 BEOEE & L 7=,

[Fik] i 65 AOuRWE, Hhiyh, &Y, BEE O IEN

MR A BTz, 512, IEEE &M O A S TE

AR % 57 B L, TIREERT 2Rt E v 2 & T

WET L 7.

[F55 & f5GR] F nucleatum MY Y T IZEWTHRE

EOENMFEFET S > 72, FEEFH 2 S Fn. polymorphum

oyt v TG L 2 BRICOEEOMEIE 2GR Hh

7z.

[%*DBE 1A298 (B) #&4F NEEE 1 J

(FZ&: AamERTF BE: THEr - ZEE—]

8. Development of a New Model for Predicting the Risk
of Inducing Allergic Symptoms on Oral Food Challenges
in Children and a New Severity-predicting Application
INEROEMBROBRARICE T2 T7LILX —ERSEHRY
27 FRT2-OOHBETINVEHREEEFAT T
1) DR%

2 ez 2 PN
wha<n (500G E)

[Hr] EwROafRE (OFC) 12\, 7LAX—

JERFERE Y 2 7 % IEMEIC THIT 2 -0 OFLTHIE T L %

ER§ % H, BIOWHAELEE YT 7)) 21EKT5 2 &

HIE L7,

D] 4BETHWIN OFC % Jifr L 2z 8# &R & L7z,

(] JIREH KL, BAHOENEETT 72 1D

DORERFEFR Y 22 KT DA E THHET L L EERET L

&, BEBOY Z KT & PRIKT & L2l PHlE T LT

HBLERET N AR URE B 217 - 7-.

[#55] 389 #4 28 M kf 5 & 7 5 /2. Receiver-operating

characteristic (ROC) HH#RFHTORER, ZERET LD

areas under the curve (AUCs) 12 0.71, A RET LD

AUCs 13 0.61 &, 2ZEBRETTFLOBENLDE» -7 (p

<0.001). %7, VAIRETEANT2HETHEIZ) 22

AR 5N 2 FORELEE 77 7)) 2BA% L 72,

[i5aa] BBl Pl e 5L, OFC DY 22 % &k 0 IEREIZT

E B A[REMEAVRIE X 7z,

[%%DBEHEJZQEI (B) %% 18F 28= J
(FZ: BABES: EIE: BHAH - AEEFT]

9. Relationship between Vitreous IL-6 Levels, Gender
Differences and C-reactive Protein (CRP) in a Blood
Sample of Posterior Uveitis.
BERRESIERBEICB T 2HEFARDPILCEBE LN
MBI+ C RiiEER (CRP) DEIR

NN NI 7 VI S O i
ok (5 T N )

[HI] $%BIRE S g BE O 1A IL-6 J=1E &, HHK

BEXUOMET -4 LORREHAET S Z L.

D 5] HAARHOBIB R E S BREHIIR L, KBRAS

KERPET 2018 47 H 6 2022 4F- 9 HIZ, M 2R

BEAREEC 2009 4 10 A2 5 2020 45 2 H O R T2 Wit g

FIRFli & 20 7 .

USR] JEBiZ 77 4 82 BRCHIE33 4 35 1), Lt 44 4

4TIRTH - 72, W IRP O IL-6 1 1E, 531 6255.0

pg/mL, &M T2776 pgmL THE X % R 7= (p=

0.048). F 7zfifF iRk IL-6 ¥f% & HilEk ¥ L U° C RIS

Y&EH (CRP) LT, AELHBNGERD 2. 4

JEFNZ X U B BT 217 - 728558, 7R+ 1IL-6 ¥=

& &R B LU CRP ORI THZICHEIL (p=0.048, p<

0.01), FEREYMERE I MEKIZIWTE CRP & AREICHE

L7 (p<0.01).

[fam] %R E S WL DR IL-6 IR M2k AF

U, JERMERE SIS TORY RN IL-6 ¥R 2, L7

CRP D% G RS VERIE & XM 5 nlRetE D3 & 5.

[%ﬂ] 6F1A30H (k) $&4F h#EBEEF 1 J

[FE: AB & BIE: SHA%EE - B K]

10. Differential Cardiomyocyte Transcriptomic
Remodeling during in vitro Trypanosoma cruzi
Infection Using Laboratory Strains Provides
Implications on Pathogenic Host Responses
EREREAVEZIZIV-ZX NN V=T BEEETIVD
BHRTRSN3BEEEFRRAITOT7 71 ILOZE(LIE
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74 L X
[HE] 2= b Vsss Y=< (Te) EREY v —H X
DAE (CCM) DJRIKTH 5. K7L TIE, Te &GEnHE
AT 2 DAREIE TR E S 22C L, REEE TS
K+ DB A MiFt 4 5.
[3] 3% Te#k (Col, Y, Tul) %~ Z HL-1 DA~
A%, EEEIR TR AR IS, )y
F AV MENTIZE D CCM B RBIATE(EF#E % [HE L
7o REGHITPE S DA nG R AR B % BTG L 72
[#55] Te BT OADBRILZ I L 2%, Mgk, 7
E L= Z, MAPK ¥ " F )L BB (5 T A R BT L,
BRILEW, 7 F 4 AGHBIEEIZ T, Col/Y &Sy
DARIZER Y AT 2R U7z, SRR S GO AL T
A ASTUE LTz,
[f&5w] Te &SI E L OHOBRILZ b L 2 8%, Mgk
AT 5. SRILAW, 7oz F i o REHHEER .
Col, Y EYUFFRMICEIS S h-FHIE, = a1 b/t
Z b L 2123 2 RUERED, CCM RREANDH 5% % Hid 5.
[%ﬂGE2H2E(§)$%4F$$%E2 J
[EZE: BFEF FZE: EBETF - REKR]

Katherine Sofia Candray Medina <

11. Hematogones in Bone Marrow are a Useful
Prognostic Indicator in Allogeneic Hematopoietic
Stem Cell Transplantation
EHEOAY I HRIC K 3 EmEmaiEn 7% -FEl
DFRAMH

: el Tl Ve S
et (5 )

[HI] ~~ b T A 25 % R R 4 10 Bk (0] 15 1

BS99 ) VOSERT, PREBIRTEORED H

3. KW TIZTEZREEINEHINIC & 2 AP ~~ b = iy

HBOERMEEZHO 2T 22 HME L.

Drf%] [t s R AR R 117 Bl xR & L 72,

(5] ks o 5 BLfRdT & 17 > 7=. #Mith 365 H £ T

A T VHREEE (%) I2DOWTEMNSTEREIC L 55

i - 47V, AR R 1R 1% & OBYRE & fa) L 72,

[KER] ~v b T Uiz EAEBi%m o HE Y -2 L LT

WL, Baaifhic s Tm <R L T, Bk 1

FELAIZ A~ b T Ufiilass B U 22O 7R BUES

KRS TRIFCH > 7=, WA RMBHI CIIMEHEE 90 HHOD

BLE TAEDAOMBUL, AfFRICBE W CHRICRAF &K

FT, 1FLNTONBIZZAZEMNTTEHETH > 7.

[K5am] BAt:OFAEh~~ b T Ve B BUI % O

THRETFELTEHTH - 7.

[%ﬂaﬁzﬁza(ﬁ)$%4Fm%%§2 J

(& BEHZz BE: FFE— - nEEX]

12. Comparison of Initial Methylprednisolone Dose of 1
mg/kg/day versus 2 mg/kg/day for the Treatment of

73

Severe Acute Graft-versus-host Disease of the Lower

Gastrointestinal Tract

BEESMTEHLEBRERNEERDEEICH T A F

LT RZyO>OMEARSE 1 mg/kg/H & 2 mg/kg/

B Ottt

PO k¥ B IR ¢ BF R R
wir b (o 7 )
(H&y] S MER s R 318 1% (GVHD) (2
WEBAFLTL F=vay (mPSL) #1551 mg/
kg/H & 2 mg/kg/H DIGEEAEDFERE S 22124 5.
Def5] EEc e s LA GVHD i35 57 fil.
[73:] mPSL 1 mg/kg/H % 7213 2 mg/kg/H BAEH: Dia%
BOSYE, BT OA4 FE, TRIGESBITER, BEYYEA N
Vb, BIRE, JEHRIECE, AR E R ER
BrL 7=
(F5HR] 6 14 H H O ZB3hF M B TR% T d - 7.
P2 T A FREIE2 mgkg/ HFERERIZE P 572,
UIGHEAT R, MREGYE, HREYYE, 4 b xfay
AN A (CMV) HURIMGE, CMV EYYE, M7=, JEMR
WEH, EARIRETH 720, JECMV 7 4L 2 &g
EB LT T/ U4 ZEGUEIR 1 mgkg/HEF T4 &
> 7=.
(K5am] B S F WL GVHD 1254 % mPSL #1#
#5581 mgkg/HZ 2 mg/kg/H & i U THIMNE, “4
YDA 6 A HERIEE 52 D1R5.
[%ﬂ6$2ﬁ25(§)$§4F¢$%$2 J
(FZ&: A Kz BIE: BERIEL - ANBEX]

X B W E
% 543 [ # =

H & AM645H16H(CK)
2 B KRBRAS K REBEE 272 R
A RS NGEFRE 2

il hl‘l]s

FARXBESOHRE

1. Diffusion Mediates Molecular Transport through the
Perivascular Space in the Brain
RO MERABEREEZ ES 2 FREEEZENT S
i Pl T Vs R
s (g %8 T )
[H] RS RMowmET Iaq KB (AB) &EHT
BOKRZVWWEOMREA H =L LTHEX NS, 5
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WBEICHEAINSZTF A L7 VY OBREABIZL 7~
[t & 41k] C57BL/6 v ™7 A UHAS 4 23 iE , W N EER T
ZFITC 7+ A2 b7 V&L 20T Hﬂﬁf%ﬂm L7
HEAEER CIIEBERKZICTF X 5 (40kD, 110kD
7213 2000kD) % MF&ISHESTEA L, FHEART2 S HRlf L 7=
(RESR] 08 T 9287 CI IS R AG I3 CI2 100 pm B LD #
CEFTIREL T2, FAFEBRTIIRMSEE & BI2TF
A b T VA TR RPE A A © VRN & B l, TR
INEONFEEHL BB L 7z, Bk & SRR CREEHIC R AE I LA
Zﬁ?f)") 7=,
[iam] 1A% R PHIE O 2 ORS8NI FICIEC k52 8 0
T, BB NTIIBIRINGE» 5 72 AR OPEH I 5
I D 3B A BES- L Ty B ATREME 2SR X 7.

(& FEEY BE: BOEA - HLEx=i)

2. Dorsal Subcutaneous Fat Thickness as a Risk Factor
for Pancreatic Fistula after Gastric Cancer Surgery
BRRETEBIEENROEREDEKRETFTH S

PN NIl T = A
wk wk (5w o)

[(HM] FEFEMIc BT, @z lEdke UClipgo

CT H{§ D A TGS OHIE, FHCRED ) 2 7 %

Al 5 Z A HME LT,

(R3] 2016 42> &5 2020 4D RIZ KPR S RZERRBED T

(LA Rl CRENESE F 7213 T ok o M SR NI ) Vo SEiER

S BB &2 20 - B EE 266 AExitg & L.

[:] T CT DIEL XL DOHZ 7 4 2 % FH T,

SEOHNTH 2B aflEdke LT, B TIEO ST

DOES&WELNELZ. KEBMIE LTI, a) BOEE,

b) IEflRE, ¢ HlRE, d HERELE Zhb

DFER & FRRTE & OBIEY: A2 MG L 7-.

(RER] BRI YR O 72 b O 2 JlEE L LT, HSHLIE

h2aREEAEMATHDREL S v M A 7{ilild 16 mm TH -

7=,

(Ream] Bt F B % Tl o TEMIE T o B MR A

16 mm BL_EORER TS FAE D FTREVE S N Z & 8
AN XY AW
[XEZ:81R & 3E: BEKT - HAH—ER)

3. Efficacy Evaluation of Upper Gastrointestinal
Endoscopy Screening for Secondary Prevention of
Gastric Cancer Using the Standardized Detection
Ratio during a Medical Check-up in Japan
AATOEZICHETIEEERRALZAVEEIADS
RFBED-DHDLEELERRFZEZR 7 U —=2 THRED
31

e P T Vs R
e (5 7 8 e )

[B] EdE(LF R (standardized detection ratio; SDR)

EHOTESBHLENEEZ 2 ) — =V THREDHERAD

TRV E LTOERMEEFHMEL, B BRARED ) X

AT R Eh
[KR] 2014 -4 H» 5 2021 -3 HE CIcH{ v ABRB T
IR LS NS A & 232 L 72 21931 A
(5] H A OTREGIR, #iks L % 552 SDR
RN U EEEEE H pylori & QBRI E AT 5
TOEBERTY AT 4 v Z ARG EIT 5 72,
[RER] k& DS B 77 HIH 1A A LB X h7-. SDR i
P 5.33, &M4.82 THh > 7= WUEILE A FRED G
HTTh-7z FA vy X, 3.31; 95% SHEXM, 1.65-
6.64; p=0.001). H#EMR 2 7L T —)L{EEE H. pylori BRI
121, FAARIEIC BV CHEARR % 2% 72 (p=0.005).
[#43%] SDR Ofii & b i WM A T oMY 2
NADFERMTbIrz. BEE H. pylori B % Okt L
Te 73— EHBARRED G T Tdh 5.
(% BEFRESL BIE: gl & - REEE]
4. Neutrophil Extracellular Trap Formation and lts
Implications in Nonsteroidal Anti-inflammatory Drug-
induced Small Intestinal Injury
FEZXF O FEMREFER S NMNMGESICH T 2 1FPER
HEES b Ty TR E ZDRE
pale Tl S R
a7 8 W )
[Hiy] JEZ 7 a4 F ¥ %iE# (Nonsteroidal anti-
inflammatory drug; NSAID) XM/ NGHEEIZK T 2
GFrpERflife4t b 2 » 7 (Neutrophil extracellular trap;
NET) B & 2 DFEEEHE 22T 5.
[5i] v~ 2124 v P X823 v EKRO¥ES L, NSAID
R MGG T TV 2 1EK L 72, NET 2RISR 5 B
# & Wb h b Peptidylarginine deiminase 4 (PAD4) &
ZF R~ 2, PAD4 FHESER G~ 2, PR AR
oo 2w, MNEG#H, RE~v—H—, 22508
DRV ZGHI L 72, & I TIx, NSAID fi &, NSAID
JEFEFH G DERMRIE 2 Wz, v 2L b b ORIKTHRIE
HOEYE 1T\, NET K % fifal L 7.
(F5R] 4 v Fx 2y Vi 6 tRICRIEY - —D I

N ﬁAiV) 24 I B2 1/ NIBSE 58 L 72, NET JEEK
Dv— 7 =13 6 FFRIRICEM L & 5 72, RIEIOLRET

iﬁhﬁ%vaTMHmmz%aéhtfmm%
ZYRE~ 7 2, PADA FHFHERE G~ v 2, HUEAIRE]
5~ 27T, NET B2 L & 1 NSATID e[ 14/
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