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Occupational Bladder Carcinogenesis Induced by Aromatic Amines

Shugo Suzuki

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

Abstract

Occupational cancer refers to malignancies caused by exposure to hazardous substances in the workplace.
Occupational bladder cancer has a long history, with aromatic amines associated with synthetic dye manufacturing
recognized as the principal carcinogens. Recently, occupational bladder cancer occurred in a chemical factory handling
aromatic amines, raising significant public health concerns in Japan. We focused on acetoacet-o-toluidide (AAOT), one of
the aromatic amines produced at the factory, and found that AAOT induced simple hyperplasia in the bladder in a short-
term study in rats and promoted bladder carcinogenesis in a two-stage urinary bladder carcinogenesis in rats. In
addition, the most abundant urinary metabolite of AAOT was o-toluidine (OTD), a known human bladder carcinogen,
which was at least one order of magnitude higher than AAOT and the other AAOT metabolites. Furthermore, oxidative
stress and JUN-related proliferative pathways are involved in bladder carcinogenesis, alongside the established genotoxic
effects of OTD. The presence of urinary OTD in AAOT-treated humanized-liver mice strongly indicates that AAOT may
be a potential human carcinogen. Our ongoing efforts will reinforce safety and health measures by identifying

carcinogens and elucidating their carcinogenic mechanisms, with a particular focus on occupational cancers.

= #
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BA2E, ZTOTHTHE SN T H/ET I VO—D272 7 AL b-bLA YV (AAOT) IZFHL, T v b ADOHE
PEEEIZ BT SERIRE A ZHE L, T v b & T PSR A A RBEIC L RS A A (T 5 2 &
EREH L 72, £72, AAOT I3fAN TR & h, BHOBEELAWEA L -t L4 P (OTD) 2RI EIRE TIAE
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R AR L7z, Sthd, BEEMERAZERIS, BBAWEOKNE KO T ORDPAMT &4 5 Z & T, ket
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Key Word: BEMENE, HHEKET7 IV, 727X b4 b-tL 4 PV (acetoacet-o-toluidide; AAOT) , A JL k- b JL
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BREE I3k 2 AL IEFE L, TEMIZERE SN T
WEEDEFTERITHIZERSE Wb TWb. Zhod
BOREEZTI TS 4T, R RBBANEAT Y
BEAEL, BWELEEZ TS, ZOWEIZLBRBA
Blo—>& LT, WETERL THEISE<EINI L
ZXDBIERI NI VPAEBESA LY, ZOWHEIE
BEMRPAME L b3, BENAIL, FEXEDORE
ELEBITHRIEL, ShbBRELEMELEE>TWS. BIBA
W, BRSO s & OGBS BAAAEL T D
— BT, BEERPAWEE L THLN T 3WEOBIZ
DRVEDOO, FRETIEL @SN, (1F < BB
W 25 723D, 2 OB OREREL AT # R4 5 Z &
WESTd B E D, 7 O O Rl E R B 1E A
E, BEBADTPHORE ST, Fitz R0 AME & Bl
TE52OICEHNT, SN MHTHEETH 3.
AR, BENADELRAMZIL, HHET I v o
SEBICERT2MEMEBEME CEAL, EFOHATE
ZolBEET I VIS K WMEEMENEE, Ol Tk
b7 EET I I8 U TEHERE2 OB A DR
FOMET ORI & BT 5.

2. BEILADESE

BREN AT OWTOREIL, 1775 124 £V 2D 5F}
[% Percivall Pott 32 > F »JHZEfRER NIZRIE L 7z fa2E
AIZDONTAZNKINEFE L =ODRYITH 5. LK,
LRI E VLB EICKDIRERAR, 70h, =y
T EIZKBinALE, LFTICBE S % TI5RH
(T < A7=BIThk & S FEHOIEE D AJEBT AR THR
HEAND KTk -2 BBISAAET 5 B AN &R
TUE - T OMGEEE, HARERE (World Health
Organization; WHO) O—#4E4 T % International Agency
for Research on Cancer (IARC) 23T Tw5. fitHr
T bN A2 i LB IR 2 TIRICHET L, v b
T 2 RP AT A WE - FHK & 4 BRSIC A L T
VW37, 2025 FRERT, 133 FEMOWE - EWNAE L -7
1(e MR U TRBAMS S B) 5L T3 (Table 1).
ZOHT, BEMRPAWE - RICkDIIET 2 0 AFE
B L2 OBEFEWE - B TI220 T, Table 2 TR,

A 4

ZRONEEH TN TIREMEIX S BIC KA BANKIEL, 7
DRI & 2 2P8 - RTINS T 55, BEicO0n
TIE6DOOWE - T 1»EHIN, TDIH4DO0HHK
BT IVIIBIA2WMETHS. OF0, HEBKET I VIR
FEMRIILBEEZTIHREND D, BRSATEIEICRED S
MIRE D 2B T, WEEEIEDORE L 25352 LT HEER
WHETEH 5.

3. EEEMBEREOREE

RSBV S A DL, FHHEBECEMORBEMTH
%3 =& — LHRDO ARG EGE Sk B B 5.
1856 4F-1Z Perkin & 23 K[EE 54K A& 4% Z & THBGE
BEDOEENEEFE BN, 1895 12 Rehn 6537 7 ¥ v
EREICRER T BRI A A Z R L2 Z LT,
ZORIKNE 7 72 v OERT, HEET I VICETET =
Dy eEZE. 20K, BKEETHEEHRILAHO T3
LAHETIZDONT, [ARRZIEIDEAY A FEIE 23 K1 A & WS &
N3EI512khko7 HERICEWTS, 1919FEICHEFET
IVORYIUDUMN, 192112 2-F T FIT I VAR
Sh, PEATAS 1940 FICENEE O RA AW L T\ 5. 2
LT, 1972 FFRIREMmAERI I ORV OOV BXDT
2-F T FNT IV NEGESE L k572" S8R, B
2O0UIUMA4-73I /¥ 7z bk 4-m b7 2=
LDBEHADDFEFIET I v H, BESSIEWE & LTl
3, AR K OHHANEELE 55> T 5.

MAT, FFRIZBWTHAROEIRICH 2 5 E/FIGET I v
WS ALE TGRS 5 5785 2 S WA A2 S 12
R L 72V, A ARSI ORI, 41 ~ 71K (P
56 %) & XM AFIEFE L D B FAEL T
W, ZOLETIE, 7=V Y, 24-FV VYV, Ab
TFEUVY, A b-ruurTm)y, ST M4V U E
KOF N b-F L4 VY (OTD) D6 FHDO A FHET IV
EERE LT, @B omBfEEE L Tz 20
3%, 7=V, 24-F2 )Y, OTD Ofli & thod
H/RET I VICHRZ W L, TARC 26T OTD #°
20124 KD e P REPAMEELE L THER IR T LR
5%, Z O T TRIE L 72 Mg E & 5 KiE OTD Th
e N, ZOREREHIIZ, 2019 412 OTD I2 &
5EANBEBIZEDRIEL 2L AL, BAEFBHED

Table 1 Agents Classified by the IARC Monographs, Volumes 1-138 (2025)

Groups Carcinogenicity No. of agents
Group 1 Carcinogenic to humans 133
Group 2A Probably carcinogenic to humans 96
Group 2B Possibly carcinogenic to humans 322
Group 3 Not classifiable as to its carcinogenicity to humans 501

TARC, International Agency for Research on Cancer.
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Table 2 Cancers caused by occupational carcinogens (n=47 agents), evaluated in IARC Monographs volumes 1-120

Cancers with sufficient evidence
in humans

Agents

Lung

Bis (chloromethyl) ether; chloromethyl methyl ether (technical -grade); Coal-tar pitch; Sulfur
mustard; Arsenic and inorganic arsenic compounds; Beryllium and beryllium compounds;
Cadmium and cadmium compounds; Chromium (VI) compounds; Nickel compounds; Asbestos (all
forms, including actinolite, amosite, anthophyllite, chrysotile, crocidolite, tremolite); Particulate
matter in outdoor air pollution; Silica dust, crystalline, in the form of quartz or cristobalite; Soot;
Welding fumes; Engine exhaust, diesel; Outdoor air pollution; Tobacco smoke, secondhand,;
X-radiation and Gamma-Radiation; Plutonium; Radon-222 and its decay products

Skin

Coal-tar pitch; Mineral oils, untreated or mildly treated; Shale oils; Arsenic and inorganic arsenic
compounds; Soot; X-radiation and Gamma-Radiation; Solar radiation; Ultraviolet radiation

Bone, including mastoid process

X-radiation and Gamma-Radiation; Plutonium; Radium-224 and its decay products; Radium-226
and its decay products; Radium-226 and its decay products

Haematolymphatic system,
including leukaemia, NHL

1,3-Butadiene; Benzene; Coal-tar pitch; X-radiation and Gamma-Radiation; Formaldehyde;
Lindane; Pentachlorophenol

Leukaemia

Benzene; Coal-tar pitch; X-radiation and Gamma-Radiation

Non-Hodgkin lymphoma

Formaldehyde; Lindane; Pentachlorophenol

Urinary bladder

o-Toluidine; Arsenic and inorganic arsenic compounds; X-radiation and Gamma-Radiation;
2-Naphthylamine; 4-Aminobiphenyl; Benzidiene

Nasal cavity and paranasal sinus

Acid mists, strong inorganic; Chromium (VI) compounds; Leather dust; Nickel compounds; Wood
dust

Thyroid X-radiation and Gamma-Radiation; Radioiodines, including iodine-131

Breast X-radiation and Gamma-Radiation

Kidney Trichloroethylene; X-radiation and Gamma-Radiation

Larynx Asbestos (all forms, including actinolite, amosite, anthophyllite, chrysotile, crocidolite, tremolite);
Acid mists, strong inorganic

Liver Plutonium; Vinyl chloride

Nasopharynx Formaldehyde; Wood dust

All cancers combined

2, 3, 7, 8-Tetrachlorodibenzo-para-dioxin

Biliary tract

1, 2-Dichloropropane

Brain and central nervous system

X-radiation and Gamma-Radiation

Colon X-radiation and Gamma-Radiation
Esophagus X-radiation and Gamma-Radiation
Eye Ultraviolet radiation

Malignant melanoma

Polychlorinated biphenyls

Mesothelioma Asbestos (all forms, including actinolite, amosite, anthophyllite, chrysotile, crocidolite, tremolite)
Ovary Asbestos (all forms, including actinolite, amosite, anthophyllite, chrysotile, crocidolite, tremolite)
Salivary gland X-radiation and Gamma-Radiation
Stomach X-radiation and Gamma-Radiation

TARC, International Agency for Research on Cancer; and NHL, non-Hodgkin lymphoma. From Loomis et al (2018) with permission.
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Fig.1 Structures of o-toluidine and acetoaceto-o-toluidine.
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DBAMENR E N B DRSS, BIFERIC K 0 AN
DBREHE N TS Z e 6, EEBILFIEDO KN A
YA 2P OEEL TR E &> T 5.
FFERIZ K DI TRBAME BRI L 7201%, BHA
OWREEH TH 518 =H 5 T, 1915 FICHFOH
23— 4 =L ARG TRBAISKIIL 72 Z & & i
LT3 Y PR DEE O T 2 HRIWE © & % &K
7 2 VIOV TUE, 1938 41 Hueper 7% 2-F 7 F L 7 3
VEAXICRRORG 45 Z L TS AEAGEHL
7z. %7z, Spitz X Bonser 5 1&X Y ¥ ¥ v %, Walpole
34-7 377 2 =& RIS LN O R A%
BEERIC K DR L 72", OTD 12D\, RBhAMNE
AL % B FEER TV T & 5 A AR MERER TIREIEAN O F
AVERFEIA X T B,

5. 7P FFILI-MILL T (AAOT) DEM:-

AN

R U 72 b2 T c 50T, JFORCdH % 6 MO W &%
TIvEEYIZ, OTD KL LTHEE SN2 A /KT
IV DO—2 AAOT BFEEL 7= (Fig. 1). AAOT &6 T3
OIEEENEMISBINTOETHERHZEDOD, Z0O
RN A DO TESCIRANZ B FA I & A E R0
R TH-72". AAOT 13 OTD DAL M A EZATED,
JEEAND RN ARG E NS Z 26, ZOHEERHEMS
AMEERGIES % 723, BIIFERIC K D BGEL 7=

AAOT O HEMEE T 212 d 72 0, 3% T B T
OALFEWEORERIZBT 2 44 FI4 ¥ TG 407 [ -
FHIZF T 5 28 HIEI IR 53 EikBR | 2251217
72, MEME F344 7 5 M2 AAOT % 4 JERNREI TS5 L 7=
FER, IREE RO M AT & h, HFEe

gD ERERMAFER X =Y. ZOMEDOIEKIZ, FEK
TIVIZEBAMANEZOE VEBRIZE S 3D EHRIN
7= E 7 AAOT F58EIC 35 TG IS HaRE 2 K
ZENEA SN, BT 2 BB AN RS X I 5 R
"eEoshi-.

ZORREIIZ, AAOT DIEMEF 2 A% K 0 G
METT %720, RSB RES A RBRE AT > 72 BRE
ROVAREBEZ, BMAORPAMEE, =V - 3L
LTHW, Z0®ICEEMEDO T aE - 3 VB, T4
BB AMENE Z2 BT 2 AT, BERIC 0TI
HIDENFR D AW'E N-butyl-(-4-hydroxybutyl)nitrosamine
(BBN) #4 = x—3 3 VICHWBY, EEEHEE LT,
ME#E F344 5 » M2 BBN % 4 EBEAKE 5, AAOT %
0.17, 0.5, 1.5% ORETRMAIZKD 36 HE THRE L 7.
ZORER, MEHEE $120.5% 2L EO AAOT #5# 125 W
T, WEWEAC I AIRE IR A 2 2 < BB S h 7z, i
PEAIRRAIIC S, MEE & & 12PRIE LR 5 K USRI 784
B RIS IRFEICAERICHMNT 2 Z & 2GR & 1,
AAOT DT A ANEHEE I ASGEIA & 72"

6. AAOT (K ZEEBER D AR DREEAR

AAOT IZ X B IEMAND B ANDE LGS 5729,
AAOT % 4 5 U 7= B ERGIE BB % F VD THRGE L 72
R, IR et TEE & & LT B RS T T
Ll i, DNAHEDIRETH % yv-H2AX RO T %
PR 721 ALEMVEC & B R o Al R S M T
13, ROAWE AT 3B ICEE AL 25", 72,
HET v MZBWTRME BRI 550 2 H5A s T BUR T
BT o 7285, ZROBIR T HRIALH %%, Ingenuity
Pathway Analysis &% FH\ 72 fi##1i2 & D JUN ZHb & L
7= [ 9% 958 ) BEL#E {2 T (PTGS2, KDR, MMP2,
DUSP1, EGR1, SERPINE1l, TNC, #% & U'PLAU) ®
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Fig.2 Metabolic pathway and mechanisms of action associated with AAOT-induced bladder carcinogenesis.
AAOT, acetoaceto-o-toluidine; OTD, o-toluidine; and ROS, reactive oxygen species.
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“Together” with Internationalised Regulations to Create the Future Medical Treatments

Daisuke Tanaka

(Health and Medical Innovation, Department of Clinical Medical Science, Graduate School of Medicine, Osaka Metropolitan University /

Center for Clinical Research and Innovation, Osaka Metropolitan University Hospital)

Abstract

Recently, the development of more and more medical products such as pharmaceuticals and medical devices has been
led by academia and start-ups. In light of this context, the Ministry of Health, Labour and Welfare (MHLW) and other
organisations are supporting the creation of ecosystems in where academia, industries, governments and capitalists
cooperate in pharmaceutical and medical device development. The Pharmaceuticals and Medical Devices Agency (PMDA)
is responsible for review of pharmaceuticals and medical devices, it also provides support for medical products
development from the perspective of a regulatory science expert through consultations and other activities. Regulations
on medical products have been harmonised internationally through activities such as the International Council for
Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH) and the International Medical
Device Regulators Forum (IMDRF), and it is inaccurate to suggest that Japanese regulations alone are overly strict. The
MHLW and the PMDA are actively engaged in international activities, and the PMDA has established two overseas bases
in Bangkok, Thailand and in Washington, D.C., the United States, in 2024. These activities have fostered a better
understanding of and greater trust in Japanese pharma regulations have been fostered and an increasing number of
countries and areas now regard Japan as a reference country where Japanese review reports can be utilised. On the basis
of the idea that “those who can handle regulation can control innovation”, the Center for Clinical Research and Innovation
(CCRI) at the Osaka Metropolitan University Hospital is committed to supporting clinical research and innovation in
academia with an in-depth understanding of pharma regulations. It is important to develop medical products from an
early stage with the understanding of and compliance with regulations. The CCRI would like to accompany and to
support the creation of future medicines and medical devices, “together” with regulations, evolving from just handling the

regulations to contribute to society.
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VDRSS, EEEREI T AT ITRAL— Ty THEEFAHNSNEREL TWE,. Z0&kS L4 8E £,
FAFHEEL T AT I 7. ¥, TBL WEESWI L CRIBERER SRR AT I T IV 27 L OMEE B L T
W5, EHET, EEERSEZOWE,? 5. BEMEFEERRICHED EWE - Ao - REWOMERCHIE. KR, i
EICBT k2 Al TN TS H, Thb BEROBELERZEOMIRL., HEEETFL-0ICEREELEDTH
%, RERBIEBHEESREAER (PMDA) 3RRFES LS HES. BHEOHEMROBE2S., VX2 M) -4V
Z MRS A58 U CRR O ZIE S T - T %, HIHHENC OV T RS SHBIFMERE L ICH) TSR Rg s
BN R 7 + — 5 & (IMDRF) 7 OS2 WM CEEMIZEFHM SN TE T, HROBRDOA N LW & WS §E
FIE I T A, EEER 2 B A & RIS I4E < TH D, PMDA I 2024 FFiCi3Nvy a s &0~ b v DC
122 DO BB AR L7z, T OB %280 T, HAOIEEHFN T 2HMOEHEALVEEZ > TETEH
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1%%’%5"5@%3%%5&&)“CL\< CENHETHD VX2 —Yave [Hl§s] za-BREIETCLFav-—Yarvk L
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1. [FUBHIC

WA D RIR R R DR IC B W TE, D TOK
WEIZKBMEARREL S, THTFITRAZ -7 v T
ENTERA L RE AR =T A7 P LTETNS, JE
EVrEE S [RERPEELE Y 2 v 2021 1I2kBWT, S
DOERMEFFIZHNTL, L) T 4+ DEMAL - B E
RO K 2 I OHAL #EL— T, Hilaw
FIANZAT I F LV EEFLD, THTITRRNYF v —D
FH9 2 — 2EERBICBIFRI U 22 HFIBHML Tn 5
LRNTWBY. ZheoWR%» 6, JEENMEIL, Al
hHomIZIET T, 7HF 37, HER ITE, BER
BEPMHHEIZHBNILENRS, 28— b7 v 7TDVb EFE
KEEZAS [Tav 257 4] #BET2Z0HEENES
FRIB L, 2016 FICIRBRIC RV F v — F IR 8 % 3%
BLTW5, 20182 HIC3RNYF v =T HTITH
ZREg 2 AHERIARH 2 80w U, iEBURIe, FIBE, FeEatm,
WHHVERASE O 7 0 ¥ 2 % K O BPIRSRA IS SHET
5 [BIRANY F v — b —2)LHK— bH¥E] 2R,
Web %4 b OR&RB LOCHAFIZTH 7 4 2 (Medical
Innovation Support Office; MEDISO) % #%% 7-. MEDISO
BT AT ITRRYF v —n56DMRIIIRLTED, &
4978213 MEDISO OW & 216 & &8, 5% & BN
RIS S 72 FRID b 5 XK A LC 5 Z L #MET LT
W3 ks, FEHIIE 3 HOEAEE RBUS R R
NV F v —FIREEEREBED, 7THT ITHFIZLDHR
REhi-BEhzy — ZOFEALEMEEL, RIES - K
o AR RSSO ZE A7 - LA HIS TRV F v —
EHTCAHIIL AT LDRELIZIANT THE4 OBtk 4 92k L
TZE7.

KRR OB ONWTCE T AT ITRAZ =T v T
NRELFEHERLTED, HIAEE, 240 T74—FXK
SEOHGLA L EN IR LTHETFoh3Y. Z0kS5k
WERE 2T, SGRRFERAICBWTY, 7H7IT7ICk
BRIGE, REEBERRAR SIS OWT, BR& Lk & ki L
I L IR OMIER, 75 I 7 L REOHIERIEE L &

IZIRD A TS,

KIRANRZZ SRR A A LT %720, BRI &

FEFNTENIE IS B W TR R 2 5 Z L A A[EET
B, TENVT=VEFLTNEEEL TS, [HRE
B =— 2, HEPEREBERERDO=—-I2S
{, N6 #H) EFTEEHF T Z&IickDh, HIC
BEICEBNCT 2 RIEN,  PERHE a0 PR R G B 23 i 7
TEXLUEMEAS B, ZD XD HHEE DAL R ITHERE X
g, K02 < OBERERBRE ISR 5 Z &2
& B, ERCIAL W X B RN IESEFHE % 2 )
TT%%%ﬁ%é ZD, L REOLEGAE KDL A
ISR 9720121, RIEBY;, 7H7 I 7B 50
%@ﬁﬁ#%%$ﬁ%%ﬁﬁbfu<%%#%é&%af
W3,
WML, REBGR 7 77 I 7 IS W T 3R
HHIRPL X257 P ) =% A TV 2L 7= AMB KNS
SAHIETEH, AKICEWTR, 220X B AMNE
FIAET B EFEABVIRNTH D, Thd i, [EEH
Yo7 17 I TICEEHEBENCBE T 3 A+ 2b - T
W, 5L, FAISEEER SN T ARWIRIEE A S
ha. AFTiE, 20X ERUEDSLTEHREST L7720
HEHBHIOBIRR 7 0 — N L 2 RBC OO THESIL, Zh
SEDRMER > T2 %, RIEBGRT 77 I 7 HROB
FH=— XD A B EHES, R, FERRSER O
FHaeBEERNE [&812]) D THL 720D tips 2121
TE D EHkA 0,

2. FRICHT->TOESERH

HARIZ o TEREELAIZBY 3 2 BRI O MR 2 2§ D1k
[, REMEERSOME, AR OREMEDMHERSE

BT A Th BT, ERBFIIEEICRVWOT, (R
%ﬁ@ﬁ%%&LTX%&J&E&%%LT@@%%:&
LV, T, ZOERBERMEFESRRIIMD7ZDIZH 5D
A ». HHREOE15ERD L, MBS, EIESFON
B, AR X ORENOMERR, EEMEOMMIZL 3
PRI EofEEHEORE L KO RDBLIED 7212 558
Ml AT Litfieh s, — 5T, #%EHNZIZ, B#EE
FHZZ ORBEER B O ESES,  [RFRE S B & O RS
B O RFAFEDITHED 72D IZ DB A & A 5 Z &2
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&0, RdfEomEEXNS, LHEINh TS, T4b
B, —MERENIEBEREE WS 4 X — VD B B EIE R
ETH D0, FICHEAIRIES,, REREE, AR
HROERANOT7 7 ¥ 2086558 bbb THRHE LTS
T D, EHEOMHGEIIENOT, D UIBARRANTA
3L, RIBOMBRE Iz ONTIE, ARBPAEMS, R
AINELE, - R ARFORME S, ERAFHKTHEWD
WYL EWMERO NS KHI2F 5, IELOIEHREREET 3,
WY LN R TE D LIIZTE2HENHNE L > T 5.
BEBOEEFED T 7 £ 212N TOEHNZ, NERAHD
PR DFAFEDIEHE 25 E NEEMIZEER S T B 1Eh, &
RO 2 & TR, SRR ME O TR %2
W, BB ISR KEBM S22 B Z &S, FIFEETH
WED7=DDEREE L TOEBNERT, FAFEL B RO
A IS T 2 2 & #05<, #iz e il &4
POEMIHHT 220D FIERL HRETED D, & EH
ARG, FEEZ, FEEDTILYINA 7 —ROEIEE OB
FICBEL T, HA (EAEI7EE B L UM T BOE AESES,
R IR MM (Pharmaceuticals and Medical Devices
Agency; PMDA), XK[E (Food and Drug Administration;
FDA), Rk (European Medicines Agency; EMA) D#i
IS &K BIRERBAFEA A F T4 v, ORI LT
BEKH T T Y ZOBEHIZONT, ARV H -2k 5T
ERAERERMLL, HHYFEEDO/S— 1 F =y T,
IV TV ZRIMNCBET % i & WIRHE O A, HOHrn 2
7 7u—F O, Z U THRAAMIIE IR P O —BE T
LWBHREAR 24 20 — IS8 2 -0 Oft & 74 5 L kX
5N T3,

RS R R ORI DWW TR, FHIZE < FBR
ENDHBHDTI ZTIFIBREND, HEHRPHHT 2541
3, RIS, PR, MAERREREGOMYE, KR, £
DHDOVME TIZBHEEHENBROIAEN TS, LEN
K DELITIZHIRT 5.

< BRIENL - RER - RIS OE R X )
Bl5E, WRFEZEAT O BRI B 2 BlE
BB O 72 DI B HE
B 2
BN IZ B B HE
FLERDIRAE 2R3 % BiE

INZTERTY, FERICHT 2 HENTZIEICH > Tn
5T Lhbird. sk, RERMEFEELTEL TN
DRFEEATHETH 25, TDELOEHKIZONTIL
PMDA 4H-> Tk, ZOxri, PMDA I35 #, RAEIE,
S, FHEEREZE I OWTOERERNIE S &0 THE
B Ta7 9y ar e EA5. TORHERERE I
12, PMDA (3 [REEm RFEE S AN OGS DN TOM
PR BN L, PREESR R R S ORI H 725 T

MM A Y R— N EFEBL TS, BEREGISIWT
AFITRAL— T v TOEAITIE, Zho DR
DI3H, [LF2T M) =% A2y 2BAMHK RSHEA
MeX) ] & [v¥ag ) =94y 28IEMHZE (RS ¥
WEHIER) |© BRI ENB Z Lk b E£L15. Tho
D RS HMHFERIC I W TIE, EITKRZE, IR, Xy F v —
AR E LT, RIES - RS - EERGR NS
O [ 38 B B Al 3 08 D A BERE A 5, I RR IR B FE 41 1]
(Proof of Concept; POC ikl (RiHAZE T MHFRERFEE) & C)
IZR 2 E CICHE LR - wBRETE R EFIZE L T,
PMDA O - BhE 485 Z AT 5. FIZ RS Mk
DWFR L BBEBEDORIE 7 « — X120 T, KIRA K
2B W TR RSP BRI - 4 2 X—3 3 Vi
i+t~ 4 — (Center for Clinical Research and Innovation;
CCRI) BHET BkHIZHK-> T3 OT, BHEEFRC
O WL Z 720, CCRI DEBNEIZOWVTIE
k9 5.

Bk, L OWE, AL L WET AT &
NTHh 5, ThHITHIBT % IEEHHESISOBEPER LT
2282856, TOMWHE L, MIRENZHEHBIHIO
BT v 77— MIRHEN 0T & D RoR0ENS T
ElZkb. LarL, FEAEFHESL PMDA X2 5 \OX%
JEZ DWW T BB R O T IZ IR T & 2 & 5 B4 o ihd) %
fToTHD, —Hle LTiE, PMDAICRI¥:RAS %
TR AN D FE ST R EFIZ O T ORI AT D & E DX}
BABITFoN2"Y. &7, EEENZEEABLETra—
L 2 R R R DI HARIZ I 1 AR & I & 2 T
HEEREL, BEET v 7T — b EfT>TOL EEEHE
fixh Tz,

ZOXIICHBEHRENIFICRE S, 7y 7 T—-bEh
T A A Z T B A, —EBIZ3REFIZBE$ 5 HAD
ISR LT E 200 HRTORBEPEL 2V, LW IHIE
R END ELHIE L B, ThiFFFEEAS . EH
3, BIEICBOWTIIHEETEEVEEZ TS, KHEH
FTORITHNE, SEOHBIP RS BESTHD,
fE L3 & B HHNIC K D ReE s O HFE S 2 L}
Hol=hB Lk, LirL, Z020~30 FDMIcEH
h,  ESERSEER IZ B U CHE R ISR O BN 3 KR S HE A
TETHD, BANEEZFIZONTE, IZITHRLmE
BoTETWA, 20728, BREMHFEHL LS &1
E, MAOHH A2 ) 7 LsL Tidnidanl, HAD
BRI 2 ) 7 TEEWVIRILTH IS 7 OBLE A H R
5ZEEHLWEEZZ L. WIZ, HAIZHOTHHNI G
TENR, A TORBNIHNIET = 2 HEME S m IRl E
BAD. RETIE, RIS, REEGSEOEFHN OEER
FRNZ DN TS 5.
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3. E=HH OEEETAF

SRHEHH O E BT OMERIZ & hE T, EFIE, 61
HHIEREE 2 7 a — OLIZEfl S T < B xR, [HEEW &
I - BRI ICB T 2 IEH 122 < OFHLA AT
T35, ZZT, EEm, REESGOZ N ThoER
KHGATH 5 ICH & IMDRF IZDWTHAITT 5.

1) EESBIRERAIERE2# (ICH)

E*mﬁ%@7U~n»ﬁﬁﬁ@ﬁ#%%éhéuw
FENC 0T o 2 BRI AE L, BRI FERE IS
FThEEL RSB EE 5. E, KTz b 0)%*
BN TOW 2, ZOMEE RT3 7= 0 RPN S
W=l OFEM E His L, Iﬁmﬁﬁﬁ%%ﬁﬁﬁéﬂt
A, RIS E =
for Harmonisation of Technical Requirements for
Pharmaceuticals for Human Use; ICH) T %™,

ICH I3 REmOFFE - KR A B9 2 B o [EEREA
MaEHEE LT, 1990 412 HREK OB M 5 & B3R
MkiIC X DRlE e iz, BERMIZE, HADREAI WA,
WMMNZER 2, KERWEESR FDA), 2L T, HA
B T3 1 2 (Japan Pharmaceutical Manufacturers
Association; JPMA), RkJN 838 & d 5 2 (European
Federation of Pharmaceutical Industries and Associations;
EFPIA), K [E #F 2% 81 3K T. 2% 1 & (Pharmaceutical
Research and Manufacturers of America; PARMA) 73l
WA VIN—=Th 5. EHITNEHE L TE, BRI YWY,
LZMLTnBZ L, BXU, MHlYREERERI L I
ZMLTWBZETHD, ZTHIZKD, HRORKIG W%
LA 6 HARDIEHH %2 27 0 — L HE & a5
LRI, FRIMEDHBHA P74 VORENHEATE 7.

MHGH S UARE, R e & BEEER O o T T,
BREEmBAYE L KGR 7 0 & 2D A F 5N TE TN 5.
Fiic, B (Q), &katt (S), AxtE (B), #amEsk (M)
D ADDHFEITINT, BB HED < f—1y 74 77 A
FIAVERETSZLICKD, FRICEST IR a2
bEAKIKT S L & B0, ERIERO T — LR, FE
%®H@%KEWLT%L

ICH D#fllhe * v 73— 1Z H KRB DO BUHI Y 5 35 & OPEER
ThHHMN, TD% A4 X, HF+LZOHEILFHISL,
BRI, hE, 75 VL, Y UaR—IL, B, EERE
2 < DEOBHILIFHR X Y 3—=1Zb D, * THF—s3—&
LTAVE, AV EXV7, v =Y 7 HOBEINS RS
m¥2xL, ra—rIvkiiflhe UTHEEL TS, %
{ OFHULEDOBHI YR 2 5 DB, HA K54 v Ok
M2 E - BH 2@ LT, ICHIZS %%ﬁﬁf@E*m
FIFEICEBRL T <IUEA, Folrfy 2 difi 2 £ ORIk
3B O TR OHERE 75 EACHICEEESHE LT & %i
5.

(International Council

2) [ BERRHIY S 7 + — 5 4 (IMDRF)

(R B O I B AR AT 03, R b A 0 1 [T B 5 fb 22k
(Global Harmonization Task Force; GHTF) » 5fh% -
7o AT U CERSERRBIOFAFNIC K I L 72 ICH % €T L
12, 1992 4R IC# X, A= LT, HA, KHE,
EU, 77 868&UA =215 ) 7OHEMNME LB LU0
ERBEETN T

[EIERE T e A 2 )5 7 + — F & (International Medical
Device Regulators Forum; IMDRF) (&, Z & GHTF #%
FEIR & - Ak & L TR S 7z, GHTF Algk £ >
IN=IZINAT, 75V, HE, uv 7, YUHE-L,
HEARIR A Y N—L LTI, K 0IAGEEE )%
Higdk# & & - 722, IMDRF (37 D45 &5h 5
o, %%ﬁﬁmﬁ RS R ORSLA L 75 7. BUEIZ
A VIN=HEIT A, ML IER L TE T B,

Imeu,@%ﬁ%ﬁ%u%?é!%mﬁﬁ4ﬁyz
NHEEERELTED, Thb %ML TERERSOEFET
BAEFFRRBEOMREIZEE L T35, &k, GHTF
DHARVALEET v T F— V HEIhOO5[ EHEH
HXhTnwa, REMTERMTDH 5728, ZOMADOFHE
SRS - W 2 PiAZ L, KETOHEME
RS Tt &, RO A L TOREE T 2 %
BIRL TE T3,

R OB D 2 € — FIZIEFICH 29,
IMDRF {2\ T &, AL R 2E 2 M H U 72 R
B E, BB R EOFBEISHIn LT < @
Whidh 5., ERESREA ZRE Y 2y b O KD ik g
Hhp iR n ey, 7 ur o ARG £ T
LRk H D, REEAVCORL BIRNAE 2123\
XN 2BIR%EEET %L, IMDRF 3% LEHE &0 Tk
DELDOEL»6DBMAEMRL, 27a—s VLR
HOFEMEEBRL T ZENSHROEE LRSI LD L
FZibhb.

4. EEHEE S LU PMDA OEEEEIDER

RIFCIRRSRS,,  RHeA R 5 O B O FEIBEFE RN D\ T
W7z, ZoRETIE, HAOKBIY R TH 3 J5E57 W2 ks
KUO'PMDA R, ZDO &> a7 u—nNLikgizohc, &
DEIIZRIEL TOBDNIZONTHEST 5.

9, BisIZH VTR~ ICH % X O IMDRF (2B
T 5 HABERYFE LToMIbE LT, RIS WS
LTETWBZEEs ek, 2025 FEMTICBNWTE
hzh, ICH EHEZEBROREE, IMDRF #k % PMDA
ORMBITHRE (FHEFHY) 5AHHT03EY. Zhbo
74— T LATCEBEMIZSHE I RUER T A F 54 VAR
EEXNTOL IR EIEE 2T, HMEIHRAIZRE T 5 2k
T, MOEE L EE A PUE BB T S iR A H AR ER
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Asia Office (Bangkok, Thailand)

exchange information

388 Exchange Tower, Unit 2202-2 FL 22, Sukhumvit Road, Khlong Toey Subdistrict,
Khlong Toey District, Bangkok 10110, Thailand

+ Building a regulatory foundation in collaboration with Asian regulatory agencies
— Enhancing Asian Training Center (PMDA-ATC) activities
— Facilitating streamlined regulatory reviews using existing review reports
« Engaging with companies expanding into Asia to understand challenges and

» Supporting the establishment and operation of clinical trial networks led by the
National Cancer Center and National Center for Global Health and Medicine

U.S. Office (Washington, D.C.)

Fig.1 PMDA’s overseas offices.

1730 Rhode Island Avenue, NW, Suite 403, Washington, D.C., 20036, USA

« Providing information and early-stage consultations for startup companies
» Enhancing regulatory communication between PMDA and FDA

The photos show the buildings in which the overseas offices are located. These two offices have been established with the aim of

strengthening international contributions and proposal-making capacities.

Ko 3 2 &2 HIEL T 5. ICH X IMDRF LA o
[EIBS Y 2 RN B B F A IZ D W T R ARk, HAD T
RENZBE D > T B XS b4 BB AT > TE T 5.

F7z, WM BV THAROHGIY R TdH %5 PMDA O 7
V¥ Y Z2omEE, BEDOE LR, WAOREILY RS E O
W IIBIR A W44 % 728, PMDA & 2024 412 2 D Dl
AT AR L7 (Fig. 1), m#lOMhHBme L,
BA NV ADTTOTHEFEBRLL, W7 Y 7 EE
DEESESR, - RSO fR & O 1% % K 0 5
S, T YU TITET B HEBHHFAR O HEME & S AR B
ORI MO Z L2 HME LTHEHL TS, 2
DOHOWNEBIIEZKE - 72 v by DCIZHEY SR,
US FDA %O B #LfE & OSEHBEIH ok &, KE
TEEEES, RS SOMBEED TNV F v — 3
FIZHAROHEHHIEREAZME L, HRTORRBEMREL,
FDRELA I/ R=F 4 THEBBPAERTE T 7 ¥ A0[HEL
KHA3EH5ME»F5ZLEHMEL TS, 25 2DO0
FHEATIZ DOV T 127k L 7.

ZO &3z, JBAIEE KU PMDA O G E) o R R
AU T, HAOIEHHEN - 2 B EHEs A EL,
HAOEELER A ST 208 (BREEARRE) #8AS
B2, R, 7Y TEEAERLDE UTHERBICHRL TE
Tw5 (Fig. 2). T4bb, HRICKWTIESRESR, [EF
WAL DERANE O L, 72 7 HBEEANOENNES)

CHEAHEHARE S TETCWS, ZhuE, HAROIESHH
YA LY ZZEDKEYI»A OGNS LD TH 5 & Dk
WEMIAM S TETCWSZEDiELEEFEAS. ZDES5%
R M E A 5L, HATEER, EREESRSEMIET S
BRic, SEdiliflz s L, SEdffle & 812, ML ED
T Z e, TR s EFIZ AR D, HHFRA
EOENo>TN Z LTk D.

5. KBRAILKZFEZERM Bk

v aitEtL> 42— (CCRI)
KRN KRAAR AR ERBERREIR AT 7S - 4 2 X —3 3 VHff
¥+ % — (Center for Clinical Research and Innovation;
CCRI) &, 2017 %8 A 1 HICAIZR S h, EEKMFE S E
KA s R=v 3 VA SR T 3™, KR
ANLRFIRPE A ORE T 25 - = - BICED < KHE
PO B L EEART 8 K D, CCRLIZAN. K HHRbEDO M
& U THEMY 2 R HIRTZE 08 EM: 2 X 0 — &l
L, WFZEHEE Z il IC S84 5 & & 61, PEEE
CRBEBEA / N—2 3 VAIMOHEEZE U T, HAED
RIEDFEREIZFH G- L, HISERBREOHE L L TOREI% R
FTZEEAMNE LTS, F72, KIHROERZE - 1
N—V g VAN E XA 2EFH 5 AMOERZ#E L TLAL £t
ENOHEENE BIEL T 5.

ZD5H, 4/ X=va VRIBAEE, 4/ R"=Ya Y

BRERIZE- 1 / N —
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Pharmaceuticals
Country  System
EU Acceptance of GMP, GLP inspection results (2002)

Switzerland Accelerated review (2010)

Thailand Abridged evaluation
Accept Japanese Pharmacopoeia (IP) as reference
Taiwan Acceptance of non-clinical study review results (2016)

Abbreviated review (2016)

Medical Devices and IVDs

Country System

Taiwan Accepting medical device QMS audit reports and QMS
compliance certification (2018)

Singapore  Verification process (2010)

Malaysia Abridged review for Medical Devices and IVDs (2014)

Mexico Abridged review of medical devices (2012)

India Accepting QMS inspection results (2015)
Waiver of conducting clinical trials in India (2017)

UAE Abridged review (2018)
Philippines Abridged review (2022)
El Salvador Abridged review (2023)

Peru Abridged review (2023)
UK Abridged review (2024)
Egypt Abridged review (2024)

Fig.2 Countries recognising Japan as a reference country.

India Waiver of conducting Phase Ill trials in India (2019) Australia  Abridged review for Medical Devices and IVDs (2018)
Indonesia  Abridged review (2000) Vietnam Abridged review for Medical Devices and IVDs (2018)
Malaysia  Verification process of additional indications (2004) Thailand Abridged review for Medical Devices and IVDs (2019)
Abridged review (2024) El Salvador  Abridged review for Medical Devices and IVDs (2023)

Vietnam  Abridged review (2018) Peru _ Abridged rev?ew for Med?cal Dev!ces and IVDs (2023)
Australia Expedited review for prescription medicines (2019) Colu_rnb|a Abr!dged rev!ew 104 MEd!CHI Dev!ces and IVDs (2024)
Ukrai Abridged review (2016) Brazil Abridged review for Medical Devices and IVDs (2024)
rame rieged review Egypt Abridged review for Medical Devices and IVDs (2024)

(Others) The Japanese system for approval and certification of medical
devices is recommended by the WHO as a ‘Global model framework’.

* Numbers in brackets indicate the year in which Japan became eligible.

Through bilateral meetings, joint symposia and other dialogues, the Japanese Regulator (MHLW/PMDA) has worked together with

partner regulator, primarily with Asian regulators, to solve the problems. Japanese regulators have also been working to increase

confidence in the Japanese regulatory system to incorporate the results of Japanese approval reviews into the regulatory systems in

partner country. Consequently, an increasing number of countries are designating Japan as a reference country.

RGBT & YRS S BEERM 0 2 D DM A & fik & 1,
RFBUGIENT B T I 7 DEHEA / X— 3 Y ORl
WEHIEL, (29T 3 -0Ic0EE k53R ICHET 5
LX¥ab—3 g VEIIODWTES B L, ZOHEk%= A
LoD, [KHEN - IR OMIRE Y — X ORI 2 6
FHIZR S V=4 L 25 ZB/IZWOMA TS, £z,
KIRASTRZE RS R BV T, Eh 7z R R
B, OBIRER I &, R L — X TRIERO BUVGER 4 i
THEOICAMEZREE# 2 ALTWL I L6, N¥ES
MEET 2 E5 & BRI ICZEEL, GCPIZHERLL THIW
IZHED TN DL PESEEEIEOHEEIC X B KIHR DZEFEA
N—3 g VAIHICERNT 5 728, IiF 2G5 - BRI
SR 2 450 L, 2L - BRFZZIC 3 L CEO
EWTIEA IRt TE 3 K5 1T AT L. iR L B
h,HKKEH%H%%%,%LT,%@%@&%@%%
ﬁ%it%%«&0&31w<t 120, FEEHIH 2 =Rk
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6. BhUWIZ: 1/ X=a 3RHE [EBHIZ]
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KETIE, [VE2LV—Y a3 VvaHlT5HEIA4 /) R—V g
VERITA] AF v o F 7L —XICB, & ARO IEE)

ERNINED TE =Y. KRIRANKR¥REE->TE TIN5
@(ﬁiﬁkﬁ%% EDH TS ZEZHEHETHHZEEES &
TEHEV. X612, MAICKDFEBRAMEDEAER L
tﬁ%%ﬁmbﬁo,@%%KW&TI?%,%#%%%
GWIT AT I T LR L OMHEIC K B8 L WLIERD
AbE, X685 4 /N=2avOBEREL TN ET, &
T, WHBM (L¥av—vay) AEERLER -
RSO, VXL —3 g VERRL, EhaiizE
7t ZNHHAA T LD BB A 5REE L 720,
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XD RS RALE NS, WS, WIS A RIS
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WMEOREBREHFROEM AR EA L X 2L —v 3 VI3
PNTECND, A/ RN=V 3 VEBEIZHSICERTE S
LDOETEH-0I121F, VXLV a3 VEETEING
DOHIED K& FMINIZEHT 2 Z e BnHHTH S, 25
THZ L2k, RES, ERBEESORIEZHENITHE
WEIENTE, M- AEEHERL, KD RBOEE
HERDRLIHEFET LI ENAREE LS. LFLL —
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AT ZET, AROEREAREL, KD ROERRE
EEIONDZ LT/ LTHELD,



FEMLgaLFab—vare [Ei2] Hh, KkOKREZAET S 13

Conflict of Interest

FIZSHR (Col) IZBIL CRIRTRE & DIFZn0.

1)

X [y
JELESHEI . [REESEEZE Y Y 2 v 2021, (Accessed 2025-5-
7, at https://www.mhlw.go.jp/content/10800000/000831973.
pdf)
JEAETTEE. A6 USSR 5 B RERE
4 I RX=2 3 VOHEE. (Accessed 2025-5-7, at https:/www.
mhlw.go.jp/wp/hakusyo/kousei/23/d1/2-05.pdf)
WS, SR, BT, 1E2. ) 3 S L =T,
RERERR A 2 N — 3 VG L TR £ 5 PEEH. Harvard
Business Review website. (Accessed 2025-5-7, at https:/
dhbr.diamond.jp/articles/-/9436)
SCEREREA. SCERR A A OHGHA. 2F 6 - 3 H 14 HEf#
fetRRe - PORMRIE 6 28 11 Il [RIEMBHFE RS BR
1—2. (Accessed 2025-5-7, at https://www.kantei.go.jp/jp/
singi/kenkouiryou/iyakuhin/dail 1/siryoul-2.pdf)

TV AT, e-Gov IR MR KA, PR EOME,

FNME M O A OMEIR T IZBE 3 % 15 (Accessed 2025-
5-8, at https://laws.e-gov.go.jp/law/335AC0000000145)
Morant AV, Vestergaard HT, Lassen AB, et al. US, EU,
and Japanese regulatory guidelines for development of
drugs for treatment of Alzheimer’s disease: implications
for global drug development. Clin Transl Sci 2020;13:
652-664.

PRSE S PSR O FE S (PMDA). 2 HEREME W AT (FRRASE
¥ % ). (Accessed 2025-5-12, at https:/www.pmda.go.jp/
review-services/f2f-pre/notices/0001.html)

8 3 5 R e A% 2 48 & #E R (PMDDA). RS #2A M EX - RS i
W& AH %, (Accessed 2025-5-12, at https://www.pmda.go.jp/
review-services/f2f-pre/strategies/0003.html)

9)

10)

11)

12)

13)

14)

15)

16)

17)

18)

19)

KB SRR Jm i b BRIRIEZE - 4/ X—2 3 ¥
HEME£ >~ & —. (Accessed 2025-5-12, at https://www.hosp.
omu.ac.jp/ccri-center/)

RS R AR A AEHE (PMDA). FI#EE 2. (Accessed
2025-5-12, at https:/www.pmda.go.jp/rs-std-jp/science-
committee/0001.html)

AT EE. RS ORI - ZEMIHGOMERFE D 720 D3
FTRIHI D H D HFIZBIT 2 MET 2. (Accessed 2025-5-12, at
https://www.mhlw.go.jp/stf/shingi/other-iyaku_128701_
00006.html)

ICH. ICH Official Website. (Accessed 2025-5-21, at
https://www.ich.org/)

PRSEN R AR A RS (PMDA). ICH [ESE S BRI A
¥k, (Accessed 2025-5-21, at https:/www.pmda.go.jp/
int-activities/int-harmony/ich/0014.html)

IMDRF. IMDRF Website. (Accessed 2025-5-21, at https:/
www.imdrf.org/)

PRI TR A M (PMDA). IMDRF [ BRI BB 27
BHIYS G 7 + — 7 4. (Accessed 2025-5-21, at https:/www.
pmda.go.jp/int-activities/int-harmony/imdrf/0002.html)
PRIE S IR AR A MM (PMDA). Al 6 fFRE5S 3 M
AR BR 14 AR T7HEERE () [HEER].
(Accessed 2025-5-23, at https://www.pmda.go.jp/files/
000274947 .pdf)

MK 4. PMDA O FIEHTRLALIC DW T, R
Basr 27 M) —% 4T 202556:113-118.

KIRA LR AR A e BIRAESE - 4 7 X—=v 3 »
HEME > 4 —. (Accessed 2025-5-23, at https://www.hosp.
omu.ac.jp/ceri-center/center/about/greeting/)

H &S W, AT, BHEFE» 7737108
54 7 X—=v g VAMIZENT ZHD A - F 2L —
VavERITIHEA I R=v 3 vERITE-. LF LT D
) —H% 4 T 25258 2020;10:139-152.






Beilileag, #74% 15— 21 2025 15

CT)

fili > A D JEV T HHIE 5 D S A

oK N3 —
PN U N N vt s Sl YA e

Perioperative Therapy for Lung Cancer: Recent Advancements

Junichi Soh

(Department of Thoracic Surgery, Graduate School of Medicine, Osaka Metropolitan University)

Abstract

Lung cancer remains the leading cause of cancer-related mortality worldwide, with non-small cell lung cancer
(NSCLC) accounting for approximately 85% of cases. Perioperative therapy for NSCLC has traditionally been centered
on platinum-based chemotherapy, aiming to control micrometastases and improve survival. However, improvements in
five-year survival rates were limited to around 5%, and five-year survival rates are still unsatisfactory. Recent advances,
including in immune checkpoint inhibitor (ICI) therapies and molecular targeted therapies against EGFR mutation or
ALK fusion, have dramatically improved outcomes in advanced-stage lung cancer. These successes have sparked attempts
to apply such agents to earlier-stage resectable NSCLC, marking a paradigm shift in perioperative strategies. In
particular, osimertinib (an EGFR tyrosine kinase inhibitor [EGFR-TKI]) and alectinib (an ALK-TKI) have demonstrated
efficacy as postoperative adjuvant therapies in phase I trials. Perioperative treatment using ICIs has also been
established as a standard of care based on results from multiple phase Il trials investigating postoperative adjuvant
therapy, neoadjuvant therapy, and perioperative (sandwich) therapy combining pre- and postoperative administration.
However, challenges remain, such as reduced treatment compliance in the postoperative adjuvant setting, the occurrence
of unresectable cases during neoadjuvant therapy, and the need to standardize resectability assessment. In addition, by
utilizing minimal residual disease (MRD) monitoring with circulating tumor DNA and incorporating biomarkers, there is
potential to optimize treatment indications and improve adverse event management, thereby advancing precision
medicine. Overall, perioperative treatment for lung cancer is entering a new era, and efforts must focus on rapidly

translating cutting-edge evidence to clinical practice to deliver the best outcomes for patients.

C:3 #

i 23 A RIZ B ASEC IO BN % S, HATE EWREREFECR LR, Iz A (NSCLC) ®
JEMTRGHIE, M ETT 7 F F8AE PO & UL RRENERETH - 724, 5 FEFAROUFEIZN 5% & IRERT
» o7z WA, EGFR#E TEARRL ALK ABE T AL 2N E L2 RIS, XoICqEF v 784 v MH#E
I (ICH) 2BILL, MEITHINGAS A OFRBRBGRHIRIENICEGE Lz, ZORREEZYT, Zho O3EH % X b F-Ho R
HICISHT % Z &2t & h, FHERBERRAE RO WA T 5. F TN TS % Osimertinib (EGFR 51
v v EF — EHEA [TKI) X Alectinib (ALK-TKI) &, #HMAHRRERERIC X 0 fhitgwfighieik e U CahidksREh
W3, ICI & w7 aEad, Mitkaiohd, aiaihigas, mmiilitkaighgis (0 v 4 o FEE) (BT 548
BB MR O RS X, BUHEAREE LT LTS, 7272, hiemliEic b 3mary 75470
KT, RTREBEEEIC 351 % i RBERI O 7845, Resectability sEA O FEHE(L, 7 & OFREMBR A MBETH 5. % 7=,
circulating tumr DNA % i\ 7= MRD (F/VEBERZE) T=4 ) VO RNA A~ —H — DI XD, HBEHEIS O iR
LRRIEREBOSGEE XD, K0 EEARRIMLERE MRS 2 Z et e h s, s ARG EIE 5% e 25k
ZMESRTHIN, RHOIET v 2 & REICERISETTT 2 &KH28KkD 51 5.
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1. EU&IC

fifi s AEMRER & U TIHRIZ 351 % A ABIESE L DRk D
FHTH 0, RAENZFOTEEVVERED K UTH
AL TWwa. JE/NME 2 A (Non-small cell lung
cancer; NSCLC) 1323 A D% 85% % L, ZDOHTE
BRI X 7Bl 3t USRI ST A R R O v
Dekd. UL, kDR iz RIS D5
ERFERE L TR, UBRBHAHRNTA IC50 5 5
AGRIIN 6% I2EEE R, ZOXI BEEML, b
R OHIlE 2 HIY & U 7= Bk o % #l»EEH h, 1t
SRR E S BA SN T E 2. (kD7 7 F - #
ADEF LR (PTDC) 1%, T~IMAMOBEIZHLT
SHEAGRE B BERA 5% ERET S LG sh, K
R EMEMNIT O TS, L2ALAEDS, KDEWG
JREGE & BRI RN A 2 R D BRGRORR P £ 7 &
THED LN TN 5.

Wi 23 A D55 FLEMIZERIRZE AR L 72 Z 12k ), EGFR
A TZERR ALK MAEIZTFAED F 74 N — #5752
AR % 0 TRERIA SRR, RS e O M1 % [X % i
EF x v 7R A4V MHFEH (Immune Checkpoint Inhibitor;
ICI) OEIHIZLD, HEAT - Fi¥E NSCLC DIREREIE K
ELWFE L, ZORREE RIS, KDFHO NSCLC I
LTINS OHEAZIBHT 2ANMATE D, JETH
TR 3K E A A WA T 5.

ARITIE, W2 AJETERAERROFE L ZE 2 ME T 5 &
B, ATENELXVCICI 2hLE LRIIOIET
VAEGHDBERIZONTERL 5.

2. fih ARWEIEEDESR

JEIAT SRR, T AT R S 2 f N RS D 1D
ZHBE UTRIEL T UIBRRISIRG T 2 RIS

Table 1 Genetive alteration and its targeted driugs

U T RERE (7Y 23 M) ANEAX R
ZOAMEPBRGEX T X 7= 2000 FRUIZAD, BEO
KRR T AHRRER % f## L 7= LACE # Z f@##ric X, PT-
DC, By 275 F v - ¥/ LIILE VERENRIRE I
~TMA DEFIZTHNT S FAMFEEN 5D HET 52 &0
IREN, FEUEARREE LTS X

— )5 ORI b EREE (R A T Y a3y M) &, Tl
R ALSARRE R O AR L & 470, TSGR /NS & 2 IBR YT
mettom & PG IEERIC L B MNERERIE A2 H i & ¥
BYIETH B, X AR NTE, x4 TV M
SIRED 5 GREE DA 5% RENRGET 5 Z Ll
HERTWEY, X6l REHRREEED I ATV 20
vV NEEDORAL LT, EACERS LR Pl 2 4T
I kA G MET ST E 228, BieRiihErr i &1 5 H5
B EOMIMARE X Th D, MELEIGRD 5
hz?.

2O &K1, MiNnADREMERGERIEZ hE Tk %
DR LT & 7208, B Cld o TR SERR S e oo
BIZ K DIERDBFRRBER ORI AN Z T5. Z
o OFHIEAOSRAMHPEAIZ XD, X 5 & B EFRAEI
LA Eh, SHOEMERROZYNER Shb.

3. PFEMEICK 2 ATHRAE

i A3 AN 36 T B 53 T RERRIR O BELIE, 2004 12 WS
X7 EGFR {5 TABRD RIS A RS 5%, Gefitinib
AZlZUL®ET2EGFR Fu v 3+ — ¥IHES (EGFR-
TKI) &, FFEOEAFER AR OBEIT W THEE LR
BERL, 1707 74 MRS L JIHLIERO & %
—SUCh X 7=, 2007 4E1213, EML4A-ALK @lA-&E(zE 1
DFRY 12 & » ALK B3 Crizotinib 23, BlAE(E T %
BOMin Ak 2IRFEIGE 2 KESEH L ZTheo

Genetic alteration

Approved targeted drugs
for advanced cases

Approved targeted drugs
for perioperative therapy

EGFR mutation Gefitinib, Erlotinib, Afatinib, Osimertinib, Amivantamab Osimertinib (ADAURA trial)
ALK fusion Crizotinib, Alectinib, Lorlatinib, Brigatinib Alectinib (ALINA trial)

ROSI1 fusion Crizotinib, Entrectinib None
RET fusion Selpercatinib, Pralsetinib None
NTRK fision Larotrectinib, Entrectinib None
BRAF mutation (V600E) Dabrafenib + Trametinib None
KRAS G12C mutation Sotorasib, Adagrasib None
MET exonl4 skipping Capmatinib, Tepotinib None
HER2 mutation Trastuzumab-Deruxtecan, Afatinib None
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FRIE, MBAICE TS FIA N —BETEERE L
ORI ERD, Z0%E L < OHTIENIEORIE - &
FIZE A BV~ (Table 1).

HEATHI NSCLC 124651 5 77 TREER ST R UE e & L T
sz &, AR CIRRHATIS A DB IS A 2SI Z Lk LT
W5, FHIZ EGFR ZZEGERiRA A SR L TiE, ADAURA
FRERIZ B W =1 EGFR-TKI T & % Osimertinib ®
TV ANy MEEES RN (DFS) A RICIER
L (Ov#— K [HR] 0.17, 95% fSHEX R [CI] 0.12-0.23),
fsE R & U CHE. X =", EH T, 5 AT
(0S) #IZ Osimertinib # T 85% 123 L 7z L it X C
13" (Table 2). X 512, Osimertinib ® %% 7 ¥ 23
¥ MR E LT NeoADAURA iRER 2T T 0, F
TR P21 22 %) (major pathologic response; MPR) 7%
Osimertinib i Fi #f T 25%, PT-DC HM#E T 2% & Wi
ENTHD, ZTORBBHSHIF 5.

ALK FlLA 815 T B PER IR A A S K L Tid, ALINA &
B 1236\ T Alectinib D7 ¥ 23y MR E LTOHER)
PR &7z (Table 2). — XN TIX, PR E 21330
DY 22 % 76% K F &8 (A4~ MEGHIF [EFS]
® HR 0.24, 95% CI 0.13-0.43), BIXENIZH VTS,
I8 O LRI R R R M DR E BRI N TV 5,
ALK BHERD 1+ 7 ¥ 28y L LT, Phasell ®
ALNEO ik B2 & ) MPR »' 42% & s ah 3" & &,
X 57 BRI ORI X B .

ROS1, RET, NTRK, BRAF, KRAS, MET, HER2
EV S 22 DOMD F 5 A4 N — 85 BTN 5 00 TR
HIZ, ETHTOAMMERMEL L TWB 5, JEfi o
EFVARARELTED, 5H%OT LB KD 5h 5.

— T, RSOSSN — s ED
B AAAEY L, WIOIEGIOZY R 5, GEHERO
BRI TO X SR 2 MEI B BETH 5. SH%IIN
A~ - —OmEft kM —r v —OFHE L %
o 28Ik, KRB LZROMES B Eh 5.

4. BEF T v I RA 2 MEERIC K 2 BTHAE

It 23 A VAL IR RO AT L 23 B IS 23 PR E 1Y
Thy, RAGREOR FIZIRAERH - 72. 1990 44X
DIRg, 23 A O GIZREFER A H S h, IEEMIEAs PD-L1
ZFBLLU T T MO & 23 2 AR S 2 & &
DY HYEF oy I EA VNS TAER & U7 GG
AFEREL 72", 2015 41213 Nivolumab (#1 PD-1 $ifk)
ST NSCLC 12 KGR &, AL ARGl © & %

RAERNLEZZ LR ARZREBETH - 72", 72D,
Pembrolizumab”* (#i PD-1#T f&) % Atezolizumab™/

Durvalumab™ (i PD-L1 #ifk), & 5(Z Ipilimumab™ (3
CTLA-4 §iifR) ZEMWEL L, RESERIIMESTHIMiA A D

FRHEREE L LT X o7z,

29 L7 a 320, ICT % il ISH 3 il A2 &
MU L, 7YY MREBKORA TV 2V M
B L TOBEANIEL, LROBIMMHERE 2 TTHDI
(Tables 2 and 3).

7Y aNy MEHEE L TIE, IMpower010 it ER T,
PT-DC # I Atezolizumab # ¢ 5-4 % Z & T, WiEEH
~IMABE&IZH 5 DFS A REICHER L ™. PD-L1
PRI CRECER OISR 278 U, BUfFIZ PD-L1 38 1% D
DEHEIRITIKR SN T 5. PEARLS (KEYNOTE-091)
#AE” T3¢, Pembrolizumab % 2727 ¥ 235V |k
D DFS IERIRBME SN TE D, SHOKRENHE
Hxth% (Table?2).

ATV a8y MEEE LTIE, CheckMate 816 #{5R™
1235 C, Nivolumab+ b AN HRED 58 AP R 22
% (pCR) A 24% (L BREHMEED 2.2%) & KIRIC
WEL, EFS 8 REL A EXH 5723 Th<, FHpEBLE
PLUBAREFOBINEFED S d, ENERR IR TW5S,
F 72, KRR RO SEFOFRBRTER |G Eh Ty
%", KEYNOTE-671 it 5" %, Pembrolizumab+1t.
B AN ES- U, 2 D% Pembrolizumab % fifj B4t
R 53 2 i (2 B A4 v FEE) BBE s h,
EFS & OS OABAWEI RS, ENKREI N TN 5.
ZOMDY v N Ay FEEE LT, 1liHl Nivolumab+1t
R & % Nivolumab #fE #9534 O CheckMate 77T &
B 4fi Bf Durvalumab-+ 1t 22 % i & 1l #% Durvalumab
HMEFEREH: O AEGEAN AER™, #hini Toripalimab+ b 2255
¥ & ftit% Toripalimab iR Neotorch itlig"” 7 & T
LHYBMRIWREINTED, BEHEREO—f & 7 5 ThHE
AR EN TS (Table 3).

L2 LAD6, ICT & W7z i LTI, ol 246
IR - DR, AEFEROY AV AV b aELL DO}
AR ENTED, X5E2MAOERPKDENS.

5. #TRIBE (X472 2/80 ) HTREE (722
INCBR) B

Jifi 28 A DFRFRHIERR I B W CIE, 7V a3y MRS %
X7V 2Ny M) ORGP EEAEREHSTED,
ZOM & RS & T ICBR L 72 | CIREEIN A 17 5 %
7% %" (Table 4).

TV 2Ny MR, VIR ISRE A RR I A U 7z
FCRUNER A RIS 2 HTEA S 5. BREYIREO
PR 22 B KT 2RBHKDH 5T, hitkOSGHERNE
I X DRI ANEIE L 72 0, G EEMET LT
W 2B B B, FERIC IMpower010 g5k T,
%12 PT-DC % s U 7281 1269 il oD 5 5, 20.8% »1iA
WRESEETETICEEALRICHE L eI hTnh3
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Table 2 Recent clinical phase Il trials for adjuvant therapy
Trial name Subject n Interevention Elzg;lsg t Main results
PT-DC followed by
ADAURA EGFR mutant NSCLC Osimertinib for 3y
(NCT02511106) Stage IB (=4 cm) to A (TNM7éh) 057 - DES  HR 0.20 (95% C10.14-0.30)
potage 1B (= PTDC followed by
placebo for 3y
. Alectinib (2y)
ALINA ALK positive NSCLC
257 vs DFS HR 0.24 (95% CI 0.13-0.43)
(NCT03456076) pStage IB (=4 cm) to IIA (TNM7th) PT-DC (4 cyo)
PT-DC followed by
IMpower010 NSCLC, irrelevant to EGFR/ALK Atezolizumab for 1y
(NCTp02486718) pStage IB (24 ¢cm) to A (TNM7th) 1280 vs DFS HR0.79 (95% CI 0.64-0.96)
PD-L1 21% PT-DC followed by
BSC
PEARLS (KEYNOTE-091) P:I:i,?ﬁéﬂﬁ:ﬁo% HR 0.76 (95% CT 0.63-0.91)
(NCT02504372) pStage IB (24 cm) to A (TNM7th) 1177 s y DFS in the overall
(unapproved as of June PD-L1 any PT-DC followed b HR 0.82 (95% CI 0.57-1.18)
2025) “ o LoTowed by in PD-L1 =50%

placebo for 1y

PT-DC, platinum-doublet chemotherapy; DFS, disease free survival; HR, hazard ratio; and CI, confidential interval.

Table 3 Recent clinical phase Il trials for neoadjuvant with or without adjuvant therapy

Trial name Subject n Interevention Prlma.ry Main results
Endpoint
CheckMate 816 cStage IB (24 c¢cm) to [TA (TNM7th) Neo: Nivolumab with PT-DC (3 cyc) EFS EFS HR 0.63
(NCT02998528) NSCLC 358 vs CR (95% CI 0.43-0.91)
No EGFR/ALK alteration Neo: PT-DC alone (3 cyc) P pCR 24% (vs 2.2%)
Neo: Pembrolizumab with PT-DC (4 cyc) EFS: HR 058
KEYNOTE-671 cStage 11 toNI[ISBC Iil:]jQ)(TNMSth) . Adj: Pembrohzuma‘ll)smalntenance (9 m) EFS (95% CI 0.46-0.72)
(NCT03425643) Irrevalent to EGFR/ALK alteration Neo: Placebo with PT-DC (4 cyc) 08 2y 08: 80.9% (vs 77.6%)
. . PCR 18% (vs 4.0%)
Adj: Placebo maintenance (9 m)
Neo: Durvalumab with PT-DC (4 cyc)
AEGEAN . . EFS: HR 0.68
(NCT03800134) cStage II toNIllsgil(gZ)(TNMSth) - Adj: Durvalumab ‘rgamtenance (12 m) EFS (95% CI 0.53-0.88)
(unapproved as of ¢ o pp/AT K alteration Neo: Placebo with PT-DC (4 cyc) PCR (interinum)
June 2025) . . pCR 17.2% (vs 4.3%)
Adj: Placebo maintenance (12 m)
Neo: Nivolumab with PT-DC (4 cyc) .
CheckMate 77T o oo 1l to B (N2)(TNMS8th) Adj: Nivolumab maintenance (12 m) EFS: HR 0.58
(NCT04025879) NSCLC 461 vs EFS (95% CI 0.42-0.81)
(unapproved as of . . (interinum)
No EGFR/ALK alteration Neo: Placebo with PT-DC (4 cyc)
June 2025) Adj: Placebo maintenance (12 m) PCR 25.3% (vs 4.7%)
Neotorch Neo: Toripalimab with PT-DC (3 cyc) EFS: HR 0.40
cStage II to B (N2)(TNMS8th) Adj: Toripalimab maintenance (9 m) (95% C10.28-0.57)
(NCT04158440) EFS
(unapproved as of Non-Sq 404 vs MPR MPR: 48.5%
June 2025) No EGFR/ALK alteration Neo: Placebo with PT-DC (3 cyc) (vs 8.4%, P<0.001)

Adj: Placebo maintenance (9 m)

PCR 24.8% (vs 1.0%)

PT-DC, platinum-doublet chemotherapy; EFS, event free survival; OS, overall survival; pCR, pathologic complete response; MPR, major
pathologic response; HR, hazard ratio; and CI, confidential interval.

(R TR R0l 31.3%, i ¢ F W1 AE 78 19.6%, A HHR
12.4% 75 £). ¥ 512, Atezolizumab %5 th o vh b 2%
28.7% 12 DIE 1, PT-DC & Atezolizumab % i J5 58 3% T
DR IZEEE 572 KBETMIZX 3 HANEA
AEEIRAS T ¥ 23 Y M EREOIRIRTEER AW 5 L O
HE b 5N, FMHGEREERE —dOwmh L& 2 54,

AT IATVADN I KRELRETH 5.

—HTAF TV 2Ny MREE, TSGR EEA
TEBH R, MM X 2R TR E, X 51
NESHUR DAL F CHRIZIDE 2 ED SN B WREMELRH 5.
L2 Lan s, WRBEAFFRPHRBMETICLD, Fil
PBILL 720, UIBRAREANEBITLTLESI V228 H
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Table 4 Advantages and disadvantages of perioperative therapies

Aspect Neoadjuvant Therapy (Preoperative) Adjuvant Therapy (Postoperative) Perioperative (Sandwich) Therapy
- Tumor downstaging improves - Final pathological staging allows - Combines tumor shrinkage and
resectability precise treatment planning micrometastatic control
- Early treatment of micrometastases - Surgery provides immediate local - Allows treatment optimization based
Advantages - Enables assessment of treatment disease control on pathological response
response (e.g., pathological response) - Avoids delay in proceeding directly to - Comprehensive approach to disease
- Systemic therapy administered while surgery management
tumor vasculature is intact
- Risk of disease progression during - Delay in adjuvant therapy due to - Prolonged treatment period increases
therapy causing loss of resectability postoperative recovery patient burden
. - Potential delay of surgery if ineffective - Risk of treatment interruption from - Accumulation of adverse events
Disadvantages

- Treatment-related toxicity may
compromise surgical eligibility

postoperative complications
- No early systemic treatment for

- Potentially lower treatment
completion rates

micrometastases

0, BEEOBETMMHRERIC BT, AEEPIZHN 12-17% O%E
T FARAR BB U 7= & s X T 5™,

ZOXITTVany MEEEAF TV a3y MRS
FZNENFE L ER S D, 4 ORERLEH TR IZIE
U CHRERIRIRERINT 5 & L 12, LUkndig ks x
DML EENSHET I THEEL K 5.

6. Resectability (VIBRFTREME) D¥IMT

JEITEAVGEREIZ 3 T, Resectability (VIBRAIRENE) OFE
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Latest Findings on Atrial Functional Mitral Regurgitation

Yosuke Takahashi

(Department of Cardiovascular Surgery, Graduate school of Medicine, Osaka Metropolitan University)

Abstract

In recent years, it has been reported that functional mitral regurgitation (MR) can occur in cases of left atrial

enlargement associated with atrial fibrillation, even in the absence of obvious left ventricular systolic dysfunction. This

condition is referred to as atrial functional MR and has attracted considerable attention. The mechanism underlying this

condition involves chronic atrial fibrillation or atrial enlargement even in sinus rhythm, resulting in enlargement of the

mitral annulus and valve insufficiency. This condition often coexists with tricuspid regurgitation due to right atrial

enlargement and can lead to heart failure caused by both mitral and tricuspid regurgitation. Therefore, surgical

intervention should ideally address both the mitral and tricuspid valves.

This review discusses the definition,

pathophysiology, diagnosis, treatment, and prognosis of atrial MR.
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IZMR ML 5. A% aFMR (hEELLE) 2528
IR D Ay b T, RO T O — TR
BHUZHIE L 723554, 21~22 em’/m” T& 37, ERIAH
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GIERIF. ZOREIZKD, $£RD tethering 2 EAL L,
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4T % MR % atriogenic MR & /& (Fig. 1). %520
LZ MY VX VT EMES aFMR IE, #iZD Carpentier 1
HIE%RAROMb BIDOHMAG DRI N, LEFEREECA
o TOLEY =y P EATSREE GV, WOk
Vrvy b &S aFMREZEIZEWT, BREDTFHF—»5
coaptation gap % H 9 % 4R 1931, pseudoprolapse
F 7213 override 295 HE415Z LM TE% (Fig. 2A).

5. FiTEs
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W3 F 7=, SEELEFIKIZ L D %R tethering A
U (hamstringing i), #i% & %ROMD gap 28K E W
Blcid, EEERPEGHTH 5 LEOWEE XT3,

Fig. 1 When left atrial enlargement becomes severe and extends posteriorly, it causes inversion of the posterior wall of the left

ventricular base. This inversion worsens tethering of the posterior leaflet, resulting in the hamstringing phenomenon. The red arrow

shows left atrium extending posteriorly. The yellow arrow shows worsening tethering of the posterior leaflet.
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Fig. 2A In patients with aFMR accompanied by eccentric jets, the anterior leaflet of the mitral valve with a coaptation gap from the

posterior leaflet tether can be shown as a pseudoprolapse or override. The arrow shows pseudoprolapse or override of anterior leaflet.
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Fig. 2B Hamstringing phenomenon of posterior leaflet is shown due to left atrial enlargement. The arrow shows hamstringing

phenomenon of posterior leaflet.
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Fig. 3A The image shows mitral annuloplasty using a full-ring type of prosthetic ring.

Fig. 3B The image shows patch augmentation of posterior leaflet using a fresh autologous pericardium.
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Fig.4 A. Schematic suture is depicted. Inferior papillary muscle is being held by forceps. The anteriorpapillary muscle is visualized on

the left side; the accessory inferior papillary muscle is visible to its right, and the inferior papillary muscle is located at the top. Blue

triangles indicate the root of each papillary muscle.

B. The image on the right shows approximated papillary muscle roots.

L 7258, MittEmENOMGER A C, KR %I
BEECILGERH D, EHIZTE 57215 F2UIDOAC
EHIGT 58t LTWB. 72, 180 MEIA S i
HITRIROFER 23 2, IR A B &2 G0F L T 554
R MAZE Flitt T, itk LIX 6 < —RX—= v a8
Bk b7, WIE, output BHIZEAFAMEIZ -
VIIANY—ERATEIRERD D, BROISy FHLKE
B2 % - 7ERITIZ Sy F D dehiscence X7y F D ZEAL
KETMROHRRERRTSZ 0D 5. flitk, OMEE
DO, BIMDOF x v o E2FEELTEBLENH .

7 Tk

#l S, flhhEEt Ik FEF%E (REVEAL-AFMR) (2T
1007 il aFMR I/ LU T, fHIEFR T % 2 28 & 21
ThwaEWREDOTHRAELEL ZY. 205 58071
(80.1%) A UAEMB &2 A0 L, 113 BlA ATl % 3217,
Z D55 92 il (81.4%) M IAIREIZ =JeFp Tl & fiifr S h 7z,
Fili 22 -BFHIFET, LOEEOMREZALCE
D, ELEEMERS &Y KEL (152.5[97.8] mL/m’ x}
87.7[53.11 mL/m®), ¥ XODLALDOAERE (NYHA II or
IV) 2% (26.5% [n=30] vs 9.3% [n=83]) &, LD
HEZFEBEID & 572 hIHiE 1050 HOEHRY
M, 286 il (28.4%) A OoAZE L IFFEEADFL 2.
FBEDAN T + T —7 5 FWIZF b ) 7 2FRXTF F
DUNRLMET L, DAES L IFFECORELRNEGRIC
Ko7 BHEHDA XY P IS 18.3% *} 33.3%). aFMR
AT 5 ABBREIC T, T35 2 B R i
DRERODIKTEFEEL TWBE I EERELTW5.

ViR, aFMRICK LT, # 7 —FILEHE (94 b5
V) w FiG¥: TEER) OREMAKE2A|ME S h, 2oz
NE IR TS, hEHEEEZITEED aFMR 269 %
35 1081 Bl (SFYa 45 80.1+8.2 5%, 4t 60.5%) 28 xt
B LD, 2055 441 fH TEER % fifT L, 640 il
IR & ke L 7=, TEER X DAE AR X OEET
DRLEZEIMENZ L AR Iz, BRI 7 20 — TR
T3, TEER #%I255%47 aFMR 2SS LT Toh 2 BETI
RIFRERPEETH AR H D, K, §&ff aFMR
WHEED ETHh BEETIEA RNV b F)ERAFE & FHPI L
TWE L7z, 5% TEER ORI PHRIME LI xh 5",

8. HhHVIC

DAY MR OE%, WEAR 2l B, TRico
Wik R7z, MR OAIZK AN SN, MRHFHEELTTH
5728, FRTBIEL TS EhEEY LD - RApNFHE D
HLTOWDEOARERIET DI LD D -0FEEET
3. OEAEEE LT, OEMED 2 HE B B D g
DBER L, BERUHRST(LL T 2L 23T 3
NET, HROBHAR L EWESIA v Ty —LFay
YV L ETHRZENRETH D, £72, MR PEIE TR
MfEE T 2 L DEIKEEES TS D2 b h, LF
PERREYE MR ORI > TL 5. wlEEL R D D ihk
WHEIME N % & 22 3RS SRR 2 B4 5 Z & A3
Th5.

Conflict of Interest
FIZSHEK (COI) IZBHIL CTHIRTNE & DIz,



D PR REPE (IR R PR S A A0 O Il AT L 29

X [y
Trichon BH, Felker GM, Shaw LK, et al. Relation of fre-
quency and severity of mitral regurgitation to survival
among patients with left ventricular systolic dysfunc-
tion and heart failure. Am J Cardiol 2003;91:538-543.
Robbins JD, Maniar PB, Cotts W, et al. Prevalence and
severity of mitral regurgitation in chronic systolic heart
failure. Am J Cardiol 2003;91:360-362.
Kihara T, Gillinov AM, Takasaki K, et al. Mitral regurgita-
tion associated with mitral annular dilation in patients
with lone atrial fibrillation: an echocardiographic study.
Echocardiography 2009;26:885-889.
Gertz ZM, Raina A, Saghy L, et al. Evidence of atrial
functional mitral regurgitation due to atrial fibrillation:
reversal with arrhythmia control. J Am Coll Cardiol
2011;58:1474-1481.
Takahashi Y, Abe Y, Sasaki Y, et al. Mitral valve repair
for atrial functional mitral regurgitation in patients
with chronic atrial fibrillation. Interact Cardiovasc
Thorac Surg 2015;21:163-168.
Akamatsu K, Abe Y, Matsumura Y, et al. Etiology of atrial
functional mitral regurgitation: insights from transthoracic
echocardiography in 159 consecutive patients with atrial
fibrillation and preserved left ventricular ejection fraction.
Cardiology 2020;145:511-521.
Netter FH. The CIBA collection of medical illustra-
tions, vol. 5. Summit (NJ): CIBA; 1969. Heart.
Takahashi Y, Abe Y, Sasaki Y, et al. Mitral valve repair
for atrial functional mitral regurgitation in patients
with chronic atrial fibrillation. Interact Cardiovasc
Thorac Surg 2015;21:163-168.

9)

10)

11)

12)

13)

14)

15)

Abe Y, Akamatsu K, Ito K, et al. Prevalence and prognostic
significance of functional mitral and tricuspid regurgitation
despite preserved left ventricular ejection fraction in
atrial fibrillation patients. Circ J 2018;82:1451-1458.
Takahashi Y, Abe Y, Fujii H, et al. Aortomitral angle
affects cardiovascular events after mitral valve repair
for atrial functional mitral regurgitation. J Card Surg
2022;37:4209-4218.

Sakon Y, Takahashi Y, Fujii H, et al. Mitral valve repair
with patch augmentation for atrial functional mitral
regurgitation complicated with giant left atrium. Gen
Thorac Cardiovasc Surg 2023;71:104-112.

Eishi K, Miura T, Matsumaru I, et al. Spiral suspension,
a novel repair technique for severe functional tricuspid
regurgitation. J Thorac Cardiovasc Surg 2018;156:649-
652.

Takahashi Y, Morisaki A, Sakon Y, et al. Additional left
atrial plication improves postoperative cardiovascular
events in atrial functional mitral regurgitation. J Thorac
Dis 2024;16:5494-5506.

Kagiyama N, Kaneko T, Amano M, et al. Clinical
outcomes of mitral valve surgery in atrial functional
mitral regurgitation in the REVEAL-AFMR registry.
JAMA Netw Open 2024;7:2428032.

Kaneko T, Kagiyama N, Okazaki S, et al. Transcatheter
edge-to-edge repair vs medical therapy in atrial functional
mitral regurgitation: a propensity score-based comparison
from the OCEAN-Mitral and REVEAL-AFMR registries.
Eur Heart J 2025 Jul 9:ehaf511. doi: 10.1093/eurheartj/
ehafb11.






Beililag, #74% 31— 34 2025 31

CT)

B RLFZRE EME R i DS & 16
—THEANRIRE LTCOT7 Fu—F—

S A
KBRS KRF R GER R AR
Diagnosis and Treatment of Osteoporotic Vertebral Fractures: A Spine Surgeon’s Approach

Hidetomi Terai

(Department of Orthopaedic Surgery, Graduate School of Medicine, Osaka Metropolitan University)

Abstract

In a super-aged society, osteoporotic vertebral fractures (OVF) are a major cause of reduced healthy life expectancy.
Our department has studied OVF for nearly 20 years. Multicenter cohort studies clarified that MRI findings—especially
T2 high-intensity and diffuse low-intensity types—are strong predictors of poor prognosis and delayed healing. Based on
these results, early balloon kyphoplasty (BKP) for high-risk patients was shown to prevent ADL decline and improve
QOL, though it increased adjacent fractures. Risk factors for reoperation and adjacent fractures were also identified.
Recently, Al-based MRI analysis demonstrated high accuracy in detecting acute OVF and predicting prognosis, showing
promise for general clinical use. Remaining issues include optimal treatment timing, prevention strategies, rehabilitation,

and the role of muscle mass in outcomes.
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T2: diffuse low-intensity

Fig.1 Risk factors for delayed union of vertebral fractures on sagittal T2-weighted MRI.

(a) High-signal-intensity type: The fractured vertebral body contains an area of high signal intensity comparable to that of cerebrospinal

fluid. (b) Diffuse low-signal-intensity type: The low-signal-intensity area occupies 50% or more of the affected vertebral body area.
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Fig.2 Comparison of Ballon kyphoplasty (BKP) and conservative
treatment for OVF with poor prognostic factors.

The percentage of patients with a reduction in ADL was 5.6% in
the early BKP group and 25.6% in the conservative treatment
group, and was significantly lower in the early vertebroplasty
group. Other favorable outcomes were also seen in the early
vertebroplasty group in terms of SF36 vitality, local kyphotic
angle, vertebral collapse rate, and length of hospital stay.
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Table 1 Predictive scoring for adjacent osteoporotic
vertebral fractures (OVF) after vertebroplasty

Risk factors for adjacent level OVF Score

High local kyphotic angle 1
(>25 deg.)
Past history of OVF 1
Thoraco-lumbar junction level 2
High corrected angle 9
(>10 deg.)

A preoperative local kyphotic angle of 25 degrees or more, a
history of OVF, a fracture at the thoracic-lumbar junction, and a
correction of 10 degrees or more by BKP were detected as
significant risk factors for adjacent vertebral fracture after
vertebroplasty, and the incidence of adjacent vertebral fracture
was 100% in cases with a score of 5 or more.
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Analysis of the Microbiome in Otitis Media with Cholesteatoma

Yukari Kamei

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

Abstract

[Background] Otitis media with cholesteatoma is a type of chronic otitis media for which the only effective treatment
is surgery, although the recurrence rate remains high. While recurrence is thought to be associated with surgical
procedures and bacterial infections of the middle ear, the detailed pathogenesis remains unclear. This study aimed to
elucidate the relationship between otitis media with cholesteatoma and the bacterial microbiome by analyzing 16S rRNA
sequences from samples of the external ear, middle ear, nasopharynx, and cholesteatoma lesion sites.

[Methods] This study involved 24 patients with non-inflammatory diseases and 48 patients with otitis media with
cholesteatoma (22 with recurrence and 26 without recurrence) who underwent surgical treatment at the Department of
Otolaryngology, Osaka Metropolitan University Hospital. Bacterial DNA was extracted from samples of the external ear,
middle ear, nasopharynx, and cholesteatoma lesions, and the microbiome was analyzed using next-generation sequencing.

[Results] The genus Collinsella was significantly less abundant and the genus Corynebacterium was more abundant in
patients with than without cholesteatoma. Additionally, the genus Enterobacter was significantly more abundant in
recurrent lesions than in primary lesions in patients with cholesteatoma.

[Conclusions] The microbiome of the external ear, middle ear, nasopharynx, and lesion sites showed no significant
changes during cholesteatoma treatment. However, the decreased abundance of Collinsella and increased abundance of
Corynebacterium in the nasopharynx of patients with cholesteatoma, along with the increased abundance of Enterobacter

in recurrent lesions, suggest that these bacteria may be involved in the pathogenesis of cholesteatoma.
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[f55R] JERREME RN & BEEM P B RO E, hH, FHIEOME A MG L 72h, o M, B SMMICHE
KRR o7z, FIHATIE Actinobacteriota 123 JE SR M5 EAE & ELERRE M vp H 26 TREH PN A B2 %2 308
2. BL AL DENT S, BHERREMER H EE 2B W T, Collinsella IR ATEIZWA L, Corynebacterium J@i3 A I
BL T/ &7, HEREMPHZOEBEZICHENT, HEMFLIEHERONE, WhEH, FHsEOMER, HERERZ
ERALIZDOWTHIR E R OME S & Mial L7228, MRS, o SR, BEMMICERLEZRD E» 72, 51T, H

HORBRHIST RSB R R R R R 80 ( Siiniie ) 3Rs 1
2t w6411 H29H, =B w744 H8H
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BRIEYEh H 288 OINE R OMIE G &2 et L7z & 2 A, PIFIERI & AR THRIGERI Tl a 2R LU B ZAMEIZ DN
TRBERELEZEZRO L o725, Proteobacteria MIAFEIZHM L Tz, BL UL D@ 5, Enterobacter J&H

FREFNZ I W THBIZHIM L T 7.

(] HEREOREGEIIC VT, SHH, WH, BB, PO ME#EICE LORSRLLEC Er o7 Ll
LR H 2% 55 0 LIHTEIC 351F B Collinsella B DU & Corynebacterium JEOINI, % 7= FLERIE Y H 2 0 7 58
SEBIOFRZEFRIZ I\ T Enterobacter O A BD =2 L5, TS DEMIIREA 1 = X LIZBH5- L T 5 aBEMER

»H%.

Key Word: 12V H %, BHEEMFHZ%, MIE#, 16S rRNA, LIHYE, Chronic otitis media, Cholesteatoma,

Microbiome, 16S rRNA, Nasopharynx

b

R P H R3S H RO —FET, 10%~24% I
FIET 5 L T3, b L s s o —i
REE - B BEGOIRIRIZ 2 > TR L, T HPEAN
AL, MEEREEORIELRI Lo, B EfF
PHORSEY 200 L TR L, SR i e RER s 5 & %
ELTHEBOZ & A EREETH KL ML TS, HER
JEVET H 2 ORI IO 2P X Tunny, HiE
BREDIC TR, FLEMEHOBBER 2R T 2 L vbh T
W5, BEEREME T % OME—ORh R 2 G ARG G
ThDHH, FREILZ129%~30% ThH D", SRHRAERE %
WLAWEE S £, FRICIE, HEERAEOMEKIZL S
TR RS & AR % 1 TR S AYE S MM 5 2 L is kD
FLERIE D FHE A C 2 PR RS S 5. FHRFITFHREC
SRS 2 A, WRE &I U OIS BN & - 7
KE s ISR RO L OMES H 0, ME~EG D
RO Y 22 L LTHSON TS,

7, ThETOMET, MFIck->TEESh T Y
F MY UNHHORERMEZFEL, ZhrBEEEOK
SO BB E N T5, HREOM#ITOERKD—D &
LT TLR4 (Toll-like receptor 4) %41 L7=JIE & BHHEDE
HEHHIEN TS, BilZIE, IO LPS (lipopolysaccharide)
NTLRA ICHEST B E, ~rvuaTr—o, ) UISER Nk
HIZ B WTRIEMES A 4 v TdH 5 IL (interleukin)
-1B, TNF (tumor necrosis factor) -a, IL-6 23 & h 5.
FFIZ IL-1B X° TNF-a 2V BE A (2 U, HEREORI K &
BRETOEZICEHE L TWE 2 EAHEIhTW3",

D& HIZ, &G HERIED FIE AT IZ B 53 5
AREVED D B Z &2 6, 18P g R0 BEREME b H 2 D1
BATE I E TIZ 8 iTHbI T &E /2. Ricciardiello 5 13,
BLERIE 2 b 20 IS PEALBE M B g8 R0 BLERIEME: b H 25 D%
ZEEBRE A & BRI & 7z e e & B X e % B0 O i Ol
TR A b & B 7 R o BRI & WS L72Y. —7, Weiss
Hlzkdl, HEEMHHHREFIZIWT, HERIERE &
Bbd 2 i EDRGISIC J6 0 2 AR 2 AT U 7228, fatem

|

CHEREERD 5727,

A TIX, ZhETHRE IR TV EHSBREL LV
ZOWEFEOHERIEOME#7Z F Ta <, SER EIHiED
HHER 3 & IR 5 Z & T, BB H %0 R RERw
REICR D 2 R e il & 72 2R 2 e 5 2 & 2 HIY
U7z &7z, ERMEMRB KOMHERBRICE A 2 M
BOWBIZNE THS AT AW, FRHIZED M
R & 72 13 #R DA E % 5l A 7=

MR EFE

1. M

2022 -2 A5 5 2024 4F- 3 [ & TIZTKPRA I KBRS
FRE R R H AR C R IRE &2 2 0 2 BED S 5, H
BREMErh B R OEE 48 N &, JERIEMERBOESE 24 A
MR L L7z (Table 1). JEZREPEREIC I3 H AL
fiE (n=7), BAHAPRKE (n=4), H/NEFHE @0=1),
S R (n=8), 44V Y YE (n=2), SYELIE (n
=2) OBHENEE N HEREMERH ZH O 48 AD
95, 22 NAHEBRIEYE R H &I 2 0IRIFHiETH 0,
26 A2 "I AR BRI B Tl A & O KN T4l
BITdH > 7= I T 22 Nig, T-ihie i 25 E ek
IR iR 72, B FMiFO 26 AD S B, T
RU-EHEEARD7-DIZ20 ATHD, 6 NZFHHRER
DTCWEP o7, iz, HIRITFGIO 22 A\OEFHED S 5,
FORBIEHM T L7 CT 2B W T 2 A HRA2RD T
W27z, ZO2HNEFERENED 2. Filid i) 7= 48
ANEBBFRBUIAN PR EG-& LTx 7 7)) o3k
G-, fhinn 2 EBEILINIZIRE, % 721328 OHiE R
Hafrbh7zREZEE NG 7= iR H sy
PRTUGE AN (canal wall down ¥ % 7213 open 1), #%
SHEERIN S FERIF % &, WEDMEIREIZIE U TR
RE N7z RIS KRR R R S MR AR
BRTOKRERZIT TS (2021-214).
2. Y2 FIVERER

FERTIC O 22 CORRIT TR OISR iz, S E
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Table 1 Characteristics of the patients

non-inflammatory disease

(n=24)

cholesteatoma

(n=48) p-value

disease sensorineural hearing loss (n=8)
facial nerve paralysis (n=4)
ossicular malformation (n=1)
otosclerosis (n=7)

perilymph fistula (n=2)

tympanosclerosis (n=2)

primary
(n=22)

recurrence,
staged surgery
(n=26)

with cholesteatoma (%) 0/24 (0)

22/22 (100) 20/26 (76.9)

26-90 (56.7)

age, range (mean)

22-80 (50.1) p=0.121

sex, male:female 14:10

28:20 p=1.0

EM A L LIRSS R AR IS B, 7 7 ) v O
BRI & O TR LERELL 72, FE Rk & %
ORISR AR, TS SR ESFBEI L2 4 4 I TR
7=, RELL 7= MfkiE, #4117 RNAlater * (ThermoFisher
Scientific, Waltham, USA) & F\»T, —30C TIRfFEL 7-.
PR OMEEIZ T & MEWISiTb I/

3. ¥—U I XM (16S rRNA f#4fT)

H Y FILOER 1 mLIZY) v BEEEEEEAK (PBS)
(Nacalai Tesque, Kyoto, Japan) 1mL & A#1, KL T v
27 Z 4%, 15000 rpm T 5 47 [l 05 8 & fafr L7z, L
H2HLD RO 72 3E Ik U, PowerSoil DNA Isolation
Kit (Qiagen, Hilden, Germany) % f\2T, &Mik)»
5 #IE DNA #flifi L 7=, it L 72 DNA »° 5 16S rRNA
V3-V4 il % PCRIZTHIME L (95°C T340, #inT
98°C T 20 M, 60°C T 30 FH, 72°C T 30 #Hd 30
427 LTHEIEL, mEZT v 71X 72°CT15/M), PCR
PE ¥ % Agencourt AMPure ¥ — X (Beckman Coulter,
Brea, California, USA) (2 THR#IL 72, MIE D 16S rRNA
BAZ L, V3-V4FICRE RN % 7 5 4 v — (Forward
primer: ACACGACGCTCTTCCGATCTCCTACGGGNG
GCWGCAG, Reverse primer: GACGTGTGCTCTTCCGA
TCTGACTACHVGGGTATCTAATCC) % il L THIIG
L7z, &KiZ/S—2—F (Table 2) %} %7812 PCR
(98°C T 45 FHfH], #iv>C 98°C T 15 B, 60°C T 30 FHIH,
72CT30MED 1294 2L THEMBL, mEZAT v T
72CT14r#) %47\, PCR pE¥ % Agencourt AMPure
v — TR 72,

74 s uaFy TEQUE R E MultiNA (Shimadzu,
Kyoto, Japan) #MHWTH A XF v &7, V—7 T
VEATFATI) =K LI, V=TV ATAT T =D
2% 1% KAPA Tllumina Library Quantification kit (KAPA
Biosystems, Wilmington, USA) # W CER Lz, ¥ —
JLVATATZY) —IFAIRE TRA %, MiSeq ¥ 2T

2 (Illumina, San Diego, USA) #fHW\W (¥ —27 1V X
HfTo72. ¥ — 27XV ZF vy bid MiSeq Reagent Kit v3
(600 ¥4 ZJ)L) (Illumina) Z ML 7=

HEDREIZT W TREERMRKD Y — o = v ZHERIC
JERE BB B Eh A TR E S X hTw s %
D=8, KRWFFETITFRHTRIIZEOE & L T 20 MLk 2 16
Fed T, JERRRMES AR S22 E S hF 2 v
Eii o7, 8 KROMEMEMFRIZ OWTHRET L7228, v
N»ro6 gy —r v 2 e IERF RN EISNIIMR & I
Nl
4. T—FER

V=TV A7 =43 QIIME 2 (v.2018.11; https:/qiime2.
org) %W TNTL 72. QIIME 2 @ Divisive Amplicon
Denoising Algorithm 2 (DADA2) plugin # ffifii L T2
FVT A4 Frw &8T5 2F)V T4 DAy M TEiE
FIANLID2IZHRE L. 27XV T4 F2uv 2%, af
MYEIZDOWTIE, Pielou OIS fE%, Faith pd (Faith’s
Phylogenetic Diversity) 8% % VTN L, 2 #EME L
#1213 Kruskal-Wallis # & & H W 72, B Z bR PE O HF1H
g i12 1, PERMANOVA (permutational multivariate
analysis of variance) M7 % F v 72, HH# 8 O MR LIS
DWW, #HEDOEW L5 DD (Proteobacteria [,
Firmicutes ™, Actinobacteriota [}, Bacteroidota [,
Verrucomicrobiota ) (2 DW T L, ZhlIStofic
DT Others & U7z, 2 HFE O MU 8 O MK 0D iR
122 W TIXR D exactRankTests /Y v 7 — P I2 K %
Wilcoxon D NAN M E %2 HWT 2 FFRIOAEZEE K L
72 FRTOAZEAREZ p <0.05 & L7 fEHRIZr s 7
IZHOFXITmRL, FNORRIZhIEE2m L 72,

] S
9, JEEMRIGEE L HEEM TP H R 8E 0N H,
bmAEE, EHOM Y L TOMEEO R AT 2. SAE
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Table 2 /¥— 2 — FELS

P5-index1-501
P5-index2-502
P5-index3-503
P5-index4-504
P5-index5-505
P5-index6-506
P5-index7-507
P5-index8-508
P7-index1-701
P7-index2-702
P7-index3-703
P7-index4-704
P7-index5-705
P7-index6-706
P7-index7-707
P7-index8-708
P7-index9-709
P7-index10-710
P7-index11-711
P7-index12-712

AATGATACGGCGACCACCGAGATCTACACTATAGCCTACACTCTTTCCCTACACGACGCTCTTCCGATCT
AATGATACGGCGACCACCGAGATCTACACATAGAGGCACACTCTTTCCCTACACGACGCTCTTCCGATCT
AATGATACGGCGACCACCGAGATCTACACCCTATCCTACACTCTTTCCCTACACGACGCTCTTCCGATCT
AATGATACGGCGACCACCGAGATCTACACGGCTCTGAACACTCTTTCCCTACACGACGCTCTTCCGATCT
AATGATACGGCGACCACCGAGATCTACACAGGCGAAGACACTCTTTCCCTACACGACGCTCTTCCGATCT
AATGATACGGCGACCACCGAGATCTACACTAATCTTAACACTCTTTCCCTACACGACGCTCTTCCGATCT
AATGATACGGCGACCACCGAGATCTACACCAGGACGTACACTCTTTCCCTACACGACGCTCTTCCGATCT
AATGATACGGCGACCACCGAGATCTACACGTACTGACACACTCTTTCCCTACACGACGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATCGAGTAATGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATTCTCCGGAGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATAATGAGCGGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATGGAATCTCGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATTTCTGAATGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATACGAATTCGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATAGCTTCAGGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATGCGCATTAGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATCATAGCCGGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATTTCGCGGAGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATGCGCGAGAGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT
CAAGCAGAAGACGGCATACGAGATCTATCGCTGTGACTGGAGTTCAGACGTGTGCTCTTCCGATCT

AR IE SR MR RS % 23 o], ELERRE M b B 28
NA6HITH - 72, WD ILIE, Proteobacteria '],
Firmicutes "], Actinobacteriota ["], Bacteroidota [,
Verrucomicrobiota FID W HIZHWTE 2 THE A ZE
ko7 (Fig. 1A). o 2L LU B ZMEMEICD
WTE 2R AR A 2RO A -7 (Figs. 1B and
1C). L WHTEM (R B3 IE SRE M /iR A8 22 o], L BE:
NEPEh H B E 246 6T b - 7=, 1 75 O MR T
Proteobacteria "], Firmicutes "], Bacteroidota [,
Verrucomicrobiota FHUZ DWW TIZ 2 CHB A 22D &
M 5 7223, Actinobacteriota ["113 IF S hE P 5 U T T
9.96+9.07%, BEEEMEMERH %8 E TI1319.1+£17.5% &,
HEEEEhHEREHF IO THRZICHEML Thz (p=
0.027) (Fig. 2A). a 2B LU B ZMMEIZTOVWTIE 2
HETHERL LR kN 5727 (Figs. 2B and 2C),
Actinobacteriota ["JDJE L~ L Tl& Collinsella J&H HERENE
PHZBE THRIOVPLTED (p=0026), Corynebacterium
A EERESE R HREETHEIML Tz (p=0.038)
(Fig. 2D). HHBAREUZIERIEMEZEREE A 16 i, H
BRIEME P H ABEN 4B TH > 2. WHEOMKILIE
Proteobacteria "], Firmicutes [}, Actinobacteriota [,
Bacteroidota [*], Verrucomicrobiota ]V iz T
Lo2MCHRE = AR kN -7 (Fig. 3A). a MMk
FOBERRMEICODWTE 2B THE L EZRD L >
7= (Figs.3B and C).

WIZ, BHEMEPEHREEICOOWTHREZRD 72 22 E
BlE R ERD L r 72 26 53T, S H, EHEE,

oMLy~ TOMEHRD IR AT - 7. S EHBRAEEIETH
FEED 220, JEFREEZEDN 26 B TH 72, BHEOMK L
I3, Proteobacteria [*], Firmicutes [*], Actinobacteriota
[, Bacteroidota ['], Verrucomicrobiota ffD W\ §hiZk
WTCE 2 CHRBLAEERD N 57 (Fig. 4A). o £4%
B EUBEREICOVWTE 2T THEE AL 2ROk
772 (Figs. 4B and 4C). FUHVEMRABIZFHREH D
1901, JEHREEN 201 Th > 72, WHOM I
Proteobacteria [}, Firmicutes ["], Actinobacteriota [,
Bacteroidota [*], Verrucomicrobiota DWW HIZ I\ T
L2 THBEEARD k572 (Fig. 5A). o £
KUB BRI ONTE 2R CHELEERD LD 572
(Figs. 5B and 5C). "W HBALIIFRBRE2 18 B, Ik
FBEN 23BITH > 7. EizOEH LI, Proteobacteria
[, Firmicutes [], Actinobacteriota [*], Bacteroidota
™, Verrucomicrobiota fHOWTFHIZEWTE 2 THE
LEEROLE P57 (Fig. 6A). a 2B KU B 2
IZDOWTE 2 THE AEE2RD L r > 7= (Figs. 6B
and 6C). Ll LA6, HERMEMHHREHICHWTHE,
LWATE, HOMEHZIIHREOAMICE > TELLENWT
ENHE L7z
Wiz, BEEMHE REEOREBOMERZIZONWT,

PIFERER (17 Bi) & FFRAEE] (14 ) 12400 THiR L 7.
# O M b 1E, Firmicutes [*], Actinobacteriota [*],
Bacteroidota '], Verrucomicrobiota fIIZ DWW TIid 2 HET
HiEnEw B 57285, Proteobacteria P34 FEHEMW]
T3 19.5£13.0%, MIIEMTIE 31.8£9.12% &, HIGEE
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Fig.1 Microbial diversity of the external ear canal in patients with cholesteatoma versus patients with non-inflammatory conditions.

A: Microbial composition at the phylum level based on the relative abundance of operational taxonomic units. p values were calculated

using Wilcoxon’s test. *p<0.05. B: Alpha diversity analysis of the external ear canal microbiome based on Pielou’s Evenness Index, and

based on Faith’s phylogenetic alpha diversity index. p values were calculated using the Kruskal-Wallis test. The horizontal line in the

box-and-whisker diagram indicates the median. C: Principal coordinate analysis of the weighted UniFrac distance matrices and

unweighted UniFrac distance matrices for the microbial communities. p values were calculated using permutational multivariate ANOVA.

Patients with cholesteatoma are represented by black dots, and patients with non-inflammatory conditions are represented by white dots.
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Fig.2 Microbial diversity of the nasopharynx in patients with cholesteatoma versus patients with non-inflammatory conditions.

A: Microbial composition at the phylum level based on the relative abundance of operational taxonomic units. p values were calculated

using Wilcoxon’s test. *p<0.05. B: Alpha diversity analysis of the nasopharynx microbiome based on Pielou’s Evenness Index, and based

on Faith’s phylogenetic alpha diversity index. p values were calculated using the Kruskal-Wallis test. The horizontal line in the box-and-

whisker diagram indicates the median. C: Principal coordinate analysis of the weighted UniFrac distance matrices and unweighted

UniFrac distance matrices for the microbial communities. p values were calculated using permutational multivariate ANOVA. Patients

with cholesteatoma are represented by black dots, and patients with non-inflammatory conditions are represented by white dots. D:

Microbial composition at the genus level based on the relative abundance of operational taxonomic units. Genera with more than 1%

relative abundance were analyzed. p values were calculated using Wilcoxon’s test. *p<0.05.
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Fig.3 Microbial diversity of the middle ear in patients with cholesteatoma versus patients with non-inflammatory conditions.

A: Microbial composition at the phylum level based on the relative abundance of operational taxonomic units. p values were calculated
using Wilcoxon’s test. *p<0.05. B: Alpha diversity analysis of the middle ear microbiome based on Pielou’s Evenness Index, and based on
Faith’s phylogenetic alpha diversity index. p values were calculated using the Kruskal-Wallis test. The horizontal line in the box-and-
whisker diagram indicates the median. C: Principal coordinate analysis of the weighted UniFrac distance matrices and unweighted
UniFrac distance matrices for the microbial communities. p values were calculated using permutational multivariate ANOVA. Patients
with cholesteatoma are represented by black dots, and patients with non-inflammatory conditions are represented by white dots.
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Fig. 4 Microbial diversity of the external ear canal in patients with recurrent cholesteatoma versus patients without recurrent
cholesteatoma.

A: Microbial composition at the phylum level based on the relative abundance of operational taxonomic units. p values were calculated
using Wilcoxon’s test. *p<0.05. B: Alpha diversity analysis of the external ear canal microbiome based on Pielou’s Evenness Index, and
based on Faith’s phylogenetic alpha diversity index. p values were calculated using the Kruskal-Wallis test. The horizontal line in the
box-and-whisker diagram indicates the median. C: Principal coordinate analysis of the weighted UniFrac distance matrices and
unweighted UniFrac distance matrices for the microbial communities. p values were calculated using permutational multivariate ANOVA.
Patients with recurrent cholesteatoma are represented by black dots, and patients without recurrent cholesteatoma are represented by
white dots.
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Fig.5 Microbial diversity of the nasopharynx in patients with recurrent cholesteatoma versus patients without recurrent cholesteatoma.
A: Microbial composition at the phylum level based on the relative abundance of operational taxonomic units. p values were calculated
using Wilcoxon’s test. *p<0.05. B: Alpha diversity analysis of the nasopharynx microbiome based on Pielou’s Evenness Index, and based
on Faith’s phylogenetic alpha diversity index. p values were calculated using the Kruskal-Wallis test. The horizontal line in the box-and-
whisker diagram indicates the median. C: Principal coordinate analysis of the weighted UniFrac distance matrices and unweighted
UniFrac distance matrices for the microbial communities. p values were calculated using permutational multivariate ANOVA. Patients
with recurrent cholesteatoma are represented by black dots, and patients without recurrent cholesteatoma are represented by white dots.
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Fig.6 Microbial diversity of the middle ear in patients with recurrent cholesteatoma versus patients without recurrent cholesteatoma.
A: Microbial composition at the phylum level based on the relative abundance of operational taxonomic units. p values were calculated
using Wilcoxon’s test. *p<0.05. B: Alpha diversity analysis of the middle ear microbiome based on Pielou’s Evenness Index, and based on
Faith’s phylogenetic alpha diversity index. p values were calculated using the Kruskal-Wallis test. The horizontal line in the box-and-
whisker diagram indicates the median. C: Principal coordinate analysis of the weighted UniFrac distance matrices and unweighted
UniFrac distance matrices for the microbial communities. p values were calculated using permutational multivariate ANOVA. Patients
with recurrent cholesteatoma are represented by black dots, and patients without recurrent cholesteatoma are represented by white dots.
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Fig.7 Microbial diversity of primary versus recurrent lesions in patients with cholesteatoma.

A: Microbial composition at the phylum level based on the relative abundance of operational taxonomic units. p values were calculated

using Wilcoxon’s test.

*p<0.05. B: Alpha diversity analysis of the lesion microbiome based on Pielou’s Evenness Index, and based on

Faith’s phylogenetic alpha diversity index. p values were calculated using the Kruskal-Wallis test. The horizontal line in the box-and-
whisker diagram indicates the median. C: Principal coordinate analysis of the weighted UniFrac distance matrices and unweighted
UniFrac distance matrices for the microbial communities. p values were calculated using permutational multivariate ANOVA. Recurrent

lesions are represented by black dots, and primary lesions are represented by white dots. D: Microbial composition at the genus level based

on the relative abundance of operational taxonomic units. Genera with more than 1% relative abundance were analyzed. p values were

calculated using Wilcoxon’s test. *p<0.05.
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Ao#fa aEE 5 2+ &fif1, KOOS O BH# M % Mgt
L7,
[R5 i3, 6 hHOuIEE 1L Lo#EIEGE S L
N T AT 14%, 4%, 2 step test T 39%, 14%, w1
E 25 CT57%, 18% ThH -7z, itk 6 A HDNH LAY T
Z b, vwaE25F/HH, KOOS & H &A% 0 7
(p<0.05) A%, 2step test iZ/H )1, KOOS & I3HHEENFE
SN o Tz
[%5EH] ACL Hakfhit3, 6 # ACidua e 1 MU Lok
%#éﬁ&ﬁfb,n:%§72b® #1% ACL P4



O HEAEGBEORHEIZAM TS 5.

8. BETF—2ICHIIEEMRETIVEREMRET IV
DiE A FTREME D ARET
pae Tl v

LR <Eﬂ?@ﬁ(ﬂ%ﬂ:§%ﬁ>
[H] EEREICBOTHEENRET L ERAIRET
O T REME & e % .
(7] B % 2 E AR M2 S 2 K & MBS 9 2 R0
& LTSI E 7 v & ALK T As Treated @t
FEi4 5 %E, HBE L ZWIRP & U T Intention To
Treat f#ffi &2 FhE§ 28 ETCEV T HLuY I 2L —V g
VEO, RARRET O LEEIRE T ILOHERE &
APl L 7z
[FE5R] #BI%RAT2E % & O As Treated fiffr T, FElEZER
ETFZRAMRET VLD BEIZEL, /N4 7 2D/
WHEERHRETH 5 Z L s &7z, —Jf, Intention To
Treat f#NT CIEMI € 7 UACEHE A8 I3 R 6 h ik n 5 72,
Uhham] BT = 2o R & S Z B 3 5, @
SRR 7 v & ALHLEGAER T As Treated AT % F2fE 5
BERICIE, FEERIRE T IO HELE X 5 WTREME AR
X,
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9. BIREXY IaL—Y a3 EFXRBICEIT2EEEAN
DHEHFR

. 22 B 2 B e R

it e (G S )
[HH] BRERY I 20— 3 VIEREHOBEEZAD
IRERETT S L.
DIR] A2 4 A0 TR A 2 — 2 —948 ] 1248
HAHELLTEMU 72, RPXEZED2ERMEIE (K
R2), 7 #AED 2 FFRWHMELE (fthy: R2), ARFERAERE
R 6 4 (M6).
[Fik] OFEpidefs, @BAHOEY, OFHM, B+ 2
FHIZOWTT v — bR % . K25 OUHERE (K
¥ R2), e G OWHMELE (fthy: R2), R 6 4-2E (M6)
D 3 T30 TR
(3R] FHEOBICAASGOFORARED [H - 7-]
[EBonbFAE D7) LMEFLLEGOAIZZN
TN91% & 96% L&Eh -7z, HELE T, AHMEZE
BEAHLGO [V 12X THHli & Tz,
(KEam] 4 FAEOBIKFROFE 1L, FHEE L 6 F4 5
8T % Z L O#RITE <, [Teaching is learning| 34k
SIRMg I N7z, 8B FRTHES & L COF O OEE I
HHITH - 7=
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X B m E 3
5 546 [E #

H B M6 4-11 H 21 HOR)
2 B KA KRR ZERER 7R
AR OKHERE

il ‘.ld]:

T B E &

1. Distinct Responsiveness to Rifaximin in Patients with
Hepatic Encephalopathy Depends on Functional Gut
Microbial Species
Rifaximin ;&I R (CE D < FFHRAE
B =X LDERR

O, e K

ERREDEE & A

(K B e 0 8
oo ok om
ot e (K BEE E B R
91 (55 i s e f )
%o gk, mE
CET TR
\ BRI W
i we (22,75, 0 g
L
e (0 o )
v TEEER
ot (% % )
o (KW k%
# (oa"n owox )
e e (BB B K
i soi (5 % &% e )
: K % BB R
i 05 (55 i s e g )
" K % B B B % R
e (5T BT W)

FEPEMGAE (hepatic encephalopathy; HE) (XAFREIZ DR
HIAPHETH 5. Urease #6535 HND T v E=7 (NH,)
PEAERIZ L A1 NH B0 ER2A—KE Eh 52, FIE
DORK & 5B EIEAHTH 5. KF%ETIE, NH, PFEA
X U TR & A5 SENESTR 2 Rifaximin (RFX)
DIGEIHE S #4C, & NH, 1UGE O B K 5 A % 3985
L, HE OJFREICEH S A = X LDMRIHAEHK & L 72,
RFX # %) Bl T (X Urease # B 9 % Streptococcus
salivarius NFEEZJFRHE TH 0, L~ T ZETILA
DG TlfiLrf NH, il & FFYERGE 2 3 N 2770 2 3 2

O EHANRY 6Nz, REXIEEZEDBIOREEE & LT
Ruminococcus gnavus H i) 8 & 71, Urease & A § 5
NH; FE4E § D Urease 14 & #958 L 72. RFX JEE 05T
G O fa SR T RIB R IRE A<, in vitro Tidfy
B T REHBEOIHIZ L D RFX OB E R 2885 L
7z.

HE & 12 % % & NH, [filGE O JF K & S. salivarius &
R. gnavus % A7 L 7z. R. gnavus 1%, LA HE D Urease
WA S, NH; EAEAB L 72, sl kM
RFX ORE IR 2 E0 5 Z & h 5, RFX & OO H#ED
HIREMEDRIE X 7z,

FARXBEZOHRE

1. Regular Exercise Suppresses Steatosis-associated
Liver Cancer Development by Degrading E2F1 and
c-Myc via Circadian Gene Upregulation
AN G ES)IBFETEGFOEME AL /- E2F1 &
c-Myc O3 #FIC K V) RERAFTES:ERT ¥ A 2 NHI 4 3

PNl T Ve ) ﬂ)

wooRE 4 B

[HI] BFBAEF L~ 2125t U TR 25 ¥ B) 4 2

U, B K 2 NENGIT BT 25 A PRI % R4 5.

5] Sl EaEc K0 R L EF2RAET LYY 2

R LUTEMBZ L Yy FILT Y= v 7 &R, HFE

HGE A& F O 728570 RNA & — o v 2@ 247 - 72.

[F55] EHRE~ Y 212 B50WT, FRAAESBROEE %

PRI R S 7z, X 2R AMEEE T, c-Myc & E2F1

OIERBEIEFHEAEENIZ K DK P L THD, -Myc & E2F1

DA VINTBERBIAME L2 25, BEETFTHBIZIKT

TAHZENMER SN T, TuTFrT7 Y -2 ETL

T c-Myc X E2F1 % 534 2 H6E 46§ 2 R EHE(A T Cry2

DEHIC KDL THD, ZOBEENTT28DLE R

57z,

(Fham] ABF7E ik, HHEI 28 B & D 8L 72 Cry2

NTa7T 7 —LfEEIT L Te-Myc & E2F1 & & V8

JBLANLTIRADEREZ LN, HRAMENZ D& %0

Rtk R L 7.

(& KBEF

Vu Thuong Huyen <

R EAE - KRR
2. Tuberculosis Risk in Patients with Crohn’s Disease
on Biologics: A Retrospective Analysis of the Japanese
Medical Claims Database
EYFNEFIRSHOIO- U REEICE T 2 EBRE
JZ7: HEDZET —4N— Z?&H%L\mﬁjﬂﬁﬁ?ﬁﬁ%
= f 2
lﬁm]H$®A%?—ﬁN—Z%ﬁwfﬁﬂ—yﬁﬁ%
IZF T B A & IR E O BtR 2 B 5
29552 HME L.



[5$%] Medical Data Vision tLtDF — & X — 2D & 0 —
VIREFE 28811 AERRE L.
[J7iE] B O &AM B G 4 3R, AP
FR O % RERRAF L E & & U 72 Cox il — F
ETNE ORI 2 2 &2 BET L 7-.
[%55R] 17169 A% @M% & Lz, WP FAE R 17
AT, TNF-aflEFIDOA V7 ) Fv v TREHRT A,
TR LT THREGHNRE AThHo72. TATFXV TN
R Y X2 7GR OGS RIE SR B o7z, BF
RN T TNF-a FHEE A AW EIERSEFERED ) 2 & K1 T
» -7 (hazard ratio: 3.66, p=0.020).
[#55w] HARD 7 o — B HIZ W T TNF-a FHE AL
B RIED ) AV R Th o7z, TATHFXI TR
NP X2 7 G OB SR LD o 7.
[£Z: BEE5L BZE: #E 5. -5B4F X]

3. Postmenopausal Shrinkage of Uterine Myomas: A
Retrospective Study of 97 Cases Monitored Annually
for 10 Years
TEHEOCHZZERARNMNIEBETIME: 10 EFHEE
ETAIL 7= 97 BIDZFREVRET L 5

PN TV R S
stk (0 B )

[H®] s o PR % 18 2R 86/ 2 B 523 5 BRIK T L o

figtHA.

D3] e KAt £ 0 Ji e 1% 4% 50-160 mm T b % 155 fif il

ZH L, PAREETB K OPHREZ 10 -0 1 F98 IR0

WA % 2 72 97 .

[5:] PRERINZEHI L 22 RS T o e B 1% % PR 10

FETLHEMICIHIIL 72, PHRES 5 10 FFHEE IO ff /N

&, PRR 10 NI 5 1R & Offi/ VR 2R L,

IS ERRIRIT R & OBIHRIZ DO THEEHFIIRGET 2175 72

[R55R] PHRE 10 FARMIE O/ N3 BMI 25 AKiDIER] &

AR L MOSEFNC 5 W THRBICK E Ao 7z, fi/ R

BIL Tid, &flEd x5 & UG CIEBR#% 2 4R Tolt

JEDLIREOEE & iR LA E 2 > 72, #EHiEE 2 L

ToORE 3EL ORIz 3 THETL 72354, 2T T

IFRRR% 2 £ F TORENERITHELS Ko7, 3L

TIFHAEZENED SN o7,

[fham] BMI &5 8iBUI PR % 10 FRm R o f /N 3=12 B

545LEZ Nk F-FEHIEIIEHE? S 2 FRIZE

Fep M & 0 < Mg 228, ZRMIEIC ISV TEZ O

AR 6 NE N T E MR 7z

(FE: A #®E BE: FHFEE

i

- BARRE]

4. Fluorescein Angiography for Monitoring Neural Blood
Flow in Chronic Nerve Compression Neuropathy:
Experimental Animal Models and Preliminary Clinical
Observations
7 IVF LA MEEREE AV 7SR M R R
BEQMRE=4Y 7 BETIVE FREBRTR
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” = (KBt IR R A% B
e a% (g 70 7 )
[HE] MEMERAEHEAR R rhARREE (CNC) (2451 % Al
WE=2) VI EOMEAHNEL, LY —-FvTT—
IR (LDF) &H#EL 74 L4 Vils R (FAG)
DOHZEZ T2 Z L.
idg] 79 P BXOCHERRE MW CNC E T LI
FAG & LDF %171\, HE FAREEMRFOBE 2631
FAG % JiifT U 7z.
[5i5] @ aifk 2 5&4i L, FAG & & O LDF % H
W CRABERAL O piR I 2 FEAM U 7=, BRIRAFZE T, TR
BRI IZ FAG 2 61T L 72, HE@ERE T & R
Z IR XUE P E A RRAL & JidT L 72,
(ER] WSFho#Isi ¢ ¢ FAG & LDF 13 HiER &
B L TGRS T A28 L7z, KA DEIEET L Th 5 H
BRBCFEITT 5 & BRUEHENRE & OB FAG I
B S 7z, BRIRIFRIZ W TS, FAGIEEXAEM IR
HEHRFL 7=
[#im] FAG 3R % vt 3 2 53 a FETh D,
EREBNZBWTLHMATH 5.
[FZE: FHFE BIE: cHER - ZERIX]
5. Potential Usefulness of Lifetime Globotriaosylsphin-
gosine Exposure at Diagnosis and Baseline Modified
Disease Severity Score in Early-diagnosed Patients
with Fabry Disease
BHZMHENhEZT7 77 —RBEICETI2HED
Globotriaosylsphingosine D RIFBRE 2 & XE AE IR
Z2 a7 DOt&Et
N . e
[H9] Fabry % (FD) O#ighiz PR3 2 M0, Ok, E
DEFFRERE 2T 2 OMM A Z (LA CE 5 2237 %
Ml L, M/ A A+~ —5—"Td 5 Globotriaosylsphingosine
(Lyso-Gb3) O RFelgis i & ORI % 5§ 5.
(e %] 2016 48 H 4 5 2021 4 3 HIZ@2li & 7= FD /&
& 13 4.
(k] REROREREHE 2 27 (MSSL, DS3) (Z#&BIA
R R —/ME (uMBs), FEIRFEEORETE A2 /A AN
7= % D % modified MSSI (mMSSI), modified DS3 (mDS3)
& U TN & OB &N L 72, & =GR H%R O
Lyso-Gb3 fiti ¥ & 08 MSSI, DS3 DZ BN OWWT & MalL
7z.
RER] 26ilChik - Ok - BiRA DHEIZRD $, uMBs i
12 44, ERREEOMEAEIX 1 4. mDS3 O A RAREEGE & &
IEDMHEE %R L 72, 16 BB & % Lyso-Gb3 fifi i3 3% 2,
MSSI, DS3 IS 2 D&E L TROE L 7.
[i53%] mDS3 i3, & Bhes O ERIEIR 2 24 5110 FD
BFE OB OERIREHM I G F T d 2 nTREME 2 RE S iz,
[FZ: ABES BIE: 8ALERE - BEAR]
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6. Changes in FeNO, d-ROMs, and BH, by Intravenous
L-arginine in Children and Its Putative Role in Asthma
Treatment
NNBIZHT B L-7ILX Z 28k S5 (CK % FeNO,
d-ROMs, BH, DZEALEFHMHRGELE L TOFEE

X B R 2 o 28 B
s (5 TN R

[HW] NODFERTH T LEZ Y 25 L, TTUY

v, FeNO, WEMERMEDOZH & Zh 6 OBtk % RS 5

ZET, RERIEDWREMIAZIAL 22§52 L.

[R5R] A& v o filiEakER 2 T L T 5 2L

b 16 A O WFIE A RE R AE A3 i AT T RE 25 FE

5] B EmERBIZ T LE =V R 5RE T LE = VIE

PR, TAF = VEGHTRL-TAX = VIR

IE & # RN RS- L 7. Wi T Diacron-Reactive Oxygen

Metabolites (d-ROMs), IME7 7V ¥V, MET I /&,

A NO IR Z2JE L, iR E 1T - 7.

(RER] 7= EEHTER5 %3002 -2 T

% FeNO ##/% D 5 & d-ROMs DK FA58% 7z, X 512

5% 60 02— 351X T TV YOI %

¥, D% d-ROMs O | 57-% 780 7.

[f5am] 7rx=rvevxr 77V vofbiE, HEBERE

AP EH 2 2 & CRBRIEMHRNZ LD TREMED B .

(& BABEE BIE: AEEST B AN

7. Non-thermal Atmospheric Pressure Gas Discharge
Plasma Enhances Tendon-to-bone Junction Repair in
a Rabbit Model
EEARET7XYOBHIIRREEZR LT S RE
ETIVTOIREE

[AW) KEARESS X~ (75 2) &, B, Ek

M SIS, AR ZSRE SIS, 22T,

KoL, 77X~ & REEEAsERIc g 5 2 & ChERIETE

DIEHET 2 & A 72, AWEOHMIE, 77 X~ g hid

AR OBIEERIC METHELHET LI L Th 5.

(%] 36 lEOHEBRRAMAL, BTAHWEE T2 1F

WL KREZ, 77257”5651 ecm OFFEETS5 4

Mg L PR, GHIZaY bu—LEE (CBE) & L7

R ICH T A2 RS R THER L 72, it 2, 4, 8T

DM & 4, 8 ETONFa %17 - 7-.

[ER] AR TlE, Kim 6 ORI R EUE 2 2

TIZHEWT4HEE SHTHRIZPHAEOAR TS - 7-.

F 7z, PRECHRISHHERE & RGO ERD 7. h

BT, 8ET P RHIZ I\ THRORBE IR 25 i G

Tho7-.

[KEan] EEASIE T 5 X~ O iSOGz X0,

RS OBE M L2 E RS,

[XZ&: FHF=E BIE: A

- AREERIT]

8. Transcatheter Arterial Chemoembolization for
Treatment-naive Hepatocellular Carcinoma has
Different Treatment Effects Depending on Central or
Peripheral Tumor Location
EEMEC & DYIFETHREICH T 2 TACE DREIKRE

- " pale Tl e
w20 (3ol gt v v

[HR] FEEALE Z & ORI 1 xh3 2 IR b 2= 8 ke

JEE (TACE) DR sh R ORI,

[ &5 8] 2010 454 5 2019 4O YIS B % %

KR LU MIRARE 721X, S 1 em LUNODJE

% % central 3%, 7 N LIA} % peripheral 5 & 3 L

7z. central fi)5 % 9 5 H % central if, TN L%

peripheral T & U7z, TR REAEFM (LRFS) & M

BN (PFS), THRRET %ML 7.

(F5HR] 174 AoRF, 352 MBS S & h, iz

Ty FrIZ&D 96 ADEE & 130 ADNES AR IT N

7z. LRFS - PFS w1 Jtfili 13 peripheral Jif 55 & peripheral

HCHBICHER U7-. central % - central FEIZF¥E - il

BHTEOEOFENY — FIbE R L /-

[#&&%] TACE iZ peripheral #F C & D @WAEERIR 2R L

7z.

[%ﬂ6$41ﬁ185(ﬁ)$%18%%%$ J

(FZ: =K== BIE: BEBL - HE=T]

9. The Effectiveness of Pattern Scanning Laser
Trabeculoplasty as an Additional Treatment for the
Patients of Open-angle Glaucoma Receiving Full
Ocular Hypotensive Medications
RKXHAZE0SRNESROREKARA RAERE ISEMINE
ELTNG—2 LV —GHERTT KT Z BITL 12356
DEIMEIC DOV T DS

P X% Be R o %8 B
e v (7 T )

[H9] 5k R O Sk LB & LT84 —

VL — W -l A (PSLT) #5647 L2856 0fF

BEIZ DWW TG 3.

[er5] 4BeT 2018 4 6 A4 6 2022 4 3 HOWIRIZ,

B T-IRIRE D 7y, e K & O RN & 52 1 T 2 B

P fa s R D RERI 33 5l 40 AR

[hi] dgiEAgE & LT PSLT #5fr L, itk 1 4

OIRIEME, HRE THEE 7 75 v~ 4 ¥ =417l & #et

L7.

(F5R] BRE TREEAS 10% A e U < (BN E %L 72

BHaHRCEERLEZLAOEEAFHM 81 2HT, 1

FTOEARIZ 055, BE TR 20% KD L5 0 %

TIT LT 4.9 »H T, 144513028 ThH -

72, 40 HRHp 3T HRIGEINERE 4 < 1HF M A3 £ 72, 31

AR HTHTEIIARIE 18.5+3.9 mm Hg T& 0, PSLT % 1 4F

O FHIRE I 15.044.0 mm Hg (p=5.74%x10°) THRET

P13 18.7% Td - 7=,



[fsam] 5ok FH & R IR rh O Sk B R 12 x4 5 PSLT

12k AiIAEE, 1FEOBHFAETHRL G TZ 5.

[%ﬂ6$11ﬁ195(ﬂ)$%18%t5f—§ J
[EE: AB KX SZE: BEHAH - F)IE1]

X R v E 5
g 547 [ # =

H B AM741H16HCMK
2 B KA KRR ERER A ZE R
el ABE KHERE - E 1R DS

il Eld]:

u
4 P

FA RN EEROHRS

1. Artificial Intelligence-based Model for COVID-19
Prognosis Incorporating Chest Radiographs and
Clinical Data; A Retrospective Model Development
and Validation Study
BELMN T CEKEBREKT — 22 HARAATL
COVID-19 FEFRID /D ALTHEEET IVORRE L&

REICEIY 2R AEETR
A # B k%R ﬂ)

Walston Shannon < W B 25 W 2% - TVR 2

[H] AKWFZEo HiiE, AREREOERIRT — & &M X
BHAZ#MAADYE T, COVID-19EEHED V% E THlT 5
ATHIBER—=ZDETLEMIETHILTH 5.
[x¢£] Stony Brook University ® 1356 A ¢ COVID-19
AbtEEA PL—= s F =2ty (1083A) &7 2
FF=2Xy b (273 N) 1IZ5HEIL 7.
(7] B, ICU AbE, ATLWREFHOY 2 2 % Tl
T353O0DAl EFNLEFERELE. REFNICEHIRT — 4,
M X MEHE, Mz ANE T2 TETLEHREL,
SHapley Additive exPlanations (SHAP) i CZ& ¥ D EE
AR 72
[(fER] HETHOREETADRED/ST =7V A %
/AL, AUC 0.86, /&% 0.76, ¥ 0.77, FE¥ 0.76 &
Kole, MEXMEEIPHTVIICEOTHEELTRE
U kil & 7=,
[#Ew] AL & 20088 X S5 E O Rl & K7 — 2
DHABRDERTHETHMETLORE 2 ELX G5 Z &H
g Xz, RS N/ZETILIZ COVID-19 %D 7%
FHNZH 7z A AL T 5.

[FE: =K== BIE: # 3% - £F%5)
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2. Tracing the Origins of Plasmodium vivax Resurgence
after Malaria Elimination on Aneityum Island in Vanuatu
NXTYENMET XA F1LBICHFEYT5 U 7HEREE
ICEHRUAAZARY S U T7HEOREZEHT 2

- 7 B R o o %R B
i a3 (5 TR MR

[H] 1997 F127 3 4 F 2 2B TIE~ 7 ) 7HERAER

SN/, 2002 FIZEHE~ T ) 7 HEBFFEL 2. K

e TIX Z OMEORFAEMT 5 Z &2 HIE L7

D] BT 0 1999-2002 FFA 7 4 F 2 ABR2» 5

1372 2086 FZJEIEACMAR AR ICID A, 2000 F 12 M52 5 O

REATHRSIMNE 2 61572 274 MR, 2002 FIEHED 4~

FRE2 51572 248 BADE 2608 Mfk & L 7=,

(7] itz 5 DNA #flifi L PCR T=H#~ 5V 7

DREGENER, BERE,» S 12 HO~ 4 7 a7 5

A bv—A—mkii L, RERERO RN LB RS

i1 - 7=

(RER] P BRSO B A I3 P Bl i 0 fth /5 & Mk U CHBE{ARY

ZRRMEMET U T2z, RSN T AL O 2 Bfk»

2002 4D & Y F RO 2 5 2 4 —I2EHFh Tz,

(#iw] = HE~ 7 ) 7 HEOIEIFEO IR 5 O

BATHZEZEDRENT. MAREE 720D K%

M52 Z LB ETHEEEL 5N,

[EZ: BFEE BIE: R 8- £7%5)

3. No Improvement in 30-day Mortality after Initial
Higher-than-standard Beta-lactam doses among ICU
Patients with Renal Failure: A Japanese Nationwide
Database Study
ICUNEBREREREICHTIELEELZEALIN—F
292 LEOMEAKREIE 30 HEECTEREZHXELEWV: B
ADEET —2N— R

: 5 K% Be R 2 o 28 B
e e (5T T )

[H] BREREEE T E2—4 527 2 23EOYH

BHRIZONWT, [EHEA /A 55 R EHERE 51 X

THIRIR 2 BGE T 2 0 L 5 2 &5 L 72

Cdg] &2 077 v 2 HEDI S G mES B R A~ —

2508 A¥ERE X ICU OB AR ERE 2 4R

L L7

[HE] R—=% 52 4 230~ HEEGRICk -, it

55, HdEZEA S5, L T2 5 R/ROKH

T I VISRRRER A SFEL 72, S5 EL T T VBB

B R—4 708 LEEGRIGHD 30 HAET DN — F b

(HR) & 95% 84dIX[H (95% CI) %, Cox Hfil/v#— F

[ € 7L & D CHER L 72,

(F5R] fbrd RS, R, sz 2855

FEUE A TR A5 EDKH 7 3 T550 %4, 236 4, 139

HThH -7z 30 HILLEHRIE, MR LUt 4 Rz 5% 5

EATITVEICEOWTHENEREET S 2 -7, (HR

1.15, 95% CI 0.75-1.77, p=0.510)
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[fham] FEMeR A2 2 R— 4 7 2 4 ABOY 513,
ICU DB RERsF B O IRTR R 2 G5 LU k) - 72,
[EE: #H7 £ BT B - £FFE5L)

4. Overcoming Afferent Limb Failure: The Impact of a
Modified Rapid Response System and Educational
Program
EHEREZTORR: XRBEREADRENIDY AT LEHK
B7OJ L RIFTRE

T, Ry ez ER = DA N
i (g 7R PR

[HE] BEPREIS S 27 4 (RRS) &, PHILZ0wD

=1k (UCA) 2B HEAHFRR LMD S5 HIYTHE

AENTWED, BICAMEMRIEOMEVWEGALH

5. ZORKE LT, JkED R L WS OREE 4 & kd)

EHXRORH (ALF) 2% 5. KWI%TiE, ALF Wik%H

FHEA L 2R R RRS 5 K UHE T v s 7 20H M

WS MIZL 7.

[Hi] BARDO KRB B 5% A0 & HifE 2 &— b

figi e LT, |ANITHOI — ¥, UCAREEK, HTH

ZroR L 72

[K5R] 2 — L 80310 TABEAH & 720 831F» 5

11.7 B hfEm 275 LU (p=0.08), UCA DAt 2 —n

2202 5 5.7 HFICHIM L 72 (p<0.01). % A #% i,

UCA IZF3 % 4 RERLL BT OWfEE L 23 B & B REfilid

WAER AR L7z (p=0.30).

[K53] ARARRS B K OBE 7w 7 23 M - T A

ZEHEL, 7EKkD RRS 23fd A % ALF O wliRiCH W T—

EDMRND B EHZ AL Sz,

(=& BisEX BIE: #F & - HEHEZ]

5. The Establishment of a Novel Murine Model of
Immune Thrombocytopenia in Pregnancy and the
Impacts of Thrombopoietin Receptor Agonist on
Platelet Production
REM I MR D ERBR S OHEIRETILY 7 ZDOFHR
WS S UM/ MREEICHT 5 NOCRKRIF 28 E
EEBIROTE

PNl T Vs R
e (G Wk e n)

(Hi] % %2 ¥ i /D Bk A 1 %5 38 % (Immune

Thrombocytopenia; ITP) A HfAFURDE T~ & 2 % Hifi

L, bayRRxFZEEFEHHE (TPO-RA) O#t5IC

& B Ifil/MRPEEBE & ARG D FZEZ DWW TG L 7=

[778:] PUlivIMEPUAD 1 27TH % 3T GPIba Hifk % iz~

U 2R TG L, ITP £ 7L &2/ER L7z (ITP Bf). ITP

DiEREEL LT TPO-RA # 1 png/kg, 10 png/kg, 100 pg/kg

(I RARE, SR, SRR 2R TG L7,

[R5R] ITP #ETid, EWEMR~ Y 2 GHER) &L

TH B IMEORD 2 588, JPERIEAZISHEML 72

(RFHATEE 3.8%, ITP B 44.4%, p<0.05). 4 7T®d TPO-RA

TECIM/AMENIEZIZEIM L, BBTFRE R IR A\ D
WBIIRRD h > 7z, PHERECI, ITP B & ik U T
PERIIARICSGE L2 (R ETE 23.5%, ITP B 44.4%,
p<0.05).
[#&5w] $1 GPIba itk DB FHE5-12 & 0 ITP A FHEARD
FIRETFIL <Y X 4358 T % 7=, TPO-RA MM EES: %
e U, A OUEEIZFH G35 Z &6 Mtk - 72,
[EE: B XN =2E: HHHZ - AlGEE]

6. Sleep Problems and Quality of Life in Children with
Epilepsy without Neurodevelopmental Disorders
HREREFEZHSLEVTAPARDEEORELEFEDE

. K o B R o %8 B
st (55 75 e )

[HH] BEHROMEEA TANARDETHOE (QoL) 15

A BB, MRRREIE AR LRGN 5. BCHE S B

PMUEER S L 7290 QoL OFedt & Mih§ 5.

Db ] BIRIEHE: 2022 4 1 H~2023 4 8 H 12 KBRA V.

Kbt & PLRBEZ@BE L 72/ 2~6 SR ED TANP AR

32 A(TA»AR . StEEcEbe L% O 21 A Gt

HATHE) . BROVHEHE: PR REIEO R, MEABE L. BEIR

HNRHP DR,

(5] Wi o U i3 QoL B M4 (KINDL-R) 2, #i

KINDL-R & 1 & & OIRD OB % (JSQ-ES) 2% d 5

[(KER] CAPABETHRIROMEL4AT 3% (JSQ-ES=

80) LA X WnWIR (JSQ-ES<80) » B #His KINDL-R

BrRUIAREL L. B LB © KINDL-R #1551

i, TAPATCRIAEAMHBEE AP ERITEEES

L. T3 EE OB 280 - 83 RI3EEZED 1.

[iliam] BRI 0D SR A AR R AE D 28\ T A2 A SO QoL

ICHE LRSS 5. BlUILTLE RO QoL % IE

U < BHii LTz,

[FZ: ABEE BIE: HLE=i0 - BHEY

7. Association between Hallucinations and Sensory
Processing Difficulties in Children and Adolescents
REFFHICH T IR EBRENIEREE & OBE

moE (% e o)

[HI] LI A ZRMEETA SN, @O HR

) 222D I8 BIEIR7Z 3 Z ORISR IE LIS 5 2T

V. ARWZEO HEE, W IIERIR G 5 1 2 X5 & R

AR OB ARE TS24 Th 5.

[i5] 2020 44 H~2023 4- 3 H 2 KRR 37 K2R 5% 5

PRI B e R e RE 1R % fiki5E 232 L 72 6~18 iDL 304

£,

] X0 BTG IC XD, BREAPEREE

AR 7 0 7 7 A L& FOEHi L 72, L) R4

WIEAR, VPR & AR, MR, BPAZAXZ T A

i, AKPTAR, PRI, SUOMRE R ANGE O A g 2 T 285

ELTHU Y AT 4 oy 7B E S ko 7.



[K5R] WR3 64 A (21%) I2A BN, XI5 & RGP
FHOMNITARE S IEOBEA R E N7z,
[K5am] JEE I 3o 1) 2 20 & LB oD B 3 28
N E Tz REGEBREE AN O AP LI & 0§ 5 v hE
Maid7-0, So6ADHHEFRPLETHS.

(& #H L= BE: AEBESE - HBER—]

8. Neurological Prognosis Prediction upon Arrival at the
Hospital after Out-of-hospital Cardiac Arrest:
R-EDByUS Score
FSVDREIERE ICH T 3, REIERICITO HEE
F#%F#H: R-EDByUS X7

w (KBRS %R R
i et (5 5 N )

| (EN) IR0 0 RO Tk 1 I SR G ] 7 B S ke 4

e T & SR EN T RTHMET L ERET S

[X%] 2005 4:~2019 4,  H A4 [E 0 0 M e b0 it 152

1k 942891 4.

[F¥R] Fhim, ROEBER, N4 22 v 2 —fEAE, HY%,

I % €7 L DR T-& L (R-EDByUS 23 7), ffk

T HRARIIMERE S 7 T ) — 3~5 & L= WbiRlE

g 2 R — b SOMgR B 2k — b 2 hEhT, /E

77 AW EREETLE, A7) b LIt 7=

B ETNEMEL, T—bA Ty TEEHOCTANE

WA RREE L 72,

[KEHR] BRET L, f@i5%ETFLZREhO CHiRi,

WPEEIE R T R — M2\ T 0.851, 0.842, 7 — |

Z b Ty 7T 0852, 0.841, DJifigRAEME T A — bIC

BWT, %0872, 0865, 7— M A T v TIHET

0.852, 0.841 T&dH »7-.

[#53%] R-EDByUS 2 2 713, ki COEPERESH O

EIEZO PR P AT S ERHRS.

[FZE: BRAZ BIE: BREX - BHEE

9. Esaxerenone Attenuates Cardiac Hypertrophy in a
Pressure Overload Model in Mice
IYXtEL/ VIIEARETIVIIDADDRBRXEHET S
PNl T Vs R
#o k(G R R
[H) JE2Fu4 FHEIFFLaLF a4 F2EKT
Oy h—ThHBITHFXL /) iF, BERLLTHHAZN
TWBH, LK) EFTY VI NORBIIMHIh Tk
W, 2T, THFEL ) URTEAMETILY Y BT
% OMERIZ RIE 58 & Meat L 7=
%] 8 Mo C57BL/6 v 7 Z 12 KBRS #421H (TAC)
% 7213 Sham Fili#fEfrL, =9 F1L /2 VI5H (EX)
LB RERE (CNT) @ 2825572 (n=64).
(k] Filitk 2 B sl U, SRR I K O &
B 7L & 4 & PCR % F W 7= 8{n 7 RN 217 - 7=
[K55R] TAC Filitk 24 WA 5 A T £ TORLEHIL
CNTHT30.8% CTdH - 72, EXETIZ0% TH - 7.
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TAC/EX #Tid TAC/CNT & W HREICLERE /KERIL
PMET U T 7z, DA Wi & SR Lo #IE & bk
D fEE % /8 L 72. ANP ¥ & U Collagen 3al @ 7§ Bl id
TAC/EX #E CHREIZHIHI X 7z,
[Wdm] =vFxL 2 Vi3, DK E X UWOHE KB (R
TREAIRIL, FAFRA2EGEL 7.
[FZE: BHAZ BIE: 84ALEE - EHEF]
10. The Clinical Evaluation of Third-generation
Cephalosporins as Definitive Therapy for Enterobacter
spp. and Klebsiella aerogenes Bacteremia
Enterobacter spp. & U Klebsiella aerogenes ®IMIE
I 2ENEEELTCOEIMK L7 7OXKRY >
D E& R 5T
X 5 B R o 28 B
ik A (g 7 )
[H] %31t 7 7a2R) Y (3GC) (&, Enterobacter
spp. & Klebsiella aerogenes (K. aerogenes) 2%V %
INTZEND L. BERIA NN L EDHERINT
B, BIREBREED 7D ICHHEDO SRR LETH 5.
Def ] KB A Sk R ER MR Bt 46 & OFER2#AF 22l AL
PP e 12 T, I 5 € 2> 5 Enterobacter spp. & 7213 K.
aerogenes OMMIERFI % 5 & L 7=,
k] REEZMEPRESRIC & IR % 52 O 726 & AR F5E I
HAAN, HIZ 27~y F v 7 EEHIZ 3GC # & non-
3GC FEOREIR IR 2 ol L 7=,
[K55R] 57 fil & 3GC B, 131 f5il & non-3GC FFIZ G L,
BEESIBIN~ » F v &7z, BRI CA &2
7 <, 3GC T TITREGLIE O HIH A3 BT 7 B K i iy & BE e
LTz,
[#&5w] 3GC 321D Enterobacter spp. 3k U* K. aerogenes
IMAE (X3 5 Y 3GC #Ri%EI, non-3GC #Rik & [FIRIC
BRIRENCERTH D, RGOSR O FFwikIL T THaH T
5 ZENIRE I N
[EZ: #E 55 BIE: £F=5. - EBHEF]
11. Association between Febuxostat Use and the
Incidence of Cardiovascular Events, Mortality, and
Kidney Events in Patients with Chronic Kidney
Disease Compared to Allopurinol: A Study Using a
Japanese Nationwide Database
BUERREEICSTIRBETECER L LT AN
UM, REBLUVEBEFHREDOEE: 717XV ZE Y b
E7OTV I/ —NVEIBEL T —4NXN— R
~ P Vs |
re e (57 gt B )
[Hi] CKD 8% CRIREE THETH L7 2T FV R
gy bRTaT) =TS IET Y ZAEAREL T
3. K7 TidHAD DPC 7 — 4 % vy, CKD E#HD
T2 TFI ALy POLMEA XY bREFERNDHE L
Ta7) s = e R U CEHET 5.
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[ef%] 201341 H 1 HA 5 2020 49 A 30 Higic Bidd#
o[ un & Q5 &7z 60 Ll Eoo CKD 4 21015 44.
[5E] DA XY P BEUCRRTEET Y Mo b L,
Cox [Ny — FEF L THFREHNY - FIL (HR) 25
HL7-.
[#55] DIsE 4 x> b (HR 0.953, 95% CI: 0.854-1.062,
p=0.381), 4%ET- (HR 0.877, 95% CI: 0.760-1.012, p=
0.073) 1B L CTHADOMIHIZ X 2 AR A2TRD b hik
75‘07":.
[#iw] 7= 7% v 24 v b OfiHIZ CKD EE OO0
ARV FRIEEDIRIIZEHF G LA WAREMEAVRIE X 7z,
[(XZE: H58 $ BT BALE - BEAF]

12. The Association between Plasma Calprotectin and
Infra-renal Aortic Calcification in Patients Undergoing
Hemodialysis
MRERBEICHF2MEHLTOTFIF 2 EBTHE
EHAEARA R & DREM

PN T Ve i
w3 (Ko e)

[Hi] Calprotectin 13 L% P AMiIHE 0~ > 2 OHFFEIC

&0 MEAIKALDIEAER 7T b % LEFEHE Sz, b

MZ¥F 5 calprotectin & I kb & DBIHIZIH & 4T

. AU TIRIMGENT EE 12 I 1) 5 IM4E calprotectin

TR & KRG KL & ORI A BRG] L 7.

%] WNZIMAGENTEE 119 B L.

[5E] BT #0E K Bk © 4 )KL 1 CT T i 1% 1%,

Agatston score (2 &k D E Rl L, I4E calprotectin ¥

13 ELISA & v I CHlIE L 7=.

[%55R] Calprotectin ¥ & @ rh Y& i 1% 1089 ng/mL [811-

1639 ng/mL]. HifHRY TiX calprotectin & KEjRAKILIZ

AREBARITRD 5T (p=0.029, p=0.753), LK+

P IC K B EMR TN TR, calprotectin D KBk

BIRACICR T 20 U 2Bl I S h s > 72 (B=

0.086, p=0.320).

[f&Em] MTHENT B 12 W) TLAE calprotectin RIS & K

BRI I3 E 2 BEIERAD S ko 7-.

[(XZE: AEFE EE: AEEX - BRAF]

13. Effects of Smoking Cessation on Endothelial
Function as Assessed by Flow-mediated Total Dilation
MEAREEEEIC T 2RBEAREORMEFTM: Flow-
mediated total dilation &AW T

' X B IR W %8 R
i vk (5 R o s

[HE] FEmEHIC & 0 M NEBEREASH T 5 Z LA

5N T35, 4l Flow-mediated total dilation (FMTD)

PEEZ L A IENRIEREDRHi & UL TERAL S 22008 5

nEETL 7z

[R5R] FEREGH % 20 72 e SRR S OREED 220 118 44

xR e L.

(5] ZSasse R i T & G 4G 20 A% OERRIGIE, %
FMTD OB# A ML 7=, X512, &R 4N,
BEE KDY % FMTD 1252 25RO W THRET L 7=.
[FE5R] BFEBHIA 20 B2 85 Z S A2 L L 72 (K
). —F, 33RIIEHEAFEL TE AL o7z GEEET).
225w AT T OZAL R O BRI 2213 % FMTD 1.17% (p=
0.024) THo7z. %72, % FMTD OZALRIZRHAEH %
INUTRITE, 2ot 1 HFEBEAR, &6 0N, R
FHAARTIMAE R T d - 7.
[#530] SEREETIE % FMTD OEh A5 7=. FMTD (3,
SR O R AT 26 & 5 B L HE A Hhi-.
[EZE: g8EK— BE: BALEE - &)

14. Non-random Distribution of Plasmodium Species
Infections and Associated Clinical Features in
Children in the Lake Victoria Region, Kenya, 2012-
2018
2012-2018 FEDF =7 - EV MU 7#iIO/NRICH F
3V S YTEBEREDIET >4 LA EBET 2K

B4
Omondi Protus Okwato <,j§ + j]': Ejbi Ej; % 21)
(HW] REFJEE, r=7HEHL s b 7 cyiEs
N8I, Plasmodium falciparum (Pf), P. malariae (Pm),
P ovale (Po) DIEG 54 & IRAREGL D ERIK M 7538 % 5T
L7
[J7iE] 2012~2018 412 8 MO KT A A I kK D 6 h 7z
YU T, BB & PCR M TR USRS A e L
7. Multiple-kind lottery model (Z & 1, H£MIZH T 3
H7s B RO VRS M AR L, A4 ZEREE
WIS & R U 7z,
[R5R] &SI M BT & € 25.9%, PCR T51.1% &
g S 7o, PEHMURGED 58.6% L i d £ <, IRE RS
Tid Pf/Pm (23.5%), Pf/Pm/Po (8.6%) » VLI EIZ%
WIET VX LA L 7z IRGEGUE, HUMUSRG & g
LCH#EY 227 OKT (aOR=0.64, p=0.01) ¥ & U}
fEY 22 D 5 (aOR=12.79, p<0.001) & B L T\ 7=,
[K53R] AfF221d, PfE Pm B kU Po E DMIZAA G M
DEMHIMHEAERAR S5 Z L E2RELTED, Pm &
Po OWikE R L EPEOREEM 2B L T\ 5.

[FZ: BFEE BE: BEEE - #HE H]

15. Plasmodium falciparum with pfhrp2 and pfhrp3
Gene Deletions in Asymptomatic Malaria Infections in
the Lake Victoria Region, Kenya
BT =TT 17 M) THEAOEEEH Y Z ) 7EER
MRERERIZE TS pfhrm2 5K pfhrp3 —EXRIE®
FORBEROFE

} S g p e
RTREA <g§ ¥ BB ¥ 2)

[HE] AKWFZIEEEr =70y 4 2 b 7 E A sk 12



BWT, w7 ) 7EEBH T 2 (RDT) AR T0—
DTH B, pfhrp2/3 BT RBEIFLDIEEIZDONTHS
MITHZEEHME L.
[RR] RN RHIENO/NERE R I 2 =7 1 2R
Ll #ME4ARMOrazv sy 3 FLFEDOSIMNE D S
372 5Nz MG~ T E TR & U7,
[753:] XTI ~ 70z RDT, SAMEELH L O
~v 7 ) T2 PCRIZK > THENZZMr S 7z, RDT [&
P42 PCRIZ X - T P. falciparum Btk & 22 X =4
VL, WHO @O 7 a b I LIZHE, pfhrp2/3 12D
T O AT b,
[%5R] pfhrp2 ¥W/RIB, pfhrp3 H/RIBE KO pfhrp2/3 1§
KR Y TE 2 13(10.4%), 19(15.2%), 36(28.8%)
R ENT. T 6 DH Y TILOKE B IE M (80.9%)
& L <3/ & 7= 3 BHMEMIRA LT (73.5%) DREGH H
SY S 5% (Al
[f5am] AF2E 2 & WF7exd S skiZ 36 % pfhrp2/3 iR
HBHRBOFEENFT IR XN, ZOMRIE, Mk~
L C pfhrp2 & pfhrp3 O /KR8 % Rk i) (2 B 0§ % Bk
AL TN 5.
(XZE: BFRE BT BBEEE - £F%i]
16. Effects of an Artificial Pancreas on Postoperative
Inflammation in Patients with Esophageal Cancer
BHEEREOMBREICHT 32 ATREBOE
o K e BE R %R
w (5 W% n o)
[HW] & (EC) 1Zxhd 2 i dh AR & OFiE
ARG L HTEEMES. NLEIR (AP) 12Xk DEEIC
MpE= > b a =g 2 Z &3tk SIE RIS & A DFLE DBk
IEHTH 2 0HeME2 5 5. AWFEO HIVIE AP A5tk 2%
IERIBR B IHEREBE DI TIZHE T2 2045 2
LThHB.
(it 5] o i A4l % 221F 72 EC JEf 96 44.
[5iR] flitk RIS OHERS 6 L OB IHERA: #IA %, AP
EHER (AP B, n=27) & IEMEAGER GfHERE, n=
69) ORI TIEL 7=
[R5 A6l A REdE(L 4 5 72 D A% o I ER EL & 47 Hh R %K
ZARTRIIECRR U 22 bR A I L 72 & 2 A 1POD 1256\ C,
HHERFL D & AP CO TN E AR, - 72, Flishh;
YUY HREZRDEVEOD, JHFEL D & AP B
IZBWTUEA > 72,
[K5aw] AP Offi FH 21 EC i #% D RIERIRIZ % 5 LT 3
ATREME A2 RIE T 5.
[EZE: giB BF BIE: /IIO#% - BHAB—ER]
17. Significance of Prediction Models for Post-
hepatectomy Liver Failure Based on Type NV Collagen
7s Domain in Patients with Hepatocellular Carcinoma
MEVEIS -5 7s EICE D FFREICXT§ 3 5F
YRR EIFARLTFRITT IV OEE
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K F B IR EAE %% R

AL i <ﬁ$ WO S R ?)
[(H®] AR B O 2 PO &I A4 (PHLF) OV
227 W2 BlE X hTw a5, A% PHLF €
FEWE 220, Lol ARSI B0 B IEIV A
27— 7s (Ts) flIZHD < PHLF FHIlE 7L % ks
L7-.
[r5] 2000 4 2 H 2> 6 2020 4 12 H 12 25 FF Al o i
3t LRI OIRR & fiifr L 7z 972 il & xf R & L 7=,
[/7#:] PHLF Grade B & U'C D733, International
Study Group of Liver Surgery 73 & ¥ % Jt #£ % f > 7z,
PHLF RSx4 5 7s O 84 @t L, PHLF Tl /
TS T LB, % OMEE%E bootstrap AIZ THGEL 72,
[%55] 972 #filvh, 104 %% (11%) = PHLF (Grade B: 98
%, Grade C: 6fjl) %#i8& 7. PHLF ¥JEV 2 7%, Ts
I LTI L 72 (p=0.003). BiiE 3 & O Ieds T
AL TR, [RETH - 7. L RN TIZ, ALT 1,
Child-Pugh 737 B, 7sfifi, FHEET-0R, HFUIERHLPH 23307
L7z PHLF OfEfRKTTh 72, WELL/ TS T LD
PEREMRAE T, C-index 7% 0.768, calibration slope %% 0.85
ThoT-.
[#a] 7sflio L5, PHLF JAE ) 2 2 2 801 & & 7=,
% 7z Ts i F\ 72 PHLF Villl 2 €277 4103, RFREC
X3 B HHRHENE DFE AT H 5.

(% G RRE =RIZ: AHEAX - §iE &)

18. Elevated 12,13-diHOME Level in Maternal and
Umbilical Cord Blood Complicated with Preeclampsia
HIRSIMEBEZ &6 L 1R ICH T 2 BAMS LUHE
wMHD 12,13-dIHOME 2E I ERT 3

& S &
LR TN (AR o AR i

[Hi] IEEIMEERE (PE) &40 U 22 e o 5kl ¥

KO EBIEIRIL A TRIA 2 0~ 75 7 4 —EE Ok

(LC-MS) Tf#Mr LIBEOE RS A21T> Z&I12&D,

PE OJREDRIHRNA A~ —Hh — % T5Z & #HWY

L L7

D3] 2023 43 A 6 2024 4- 2 A & TRIRA K FE

FERBEREFE T HPE L 2= iRt w2 R & L, PE & &ff

LU 720k PE BE, A0FL T Wi &2 i & L 72,

(53] 53 66 Wi 24 W T8 DL L BE £ i R 0 % BRI L,

LC-MS #HWTBEE SN EITV, ZOHRTREDE? 5

TMBDE R AT 72, F72, PSR TR

IZBT BB REF Y Fe Fus—¥ (sEH) O¥RBlAE

A L 7=

[K55] PE #ETid, Rtk X OO 12, 13-diHOME

RENPARBICLEFLTED, PEHCTOROMERELH

BaBOMHEAZRD 7. B ToOsEH O Y @4 13 PE

T EIC B > 72,

[#5] 12, 13-diHOME @ L% PE (Z¥61) % SAES % X

MLTED, NAA~v—h—LhBTRUEIRE SN,
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[(FE: B AN BE: BXER - BAREE]
19. Dietary Variety Contributes to Weight Gain in the
Outpatient Treatment of Anorexia Nervosa
HREMEREEDHREEICEVT, SHEMOXEERSE
SEEEMICESY S
o (K B R 5 bE %8 R
st (5% w8
[HEY] *hiEMER 2 %E (anorexia nervosa; AN) {335 L\
IRIREZRI L &h, RERNEEOS —-HETH 5.
ARFZETIE, AN BF BT 2B FOLHM L OHETED
T (quality of life; QOL) A{KTRINNC 5% 5 F 24 Mt
L7
[x%] 2021 420 5 2022 12 YRR 222 L, RFi
% % i &% L 72 body mass index (BMI) 17kg/m® o i ©
AN % 44 £, TR
[5ik] Fip, G5, (A8, ANV 7 4 14 7 (restricting
type; AN-R, binge-eating/purging type; AN-BP), QOL
237, BEOZKEZ T ZWEL, 6 » RO BMI
BB B K & Mt L 7.
[(RR] ANZRTEAFOLREZ I T EV T &1
BMI 0 & ARICEM L T\ /z. AN-R Tl [a Ak B
72, AN-BP Tl kh 572, QOL 227 &
BMI SO BIE L RED 5 - 72,
[f5am] AN BEE O LMD K X B IS KREINCF S
L, SEREEORRIEEICHND ANS ZEXHIWETH [
BEVED B 5.
[FE: HEx=iE BIE B AN - &gFk—]
20. Oxidative Stress and Antioxidant Capacity in
Women with Anorexia Nervosa: Effects of Overeating
and Vomiting
HREMEPEEXMBEDORIEZ L X5 L UELRE:
BEEPIEM OE
e KB BR EAE%ER
ot w0 e )
[Hiy] Bfb2 v 2 &P AR I SRR & OB 23R
BT3B, fREMELEE (anorexia nervosa; AN)
IZE T AHEFIRON S, ANBEOBILA bL X7 —
71— @ diacron-reactive oxygen metabolites (d-ROMs)
L P b ¥~ — & — @ biological antioxidant potential
(BAP) #{#HHFEIERL, MELEEAZINGIZE 2 5
B GL 7z,
[af5] 4BHZ ABE L 72 AN &M 26 44 & fadds 4otk 31 4.
[47:] WifE D d-ROMs & BAP % g L 72. AN B 1C
B, mark, FEwHIME, 4, ¥ K UBMI A,
d-ROMs # & UV BAP 12 IF 884 Mgt L 7.
[%55R] d-ROMs i, AN ## THIEIZIKL, BAP AR
B o 72, BAP IHEHE & IEOMBMZ /R L, i
AR & B OB 2R L 72,
[iEam] 3 L <{KMAREO AN BHIERRL X b L 22K a]

et b 5. BEISHIRLEEZ B & &, a3 piis{tag
KT EE2 25, WEHAHE DR 23 SIRI FH A 5
IRTEDREMD B 5.
[FZE: #HLEFRE BE B K0 - FIEC]
21. Subthreshold Hypomanic Symptoms and Sensory
Processing Disorder in Pediatric Clinical Populations:
Prevalence and Association with Severity
RERKERICH T FBETERERK ERELEEEDH
RELEEEICH T ZEE
o (T we o)
[HE] BE T EREIR & BT ALPRBE T ORS fins J D FEE %
HRSEORONTRIE T Th 5. AWFZEERIE T EAEK %
O NI I 1 B AL PR O A R & B & REAT L,
MiHDOBE A S MIc 522 HE L.
2] 2018 4 4 H#0 6 2023 4F- 4 H & TIZ KBl 7 A%
R e (B KBRA SRR AR wibe) i
R K A2 L7z 5-17T MOEE E xR & L.
(53] BlE FEERIE DEEZE OB & it~ =27
JLES 5 ] OFEHEITHEDWTHE L, BGEAPREEIZHA
SERAIEYE 7 T 7 7 A L & FC TR L 7=,
[(WER] zm#E 1, BME FEBERO & % 8 (=32,
11.4%) & XHEEE (n=249, 88.6%) Z/fHE M7z, I&IE
WUPERE R O R T K OHERERIE, IR O & BafE
FERD & BTETHEIZE 2 - 7z,
[iam] PR E O GHIZ A S T, BIE FEER % &
DYDFFRDOKEMPEZ D PRI LD RENEL B 5.
[FZE: HLFRE BE: ABESL - FIECD)

22. Effect of Recombinant Irisin on Recombinant
Human Bone Morphogenetic Protein-2 Induced
Osteogenesis and Osteoblast Differentiation
th-BMP-2 FE B & LU BFHBEAMMEICKHT S re-
irisin DzHR

cesp (K BE R 2 BE %R
s e (g 7SR

[(HI] A#F%OHKIE, irisin D FEK 2 V828

(BMP) ¥ 7' F %4 L =@t & Bkic i3 2%

IREIT 2 L.

[it%] In vivo FiCid 4 @ik~ A, in vitro F2ER T

&~ Z A R R R R 4 [ 3E SR C2C12 MR A F

7z.

[7] ~ ™ 212 re-irisin ##5-L, SAENICER S A

7= th-BMP-2 5 S 52 PR O i TR X i A & L~

HIEEA & 1T > 7z, C2C12 flllg!Z rh-BMP-2 & re-irisin %

5L, V744 4 RTPCR & ¢ sk~ —

H—REBBEIOCTLAY 7+ X7 74 —% (ALP) if

£ % GFAl L 7=

[#5R] re-irisin £ 5RO BT OB IEE, HikkE X

UM O i 2k ey, JER S L 0 ARICHEmL



7z. th-BMP-2 ¥ 512 X DL 728 - Mlifa st~ — /7 —
FBLE B KO ALP WM re-irisin £ D512k 5 TH
TR 7.
[#43] re-irisin i& BMP-2 if &M A o & OV 2 #ll
b L 72,
(& FHFE BE B KN - FHE-]
23. Epidemiology of Rome N Fecal Incontinence in
Japan: An Internet Survey of 9995 Individuals
9995 ZDA > 2 —% v FRAEZRAVWEZEFD Rome V
BEEZBL-ITERBICET 3EFRE
NI TV R S
AK BE <1¢J ft & W F ?)
[H#] %251 Rome VHEHETHEDBE L Z 23V b
O — UARREA ORI & EFE S, (@B QOL 12k %
BB 5 BAFROE ST . KT B,
KI5 ROV rFELITHI L TH 5.
Dif 5 & ] 18 5% & 79 D — AL 7 # 10000 44 % it
U2, FEme MR, DR, AEIGEME, PRAEEE, K
BRI, R QOL I2OWTHA Y & —% v MiE 4 H
ML, Rome IVAHEZ i 7= ¢ R ZE DA R B T %
WE L 7.
[RER] SRef&iic 9995 44 & f#bT it 5 & L 72, Rome IVA:HE
i 72 TR IEE DR HIT 1.2% CTHFERH QOL I3 &
WP LTz, AEEIETH 2808 (OR 1.82, 95% CI
1.24-2.66, p=0.002) &, Wil £ 38 2% R @ BCVE R IR,
FEREVE N RN,  AERENE IR & 25 5 U Rome IV AHEHUE % Jif
7o SRR T 3R CTh - 7=,
[#53%] Rome IVHEHUE A i 72 DA EIL 1.2% T,
AEIEEE D KT B B WTREME A RIE X .
[%ﬂ?ﬁ1ﬁ145(%)$%4%$$%§1 }
(& EFREL BZ: giEH F-8% X0

24. Association between Serum Alder-specific
Immunoglobulin E Positivity and Seasonal Onset of
Eosinophilic Esophagitis
miEN>/ 3BFENREITOTU D EBGY EIFEERM
BERDFEMERE & OREM

. PNl T Vs R
wa % (3578 w8

[Hi] MyEEmRE RN %Es a7 ) v E (IgE) 2T

HBHTIEL, TOMERORBIEEIC I 5 hFEREkIE & ¥ %

(Eosinophilic esophagitis; EoE) ¢ 7= ffif F8IiE & o Bk

TEEBRFET 3.

[65] 2010 #:~2019 4512 EoE & 22l X h, IMiEIER

2 IgE A A TH 7= 122 fil.

(/5] EoE &% % FIEFHid 2/ fH L, BRIRAT R - N

BEAT L - IMTEIERY RN IgE MR 2 i U 72, K FEO

TERYRE I IgE 251 - BBt 2 BEIC A JH L, {ERTREL

KEHI T EoE FEIEDHE Mk & OB & fEt L 7=

[(ER] B FEHCTORIERZ T hZTh, H254% H

57

34.4%, Tk 23.8%, % 16.4% T, WRTR - RS R -
AR R IgE MR I3 ZHIM TR AR L 57z N
v F PR IgE BiEid EoE 0 2 fifk Foi 14 7512 B
LT, 2% - b FEORRE IgE B 25
FEAE & OBIMAMEEFD 0 5 7.

[am] My&/ N> 7 FFEE IgE BTk 13 EoE o Z itk %
hE & B L 72,

ﬁ:‘rwfw B14B (k) $& 40 /NEHE J

(T2 EEEL B EBRE - AFESF]

25. Genetic Variation Present in the CYP3A4 Gene in
Ni-Vanuatu and Kenyan Populations in Malaria
Endemicity
NXTIANBECr=7 AERMICE T35 U 7ikiTit
D CYP3A4 BIZTFDEGHER

Musyoka Kelvin Brian <'j§ ?j]': @}Li ﬁj;%% g)

[HW] CYP3A4 %34~ 5 ) 7HORHBIZEE T3

2, TV ARKPHHBERD CYP3A4 ZTNICFT 5

T=ABPAE LTS, KWFFIE T hEwiv, Bk

BRAROHELHSPIZTH I EEHE L.

%] 2013 0~ 5 ) 7#EEICKBF 25 =7 142 A, N

X7 263 ADEASINE & /A

(V73] CYP3A4 % W13 %7 J4: b 4K il % £H >k © gDNA ¢

PCR & ¥ =7 v AL, EH%FE.

[%55] 7 =7 ANEFITIZ CYP3A44 % 1B 75 84%, CYP3A4

%15 A 2.5% OHE T, 14 O SNP BFIE Sz, N7

Y NEFITIE CYP3A4 % 1A %' 89%, CYP3A4 %18 7’ 3.4%

T, B SNP C4614T 235 7 F ¥ & ¥ I HE X h

7-. AMOVA I X D ERINZ#E) 2 & <, BEIBZ 83K

WZ &R I N,

(Rsam] AWFZEE, ~ 7V 7ITHIC 51 2 SRR

WROMBENEZRTEDTH Y, 77 7&Ktk

B BREERERPYI~Y 7 ) 7L EEOSGEICH RN 5.

ﬁ\%n 7E1H158 (K) &4 NESEE1 J

(FZ: BFERE BlE: EHEFE - #E 4]

X B W E
% 548 [ Bl =

H B AM742H6HCCK
2 B KIRAS KRR BER A 7R
AR PR E 1

il ‘.ld]s
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1. Role of Fyn Expression in Predicting the Sensitivity
to Platinum-based Chemotherapy in Patients with
Ovarian Serous Carcinoma
EFREEREICHS T 377 FFREABRZHOFAIC
T3 Fyn BIWOEE

~ X B R o 28 B
e (5 W e o)

[HH] TIN50 5 Fyn ORBE 77 F 4l

FIEZ M6 KOk & OFEMIZ DWW THRGT L 7=.

[X5] 2005 4:~2014 4 12 W6 & 17 > 72 I BEAE e M

I - IV 49TE 5 64 141,

(5] B0 7 5 F A G2 5 6 2 HAm TH%E L

7B (779 7 SANKPUERE: 35 1) &, L7208 (7

7 F F AR R 29 ) 123 JHL, Fyn ORH % L

MG U7z, INBOEMEARIC Fyn @O siRNA 23 A L, 1t

FIRERZMEDZAIZ DV TG L 7=,

(&SR] 7 5 7 BAMKH IR & &2 RO Fyn OFBLO

PIMEIZZNZEN 9 M, 6 e T T FFEAKPER CH

BITE o2 (p<0.01). A FHRNIMCER A RIS

Bif7Z o7 (p=0.02). ZZAEMHIZT Fyn OKAEBH &

7T FFIREZMEEMNL UTHBI L Tz (p<0.01). IR

Mk T, siRNAIZKD Fyn ORBLZMHIT 2L, &

LRT T F U ANDEZUEPHEFIZLERA L (p<0.05).

[#&3w] Fyn ORBUIEITINATROED 7 5 F F BAEZ

PECBHE S 2 TREMEAVRIR & 7z,

(FEZ: A #®F BIE siH & FHBE—

2. Predicting Recurrence in Intermediate- and High-risk
Stage I B-I B Cervical Cancer Treated with Adjuvant
Cisplatin and Paclitaxel Chemotherapy Post-radical
Hysterectomy: The Role of TBX2 Expression
IEAFELHHENRICHEIEELE LT TP EEEIT -
BRYP~5ZVR V2B FEEEIB-IBHOEETF
) TBX2 EHD%E]

< Pl T Vs R
prn e (3 e o)

(HE] RN a4l s, fiEe LT TP#RE (v

AT TF v, o) AF ) BT 7T EKE1B-1B

# (FIGO2008) Z# 1} % T-box (TBX) 2 D FEHL & F ¥

DOBEIZ OV TG L 7=,

ek & L] 2014 4-~2020 4212 G BE TR E 1T - 72 1

AN 100 il &2 b & U 2. MEERET 85 il & BT 15

BN HHL 72, TBX2 O ¥ % i b A IS fEt L 7=,

% 72 e SEHEMIIEAR 12 TBX2 O siRNA 238 A L, b2y

BEZ D LAY & T L 7=,

[K5HR] U v SHilsfId iR CL < (p=0.026), MLERA

EERM CIERME LEE» 22 572 (p=0.01). TBX2 ®

FBUIHBH CHRICE2 > 72 (p<0.01). ZERMEHT

TBX2 O FEHL & FR M U CHB L Tz (p<0.01).

¥ 72, TESEEMEETCTBX2 #%ld3 Ly 275 F

YV OREZMEN EH U7z (p<0.05).

[#Ew] TBX2 O R BUIIAN T 5 2 ki 2 1wl b ik &

LT TP AT > 7 FRh~mEY) A2 %H$ 5 1B-11B

WO TFESHEOMRE T T &85 2 EARIE S,
[EE: A %% =3E: §iE - ZBE—)

3. Possible Role of QRS Duration in the Right Ventricle
as a Perioperative Monitoring Parameter for Right
Ventricular Function: A Prospective Cohort Analysis in
Robotic Mitral Valve Surgery
AZE QRS EFE OB WTEAA EHEEFMEiER & L TOMEE
e OKy PXETEEAFMRICETIEmMEIR—
&

Ve e X % B R wE 28 B
we ek (7 = TR

(H] OIETFHIZ 35 5 A EMARHE R I L Qo

W72, AENOERX QRS K (QRSgy) DA MM E#

L7z,

D] vk b SZ8E PRI 2 T E & R

F M H TR & LT

[7i] —REHIRR— > Y 7 h F = F L EHOTHE

WOEX Zieex L, i, Frllidasirh, ATOMhEER %,

FAHHE T HTD 4 W5 C QRSgy A HIE L 72, IR AU S

BOT O —THEREZE (RVFAC) & ikl L 7-.

[#5R] QRSgy (& FifihIcHARICHER L 724, RVFAC I

BREREAEZ &b > 2 HEN S TIid QRS 1&

RVFAC & OMICHRE B 230 724, HOEIRER

HEE L ORI & A o 72 i % QRSgy >100 ms #f

(26.6%) TIiZICU HHAEMBAEZICE L, Cox Mws#Hr

T QRSpy IERD AN HIELBEHRKFTH - 7-.

[#5ii] QRSgy (F JE il O E R REFEMFEIE & L T

RVFAC &0 3 HHTH 5 [REMED R S 7=,

(F&Z: % & BZ:alH & - BEKXZE]

4. Impact of Changes in Psoas Muscle Index on
Prognosis in Patients with Colorectal Liver Metastases
KGEEREEEICH T 5 Psoas Muscle Index Z{ED
FERFELTOFRM

= P Vs | T
wowas (5% nw o)

[H9] CIERASBE KRG EaAe 8 DAL PR A RE D&

TR EDEALD TRIZIE T B A KET L 7.

(5] 2008 472 & 2016 412 (LR % 203 72 VIBR AN BE

KIET AL 85 47 .

(5] G A 3eknn & G HD R E R CT 2 v,

ZhZhIE L L OBERHOWHIRE (cm?) % &R0 2 F

(m? THHIEL T Psoas muscle mass index (PMI) (em?m?)

R L 7Z. PMIL A 5% %A %4 % PMLIEAHE (29

%) &L, 5%LITF oA % PMIIERARE (184) &L

THRKI B3R & Wat L 72,



[#5R] PMI WA BESE AR UIER, —AEROZE, CRP
e, 5% #MBAAHEWD EARBICBEE L T\, £
PMI 3% 4 #f (& Overall survival (OS), Progression-free
survival (PFS) &3 IZARIZTPHEARTH D, HHE
7 Partial response (PR) T& ZAEfIT & PMI I HEA
OS, PFS L3 ICHARBICTHARTH > 7-.
[fim] UIBRASBE RIS iR B 12 fo W T B BEA A
Hi#% O PMLI&AIMSL PHRARRK T TH D, & ITWHEHE
PRI E T PR & HIE S N7 BR8HITHWTE Tk
THNZAH 2 e RIE S 7z,
(£Z: 5B & &IE: BEEL - = F-)
5. Location-based Selection of the Surgical Approach
to Preserve the Hippocampus in Lesion-associated
Temporal Lobe Epilepsy
RERERZTICHE S AEEETALAILE T2 EREED
& DFMENEEDZER
, K BE R %R
it 1605 (g T e )
[H#] w62 FaiglERIC X 0 ¥ %2RT UREURO
AEAT o TBAEERZE I PR S JITEE T A 2 A (TLE) I
K3 % HVEH RS & SR A T 5.
[Rbg & ] WEYIRO & %175 FlizhEHRIE, B2
v 2% (TS), #FRE (TO), MI¥E T (ST), /R
7 b (SCTT), #EKEEESE (TC) »HEIRL 7= H
i & Pt AR R RE DB, PR L, UIBREIR, WO
FAZDWTHRET L 7=,
[F55H] T 0 22 B2 35T, TS 236 i, TO A1
B, ST #3341, SCTT »35%l, TC 7 HITHEIRE N7
18 BRI B CTh D, kil RIERE2 AL L 72 &
FHixOkhr o7z 12 FNIHESIERZ TH D 10 FlEIEEL
MIRETH > 7. &M 21 HITH LN, WEDFHRIE
B o7e.
[fGam] MITERERZE 2 1E > TLE (ISx§ 5 15 2 A L 72
WAYIRRIE, RBIETHRB K OREERAERRIC B W T RIT &
fREad 7265 LELON%.
[%$u7$2}%45 (K) & AR ABRT }
[EZE: #EBREIX BE: =K=E=iH - FEEE]

6. Effect of Photodynamic Therapy with 5-aminolevulinic
Acid and EDTA-2Na against Mixed Infection of
Methicillin-resistant Staphylococcus Aureus and
Pseudomonas Aeruginosa
AFI)UMHERE T FURES JUORIBRERSBRERE
BEEICNTE5-7I/LTUEE EDTA-2Na 2 H
W RBRNFFEDRE R

i yen (R BEEE 2 BF %8 B
st (o 70 T )

[Hi] MRS R RS S xh U T, miER 2165 &

W 2 IR & LTk B 1% % 1 (Photodynamic

therapy; PDT) 12 EH U7, A F3) VidE#@ 7 F ek
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(methicillin-resistant Staphylococcus aureus; MRSA)
B X ORRIERE (pseudomonas aeruginosa; PA) 13K F
xS & B FEAIMMER TH 5. Sk~ i1E, MRSA
BEROPARGEEREHSGICNTS5-7I /v T ) v
% (5-aminolevulinic acid; ALA) & EDTA-2Na % I\
72 PDT ORERIRIZ DN TRET %175 7=.
[/7£] In vitro T MRSA & PA IZ %t L T ALA-PDT (5-
ALA 0.5% 1 & U EDTA-2Na 0.005%, #%5; 410 nm, HE;
9 J/em®) ZATVy, HEATHTH TR B % K L 72, In vivo
T, Y A REEE T TV AR L, 5 MRSA
& PA ZRAEGL X ¥, ALA-PDT % 14 HRMEfF L, &
iRz E L 7z,
[#5R] MRSA & PARAEGISN T 5 ALA-PDT i, #&
FAIR AR L 72, MRSA & PA JRA RS R 5 12 5
% ALA-PDT fafT#E i3, MEIRHHE & i USRI 5
AN L 7z
[#53H] MRSA & PA O ¥RE SR I IZ 5§ % ALA-
PDT 3R Z /R L, KEESOREZIEET 2 Z &
DURE N7z, JRRIIEFREIE MRSA & PA ORA &Y
JEIZR L CTHRICTd 5 eI RIE S /e,
[’%%D 7TE2R5H (K) ZEA4RE NEEE 1 J
(FZ&: BBEXEH BE: £FF5 FHFE]

7. Beneficial Effects of Ultrafine Bubble Shower on a

Mouse Model of Atopic Dermatitis

T hE—MEEBRETINIIRIHTEIVILENT T 74

SPINTIW v T—DBFEEWMRE

. A= S T
e wE (7 N o)
[HW] 7 ¥ —MRE2% (AD) &, BR&/N ) 7 BReREE,
2RURIE, ZHOHEWEORHETIHEELRTHS. ¥
L5774 Y37 (UFB) ¥ v 7 —I2EE 1 pm A
DRIAERET DY v 7 —T, @OiiFh & IREED &
5. UFB ¥ v 7 —® AD 27 235 & Wk L 7=,
[(H&] a+veayves=dikfiiiti? (DM) FH~~ 2
B4 va—u4Fv (IL)-33 VT VAV 2=v 7 (tg)
YIAD2DODAD BTNV T X EHW.
[5#:] ®#EF 0%, UFBY v 7 —RE, WY v 7 —1,
EEIRIEIZ T, ¥ v 7 — B % 7T~14 HIEFT - 7=
[#55%] Db AR~ 2T, iy vV —HOKELEZTT
DWFE - KIE O IL-4 & IL-13 DFBUK F, # &K U UFB
VX U —THETORERE YY) 7 By O RN A 5 L X
LCHERR L 72, TL33tg v 7 2 TR ERETE(L A & h 5 72,
[#&5w] UFB > v 7 —i3, 2 RUSAEMES 4 b o 4 v &3
S, BIE N TR AL, 7Y —MEE R
e
[%#D?EZHSEI (K) #& 4B hESEE 1 J
(X% EBEXEH 2ZE: AmET - ABEL
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1. Respiratory Muscle Strength as a Predictor of
Exacerbations in Patients with Chronic Obstructive
Pulmonary Disease
BMHEAEMMRBEDOEETFARF L L TORETHH

X % B R o 28 B
st (g % 2 )

[H#] 1S PEEHZEENZEE (COPD) BEIZED 65 E

A ORBERS L, BRI BIMTAE, QOL DX

Ta&7=6L, EmPRICBRTZ0HETH 5. T

ERETD—ERT B 5 LRIFIZIFR Y 2 7 AIZ5-4 5 7

8, WA RERENIE COPD OWREILRICAH & & 2 5

5. WAL, FRIRF A COPD B RIF T 28 4 K

A0, BAME IR MFRAEIEHL 7 .

(X %] 201546 H 2> 6 2021 412 A2, KB iz k2

[ = 5 Btk g i Be C I e 75 ) % I5E L 7= COPD f& 4 208

4.

(5] Cox [mIR4HT % HIvy, IRIRAHFIA COPD B4 K

FT B AL .

DRER] M S P3O L2 ) 227 KHTFTh -

7= (% ¥ — F b (1SD), 0.521; 95% CI, 0.317-

0.856). AR HTIZINT, PRI IS T 232 B s 5

BREFEFEIZRIT L TWA Z EAURE .

(am] PPIR A% 1K T ik COPD $§ ) 2 & @ b5 & B

L, &5 EEABEREEIC RT3 2 TReE2 5 5 .

[£ZE: TNELC BIE: #BHAZ - /O]

2. Dynamic Relapse Prediction by Peripheral Blood
WT1mRNA after Allogeneic Hematopoietic Cell
Transplantation for Myeloid Neoplasms
FRAEIM WT1mRNA £ AV - BHEIEE (X9 5 AfEE
BRiEREEROBNERTA

s PNl T Vs R
e ARy

(Hr] [FfEE e fehd (LA, [RIFERERE) mi o> Ht

VST IR e [ FEFS R 2 (A1~ & LT WTImRNA % 1A 7=

YA T E 7OV A [RIRE RS A B P 7 OO T IDRS B 1 F 023

5.U 5 %2 Hek L 7-.

D] 2007 41 H A 5 2020 4 3 HiZdB W TRRA A
“CIRIFRRE N 2 52 F 7= SR B RETE T 109 35 & OV B
JERETHEOEZ E xR & L.
[HiE] 5V Fv—2 2 — 58— FF )& AW CEI Pl %
T, KRN A 17 - 72, 4 TR O [RITEFS AR A 120 2
T, [AfERRERT WTImRNA % F s 7= [RIFE RS A ai € 7L,
[AIfEfEHET: WTImRNA # W8T 7L 1, ZDZEAL
LR L 28T L 2 Z#FA%E L 7-.
ER] I ET L2 REEOKEE THEL PHIL
(AUC 0.89), RifkaF+ V)7L —vaviafz BT
TIOVISARIRE A IS TR 2 MERF T & 72, IIREEFE IS0 T
35 90 HuEiA 5 PHIERD %208 7.
(ham] B P UIE 7OV BMItE: & @RS TR %
FHEH T 5T &ENTE.
[EZ&: mEEX 2ZE: IOk - E2EAH]
3. Prognostic Value of the Modified Cachexia Index in
Colorectal Cancer Patients Undergoing Curative
Surgery
KIGREIRAYIERSIIC & (F 5 modified cachexia index @
FEFHE~Y—H—ELTOFAM
4 pale Tl S
mu w5 e o)
[HA] Cachexia Index (CXI) (3 EE DBHNRIZHK
A NIE T pre-cachexia MM TTHET H 5 2%, H &t
OWEN BETEHPEMTH 5. AWFZETIE, MpRE
2 v7F = (UCR) % v C i 12 55 vl g 2
modified CXI (mCXI) & KIEiEEHED V% & OMHBE % %
RN RRET L 7=
(%] HEYIRR % fiafT L 72 Stage T~ 11O KM 291 .
[5#:] mCXT i, [y 70 7 3 Al ]/ R b i gk
) VoSERIEXUCR] & L CEM,.
[#55] (K mCXI B (192 f5) & & mCXI#E (99 i) @ 2
FEIZ P HA L 72, K mOXT #1342 /7R (RFS) &
KO RA I (0S) PWAERIZE L, HARWEEM KT
S RBHIZ BV T E mCXI A7 L 72 RFS, OS O
%K TH -7 (RFS: HR=2.833, 95% CI 1.321-6.076,
p=0.007; 0S: HR=3.075, 95% CI 1.046-9.042, p=0.041) .
(5] mCXI i3, KBEEMGEUIERKID pre-cachexia D
Hy & PR TUNE 2 TR RIE 7z,
[%#D?ESH 1838 (k) ¥&18M €3+ % J
(X% f@REE BIE: faKE—FF - gl 3]

4. RBM17 Promotes the Chemoresistance of Oral
Squamous Cancer Cells through Checkpoint Kinase 1
RBM17 3F v 7 KRA > bxF—E 1 2AaLTORER
T EEEEEOLEE AR ZCET S

Pl Vs | T
sttt (o0 5 o )

(H)] DR BRI IR UIBR 2358 — 32 R A il

EHE L U CHUR R R AL 2 O L & FH VL 5. il



2B B SAIMMEOMEEMSIZ, ZhE TR EhTE
5T AN =X LD V% fFAT 572 RBM17 125 H LIk
s L7,
%] 5 oov b Ok EREMEkk (SAS, 0SC19,
SCC-4, HSC3-M3, HOC313) Zx% L L7
[}i#] MTT 7 v €4, RT-PCR, w T 247y ik
T, IC50 OFLH, FEAIZFE % O RBM17 BB OZ
{t, RBMI17 #&{Z T/ v 7 & v % OKAEZEOZLE
XU CHEK1 % v /527 RBOZA % #i7=.
[#55:] #iakko 5-FU & CDDP ~D##1Z X - T RBM17
DBIET - & VST BEORBEN LR U725 PTX ND 25
'3 RBM17 % Bl D Z (L1378 & 7 5 72. RBM17 # (% 1
Jw 2Bz k D, 5-FU NO#EAEKZENEEIZ EA-
L, CHEKI1 ®HOJD & [FRHZ5E80 7=
(Em] i U 72z e P B ROEMI I 30T, Ml b
PEHUOREAIZ & 5 DNA # x — 2T, RBM17 @£ 1 - &~
IS BRBLO FRARE X7z, RBM17 (& CHEKL D%
BlARIE L, FEMlaoERRZMER O EL 52 5 2
EWIRIE SNz,
[%iWES}EHSEI (k) HFE 18K &I F—F }
(£Z&: giEH & =BIZE: BEKAH - \XEM]

5. Development of an In Vitro Electrical Impedance
Model to Assess Cytotoxicity and Antifungal Efficacy
of Aspergillus fumigatus
Aspergillus fumigatus DS & MERE R = Ff
§ 270D in vitro BRA > E—4 > ZETIVOBFE

2% R 2 7z R
et w2 (g e o)

[H1] Aspergillus fumigatus (&, FIEAEHIZZIEN %

EYUE# 5| E R ZTRIRE TH 5. AW T, HkA

A=V VT LBRA V=K A AL DERH L

in vitro ET L &R L, A. fumigatus B XUt billzo

MAAEH & VIEEREOH M % Gl § 2 FEORIE 2 HiY

L L7

[5i:] v bHlakk & A, fumigatus O34 T % 58 L,

BRA V=& v 22 K B2 & BB & RIREIC AT 5

7o, XHIUC, PIEWAIZRNL, A. fumigatus 12 & %l

Jle b D ] 7 BEA L 7.

[K5R] FWRORECEY, MiakEsErs e, 4

SAVE=Z U ZAMEFT B Z LRI NSz 72, B

RS OMEFREARNT 5 Z & CHEOKEZIIHIL,

BRAVE—LVADWPE L THRAS I LN TE .

[#am] BXA Y E—F Y ZALWHA A=V VT EHAS

b¥ 35 Z & TA. fumigatus & &0 72 RIKE O MR

K OPE RO RS2 M & F I 22 D 15§ 5 T34

LB/ AZ LRI

[%*WESH 148 (k) $Z 4B AHET }

(% EHEF BZE: AEEET - #E 5.

6. Prospective Analysis of Factors Influencing Inter-
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individual Variation in Trough Plasma Voriconazole
Concentrations in Older Patients -Impact of High ai-
Acid Glycoprotein Levels-

AUIFJ—OmEEF b7 7 REQCEGEEEICHE
5 Z5EFORIEERE-Sal BEESNJED

EEM-
PN A Ve |

TR (o 7 e ot )
[H&Y] £V a3+ V=) (VRCZ) ZIM4EH + 7 7% (Ct)
OAARBZEE 2K Z V. S0, Ct OFRFZ BR8-S
BT E#RFEL, 5%D VRCZ DGR TS Z
LaHWME L.
%] 2020 47 A4 5 2023 49 A T, BiiRaEx
fgt v %4 —IZCVRCZ % L, BRI DOZSMIEE
1972/ 30 A.
[53£] VRCZ #5-Ritht% 7 HHE TO Ct, KEH7-D D
P55 MER, fEEh, 7A 73V, al-AGP, CRP, CLer,
CYP2C19 DA%/ 3#F (PM, HEM, EM), #5qi
DALBI 237 %#FEL 7.
[455%] C/D (Ct 2#(AFHH =D DHETH 5728 D) L
(BT 2T HBR RIS, B M T C/D L, CRP
B LV al-AGP DAHREICHBI U 7= HEIOVR 35T O 5 R
i, AEY7-0 O, CRP, al-AGP " F k4
5224 O0OHMERTH S ZLromEhsz. R RE
v Ct 2Pl 2 ERYFR AR L 72,
(%] Tk %13 VRCZ O Ct 1284 5 2 2 B BADOH
[K % 5FH L, al-AGP @ _E5-4% Ct DI T 2 A3
BETHBZ L AT
[%ﬂ7$5H14H(*)$%4%k$%$ J

(& AmERT EZE: EBEF - #HE 5]

X B W E
% 550 [ #l =

H B SM747H17 0K
2 B KRBRAS KR EBEE 2R
AR OKGHERE

il ‘.ld]s

FARIXBESOHRE

1. Staging of Tau Distribution by Positron Emission
Tomography May be Useful in Clinical Staging of
Alzheimer Disease
GEFREMBEREZAVESIVEAMMDRAT—T >
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G ETIVY INA T — R DA
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) B#EIZTTIuAFp

Wil & AR

[H#] 7Ly v4 < —% (AD
(AB) B ovEADOEMEME L, R
ERET L 7z,
(5] AD 35 6 f5il, B8 aRAImRT i 2 (5, (R ot T
12 ffil & %t 512, Positron Emission Tomography (PET) iZ
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