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Lewy Bodies and Parkinson’s Disease: Mechanisms, Formation, and Propagation
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Review Article

Lewy Bodies and Parkinson's Disease: Mechanisms,
Formation, and Propagation

Shogo Moriya!

-Abstract -

Parkinson's disease is characterized by the presence of Lewy bodies, comprised of abnormal
a-synuclein aggregates. As comprehensive understanding of the disease’s pathogenesis remains
unclear, specific treatments and medications have yet to be developed. Since Lewy bodies are
cytotoxic, their formation may be involved in the pathogenesis of Parkinson's disease. Moreover,
the propagation of Lewy bodies between neurons is likely involved in Parkinson’s disease
progression. Therefore, elucidating the mechanisms of Lewy body formation and propagation is
necessary to explain the disease’s pathogenesis. This review summarizes recent reports on the
mechanisms by which abnormal -synuclein aggregates in neurons are formed. We also discuss
interneuron propagation of a-synuclein aggregates, the mechanisms of Lewy bodies formation,
and Parkinson’s disease pathogenesis.

(Chiba Survey Res J 2023;12(1):4-12)
Keywords: Parkinson's disease, Lewy body, a-Synuclein, Macrophage

1 Chiba University, Graduate School of Medicine
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Review Article

Assessment of Motor Function in Patients
with Cancer Using the Locomo Test

Takeo Furuya!, Masashi Sato!, Hiromitsu Takaoka!, Yasuhiro Shiga!, Seiji Ohtori?

-Abstract -

Advances in cancer-related diagnostics and therapeutics have improved the life expectancy of
patients with cancer. While the treatment modalities have also diversified, maintaining
adequate motor function remains a key element in treating the primary disease. Therefore,
monitoring the status of motor function from a locomotive perspective in these patients can help
improve their quality of life. For this purpose, we conducted a locomo test and sarcopenia

assessment in patients with cancer on an outpatient basis. Patients with cancer group showed

lower locomotor function in the locomo test compared with those in the noncancer (control) group.

Of the two groups, 51% and 13% participants of the test and control groups scored grade 2 on
the locomo test, respectively. Meanwhile, muscle mass and trunk muscle mass were significantly
higher among women in the control group. In conclusion, even at outpatient level, patients with
cancer tend to show a higher incidence of locomotive syndrome, of which women are more
affected by sarcopenia compared with the participants of control group.
(Chiba Survey Res J 2023;12(1):13-21)
Keywords: Cancer, Locomotor function, Locomotive syndrome, Locomo test, Sarcopenia

1 Department of Orthopaedic Surgery, Chiba University Hospital
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Cost—effectiveness of managing HBV reactivation in patients with
resolved HBV infection treated with anti—CD20 antibody for B—cell
non—Hodgkin lymphoma

Misuzu Fujita’?, Shigeru Kusumoto®, Itsuko Ishii’, Tadashi Iwata®,
Takehiko Fujisawa, Masaya Sugiyama', Akira Hata, Masashi Mizokami'
Sci Rep. 2022;12:7365.

doi: 10.1038/541598-022-10665-3.

There is no universal recommendation for managing the reactivation




of HBV in patients with resolved HBV infection treated with
anti-CD20 monoclonal antibodies for B—cell non-Hodgkin lymphoma.
This study compared the cost—effectiveness of two commonly used
strategies: prophylactic anti-HBV nucleos(t)ide analog therapy (Pro
NAT), and HBV DNA monitoring followed by on-demand antiviral
therapy (HBV DNA monitoring). Using a decision tree model, the
incremental cost—effectiveness ratio (ICER) expressed as cost per
quality-adjusted life-year (QALY) gained was calculated. The
threshold for cost—effectiveness was set at 5,000,000 JPY, equivalent
to 45,662 USD. In a base—case analysis, HBV DNA monitoring was
found to be more cost—effective based on the calculation of ICER as
132,048 USD per QALY, a value that far exceeds 45,662 USD. The
same results were consistently obtained by a one—way deterministic
sensitivity analysis, even after changing each parameter value within
the predetermined range. A probabilistic sensitivity analysis with
10,000 simulations also revealed that HBV DNA monitoring is more
cost—effective than Pro NAT in 96.8% of cases. Therefore, this study
suggests that HBV DNA monitoring is an appropriate managing
measure in Japan from a cost—effectiveness perspective.

! Genome Medical Science Project, National Center for Global Health
and Medicine

2Department of Public Health, Chiba University Graduate School of
Medicine

3 Department of Hematology and Oncology, Nagoya City University
Graduate School of Medical Sciences

“4Division of Pharmacy, Chiba University Hospital
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Implementation of a self~sampling HPV test for non—responders to
cervical cancer screening in Japan: secondary analysis of the
ACCESS trial

Misuzu Fuijita!, Kengo Nagashima®®, Minobu Shimazu®, Misae Suzuki®,
Ichiro Tauchi®, Miwa Sakuma®, Setsuko Yamamoto®, Hideki Hanaoka,
Makio Shozu®, Nobuhide Tsuruoka’, Tokuzo Kasai, Akira Hata®

Sci Rep. 2022;12:14531.

doi: 10.1038/s41598-022-18800~w.

A self-sampling human papillomavirus (HPV) test could improve the
morbidity and mortality of cervical cancer in Japan. However, its
effectiveness and feasibility have not been demonstrated sufficiently.
Hence, we launched a randomized controlled trial, which is ongoing,
and report the results of a secondary analysis. To ensure autonomous
participation with a minimum selection bias, opt—out consent was
obtained from women who met the inclusion criteria, and written
consent was obtained from those who underwent a self-sampling test.
The number of women who met the inclusion criteria was 20,555; 4,283
and 1,138 opted out before and after the assignment, respectively. Of
the 7,340 women in the self-sampling arm, 1,372 (18.7%, ordered and
1,196 (16.3%) underwent the test. Younger women in their 30 s and
40 s tended to undertake the test more frequently than older women in
their 50 s (P for trend < 0.001). Invalid HPV test results were rare

(1.3%), and neither adverse events nor serious complaints were

i SCIE AR

reported. Despite adopting the opt—out procedure, more women than
expected declined to participate, suggesting the need for a waiver of
consent or assignment before consent to reduce selection bias. A
self-sampling HPV test can be implemented in Japan and would be
more accessible to young women, the predominant group affected by
cervical cancer.
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3Research Center for Medical and Health Data Science, The Institute
of Statistical Mathematics
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Changes in the number of cancer diagnosis practices due to the
COVID-19 pandemic: interrupted time—series analysis using the
National Database of Japan
Misuzu Fuijita!, Kengo Nagashima®®, Kiminori Suzuki, Tokuzo Kasai,
Hideyuki Hashimoto, Kazuya Yamaguchi, Yoshihiro Onouchi', Daisuke
Sato', Takehiko Fujisawa, Akira Hata
J Cancer Res Clin Oncol. 2023:1-11.
doi: 10.1007/500432-022-04557-2.

[Purpose] This study aimed to reveal the impact of coronavirus
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disease 2019 on the number of practices commonly used for cancer
diagnosis in Japan. [Methods] The sampling dataset of the National
Database of Japan from January 2015 to January 2021 was used to
generate 25—point time—series data for the number of practices (21
points before and 4 points during the pandemic outbreak). The
decreased number was estimated by interrupted time—series analysis
using a seasonal autoregressive integrated moving average model.
Using the pre-pandemic data, expected counterfactual numbers during
the pandemic were predicted, and decreased rate was calculated.
[Results] In most practices, the number dramatically decreased in the
early stage of the pandemic and recovered rapidly thereafter. As of
April 2020, gastric endoscopy decreased at the top of the practices (-
42.1%, with 95% confidence intervals of — 50.5% and — 33.7%),
followed by gastric biopsy (— 38.6%, with 95% confidence intervals of
- 46.7% and — 30.6%). The period of declined practices for lung
cancer was relatively prolonged. The number of sentinel lymph node
biopsies for breast cancer and colposcopies and biopsies for cervical
cancer did not decrease in April 2020, but significantly decreased later
in July 2020, which is assumed to be the time lapse after the primary
testing before surgical treatment or intense scrutiny.  [Conclusion] In
general, the number of practices for cancer diagnosis in Japan showed
only a temporary decline, which was concordant with reports from
several other countries.
!'Department of Public Health, Chiba University Graduate School of
Medicine
?Biostatistics Unit, Clinical and Translational Research Center, Keio
University Hospital
3Research Center for Medical and Health Data Science, The Institute
of Statistical Mathematics
4 Center for Next Generation of Community Health, Chiba University
Hospital, Chiba, Japan

Impact of coronavirus disease 2019 pandemic on breast cancer
surgery using the National Database of Japan

Misuzu Fujita', Hideyuki Hashimoto, Kengo Nagashima?, Kiminori
Suzuki, Tokuzo Kasai, Kazuya Yamaguchi, Yoshihiro Onouchi,
Daisuke Sato®, Takehiko Fujisawa, Akira Hata

Sci Rep. 2023;13:4977.

doi: 10.1038/s41598-023-32317-w.

Various countries have reported a decrease in breast cancer
surgeries during the coronavirus disease 2019 (COVID-19) pandemic;
however, inconsistent results have been reported in Japan. This study
revealed changes in the number of surgeries during the pandemic using
the National Database of Health Insurance Claims and Specific Health
Checkups of Japan (NDB) from January 2015 to January 2021, where
insurance claims data from Japan as a whole are comprehensively
accumulated. The number of breast—conserving surgeries (BCS)
without axillary lymph node dissection (ALND) significantly decreased
in July (- 846; 95% confidence interval (CI) — 1190 to — 502) and
October 2020 (— 540; 95% CI — 861 to — 218). No decrease was
observed for other types of surgery, BCS with ALND, and mastectomy

26

with or without ALND. In the age—specific subgroup analysis,
significant and transient reduction in BCS without ALND was observed
in all age groups (0—49, 50-69, and > 70 years). The number of BCS
without ALND significantly decreased for a relatively short period in
the early pandemic stages, suggesting reduced surgery for patients with
a relatively low stage of cancer. Some patients with breast cancer might
have been left untreated during the pandemic, and an unfavorable
prognosis would be a concern.

! Department of Public Health, Chiba University Graduate School of
Medicine

?Biostatistics Unit, Clinical and Translational Research Center, Keio
University Hospital

3Center for Next Generation of Community Health, Chiba University
Hospital
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Acceptability of the self-sampling HPV test in Japan: A secondary
analysis of the ACCESS trial

28th Congress of the European Association for Cancer Research
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Tsuruoka®, Tokuzo Kasai, Akira Hata

[Introduction] In Japan, HPV vaccination has been suspended, and
cervical cancer screening rate is notably low. As a result, morbidity and
mortality due to cervical cancer has recently increased. The
self-sampling HPV test has been shown to improve screening uptake
and has already been implemented as an option for screening in several
countries; however, it is not yet recommended in Japan. We initiated
the Accelerating Cervical Cancer Elimination by Self-Sampling test
(ACCESY) trial to evaluate the effectiveness of this test. This study
was conducted as a part of the ACCESS trial with the aim to assess the
acceptability of the test. [Material and Methods] A questionnaire
survey was conducted. Participants in this trial comprised women
residing in Ichihara City, Japan, who had not undergone cervical cancer
screening for at least 3 years. A questionnaire and a consent form was
sent to participants who ordered the self-sampling HPV test along with
the self-sampling kit (Evalyn® Brush, Rovers Medical Devices B.V.,
The Netherlands). After sampling, participants were required to return
the sample along with the completed consent form and questionnaire.
For statistical analysis, McNemar’s test, chi-square test, and logistic
regression analysis were performed as appropriate. [Results and
Discussions] Ofthe 7,340 participants in the self-sampling arm, 1,196
(16.3%) underwent the self-sampling HPV test and 1,192 (99.7%)
returned the questionnaire. The mean (standard deviation) age of the
participants was 44.1 (8.2) years. Acceptability of the test was found to
be favorable. Most of the participants agreed with the test’s positive
features i.e., ease of use, convenience, and clear instructions, and
disapproved the negative features i.e., painful, uncomfortable, and
embarrassing. In contrast, only 21.2% of participants were confident
in their sample collection. The willingness to undergo future screening
with self-collected samples was significantly higher than that with
doctor—collected samples (89.3% vs. 44.5%; P<0.001). [Conclusion]
The self-sampling HPV test was confirmed to be highly acceptable
amongst the participants; however, concern regarding the accuracy in
self-sampling was noted. The screening with self-collected samples was
preferable over doctor—collected samples. The self-sampling HPV test
may therefore increase screening uptake.
'Keio University Hospital, Biostatistics Unit— Clinical and Translational
Research Center, Tokyo, Japan
2 Chiba University Hospital, Clinical Research Center, Chiba, Japan
3Ichihara City Hall, Health Center, Ichihara, Japan
4Yusyudai Clinic, Obstetrics and Gynecology, Ichihara, Japan
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NZESTHERA L—RIATZ D &L 5 TRLTND, BIZHE
FEFZAT TOIE~ = 2 TV a Ak LB 2380 b -
THRILEBEIMTZD LIV AT AL TeoTND,

COVID-19 & 5 BNMRE S & WERE D Z 1k —National
Database |Z & HEREZHIZE
35 33 [0 HAYE TR
JERIEEEN, REMEE ' [Lnfth, BRERZ, sl Pt
=L WBAKT. BN VIR, TIHE

[#55:] COVID-19 HERBE DS AANFEE TR AU D)
DS SFUTUOD DS, I TON ABDERAI U TIEEH
FREHIVTND, [HRY] COVID-19 $EKHTHE D E NRESEEds
FOERE O AR ONT 5, k] L7 MEH - FE
ST —# ~—Z  (National Database) ¥ 7V 75—
b (1, 4, 7, 10 HOFE4[R) OFEESZIT- GEkaT21
B (01541 AXD 2021 FE 1 A) ., Jiktk 4 B (2021 424
AHb 202241 A)), BNEEHESE, 18 - +Z5857 7 A
NR=Aa—] ZFE L CODLERABSN Y Mgk L, H
AERENT, T8 -+ 487 7 A Ss—Rav—) & [NEEE T4
fik) ZRIBICIHNE L WD ERABSN Y M E LT,
Seasonal autoregressive integrated moving average models % UM C,
COVID-19 SERRIDHEED D . HERGOHEZE TR LT, Fiz.
COVID-19 JERFEDEREEIZDNT, MiRAEDZ A EHEE L.
AR B TR} 100) 2R L, [ER] % 1 [E
OBRZFIEESIVEH I T2 2020 44 ATlE, B s
\CHEDMEEITRD L, 2020 4F 4 H o2 bkl L O%E b
B (O5%IEHEXE) (X, BIGREHRA C-236,481 1 (-285,861,
~187,100) #LU-38.6% (-46.7, -30.6), HAMRT, -77,341 14

(-92,709, -61,973) FLU42.1% (-50.5, -33.7) TH-oiz, —
F7. 202047 H, 10 A, 2021 421 ACIE, it s HICAE
TR IR BV T, [BEE] BNREHRAS L OVERO
AT, COVID-19 JERIT L Vi L7y, Z0sZ8 3, bl
EHECH Y RIH OBRSFEE SHRITESAIEHE LT
7o ORI, BINDSABERRIEREST 2020 THE STV
B IS DRBIMHEROHERS L [RIEROEA Cdo-o 7=, ARl L7z P
TV TT =Sy ME, AFREREFOERTH D,
COVID-19 #ERIZ L 2522873, EIZ it Cdh o 7o) BRI
RO LT CTh D, [Hliiw] COVID-19 Ry H
PRSI SCRS L OVERERI I8 L Qs 2028, bk
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1. LIERRREFHES] OBE

MOIRIRRME TRAIEA ) 13, TIRBROARSE LR
b SR HRY & LT, REEZSERGYE - 23 - AETE
BNEIRT 2 & OBIRRIRCTIEEN A SR 2 Bl L
LT, 2003 4FEEND 2021 AFEED 19 4ERICIED | RO
RS2 3B oA T T T,

RAAFFEEZE) 13, TEERROMEERFHEELN
FRIFCEBRT D728, AR 2 dHas 2R
LRI T D HETH D, FEOEMILT->
T, RANORZEERES) DAFIE S NS L, 5D
He L U COYMEAOMRS S 218 U CREROMFES< 0 ICH
BAHIRE SNDIIIEE REUT, 2012 4EEEDN D 2021 4EHED
10 RN Y Bhs @ OZ( 54T CTE T2,

B CIIRHR L7z 2 SOBIEEZTER L CRERDAS
LBITLEATHOTETLLE ZATH DN, S DL HAMNE
BREEDIA) 2 BRYE LT 2 SORIEE ARBTG5 2
& Lipolz, BNIAZEROIEENC L 0 2 < OBSHLH
AREE 72D X 9. BIEGRAEOYITE & FIRDFIE B EAT
VN, 2022 AR X D Hii- e THIZIRERAMETEEES) &L
TAE— KL,

SHTRIEE TN & 725 7= 2022 AEEELE 25 1EDSEEN
HY | MUERGHEEZ BRI DRUER DFEAIC L
0 10 HEOFEAOBRRESAS A PE L, 2022 427 A 19
AT EA T o T2, I EBEOER b & 0 |
BHYATHESND Z L Lot

X DR
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022 EELEIRERBFHESIAERE
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I-2 MEFBRZ T 0w sk T3 K S = 5 S 995 B BRI 2%
W72 DA U R 7 A S A AN e it e

-1 | RS0 s aRE o | ST ETIIIRR | e
i & OVT B Y IR M 0 M A -

Lo | WA= b7 O—HBIC LB ATRE | FERFREREEIER | .o
B L DS A DT B - 1R % 05 T i BB mR T
F AR I OO B/ AR A T sk B |

03 | fek B U BLH A LB B IE DR | o ol R MRIREE ) e g
b WAL 22 R
5 7 B o 2 7 & (GIS: Geographic
Information System) & fH\W7-, FEEE - T+

M-4 | EdRmMBRARRY 27 AMRDBE | FERMMEERY ¥ — | HALES
FEHE R R A E R . H R M o
WAL B % BT e

g | PRHE(LIEIC &2 W MR IR R RN BE | FIERFRFBER BRI | | o
R 20T I 55575 HE S =

g | REMEAERRE T OO OME | TERFEFERERE |
BROREF = v 7 KA v My TORE | g 7
CRISPRi 27 J —=> 7 & T S e P e

II-7 | Epstein—Barr virus B O REIZBIT D ¥ szjfiff%ﬁﬁm B T iE
AL 2 F IR O R T 5
RS A 72 W AL BB & P L OB |
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TR R ERMSAIN 120 BETTAEE

(FEER A DRIFE R NEIEAL T 2 5 7 O 1 EER A HRRZ O Eie)

—ALE N TFERERIEMS SR IE]R
B TeEZD, KB T — 2 FRIEES M ON O EN A
BRICAkEr 7 « OFEEREICBET DR 521TH Z M2 &8 U CRRA I R R NN C& 7=, B

LT, M NFEOREEE S W ~DOELAERD D Z &
ZHBET D, FEO—RE LT, HENADRHY
%ﬁ&vﬁﬁm%%%%@fét@®mﬂﬁhﬁl
@W%%m¢é ORERANTFECHE L m L, #no
BEMSTND Z LR RRAFEHE L, IR TlR
ERBIRE ~OIHEZIT H Z & T, OERARZD
BN Z R 5, F o, 8020 MEBYOHEMEZ H Ay &
L7 AR 7 — 2 | G Z BT 5 2 & T QOL
DA R OEREFH M OLEMIC T ET 5, Zb0FE
¥rRETLIZ IR, BRROWE - OREOHRFES
VAT A2E#HROMERK OGNS & EHIT, EM
B 7l BHEZ OZ 2 ME S, REROEEE O R RHY
HIZOZeNDZ LR HIE LTEMT 5,

NE

A TR AN TR R A
BAMEHRE : 504410 H30 H (H) 9:30~15:00
28 FRERT IV T~ —1 6F

(T260-0014 TIETHTH J XA T-HERT 15-1)
WEE  THERR
SNt ;R
HENE A—TF LT LA NOERTEFEEZ A E L
ToARBRA 7 — 2 - JROR R OGBS O FEHE, R BIfR
a7 —VANEFEFEOREAOFN, hEMRE A
<%ﬁ¢é:k%ﬁ%tbt%&ﬁf@%%f@%
i, HRHERRBARE OB B B R ORE O AED
~OBELEFED D Z k%ﬁ%kbtuﬂ#h%l@
20 Elii

R
BIFIZ T DT < OREICAFEEIISIL
TWelZWnwiz, ZHRIZX Y REA S SICHEr T
BLaR D, WRREEZRSRMT D 2 &icwhb L
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EL:) WEA~OBEN S RALRHIRTH 5,
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T 4 AR—H T VNS A BA%E LEN TOMRIEN
PE LTz, Foxid, BOAMBZIZ, 20T 4 AR—
PITNVNNREEEZHEATHZ LT, Wﬁ#@%@i&
BLUOWMBZZ2EN LR ARE R 21772,
kS
[VERERTAM] 2023 4 3 A THER IR R E Pt D
WHEEE & & BICENTHIO TT 4 AR—HF 7 LN
RO AR LT, 7 4 AR—VP 7L NHEEIT
PEROWIREE L T A HREED LT, FL—=
V7 LTCEIARETH D Z LB oT, BT
U — AN L T2 L IERE D 2 LB
ST, T 4 AR—F TN E D CRBTE 2
(23 2 RN T FIEEAT (ESD) OREfTICRE) L
7= (Okimoto K.Endoscopy.2023) (X 1),

K1 X:EDZEHELTVDIHRF H:
FEE G

ESD %R

T 4 AR—HF TN
HEHOHEHE =% —
(Ambu® xT—7KR vy 7 A
2) TR LTiE, AART 4
— AL —bERfhE I
B — N OREH. B

1o (K2),
K2 BARI7A—LA (GSE$:iihi) SN T ST
Y—ERHDEOY AR EGRBE S &
&Y £ TN B LI B TR
M A R 2 L—a v ORg L Lz, ZOfix
RPRAE N AR & L TNEBEREN RSN TE
59, mfE2Y 1,100 ki 2 5720, THESEOE

TE2FLDDHTETIL2 DT NA—T53F L, 14E
TR TOMIEZ KR TE 5 X 927 L7,
EE 126 5« 128 IRV D K 2 — S — D EE LS
R LT P ToOmZHaRE L, KA —X
— DN 2 g G2 ILRT | RRgHT, K2 E T AE)
XPRMEEE 2 — O R A RAE 72 E ORI 2 RE Lz,
[FhaiRbl B A Ehl 14, FH#ER (b L < I3k
fil) 14 THIZ | BIOMEE TR ZKE L, 1 H
10 N, 1 B&EHTZD 3043 L, 1 H 5 OBRZ Y
—EANARRIZ/R D LR Lo, AR 10
km P& NIZ 32 1 AFURBE A 22 WA T RERHE b F )
FTHZENEELWI ENERE LTHZ, BRI
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x1 HEER Ui
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WARH B (B [FE]
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EFAT L b ¥100, 000
it ¥2, 580, 000 N FE L
| ot 0 B Bt & e
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XEEICRRED D D720 HE B R AL R E b
VETHD,
R
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BDHZ By hol, ShbEBIEEE KT T
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OI—1. HHARLMEAR M) RT E2HERWVAMLGHEERE
2B B EBTERGREF DRE KR OV T TR BRI DR 5t

THEREIE FE R R B B s R

By

WP TIREN AR R D A R U R b
LC, @mIMEE - FEFRIF - AEE REE - BED AR
DELHBENTWD, ZIHDY AT KT ZRRFRL
T. “standard modifiable risk factor (SMuRF)” & FE.5
ZENBDH, —MRIT, SMURF NEUVME EL R A
LD ETHLMEAR NIRRT NEEDLZ E1E
BL<HMBNTWDHR, —FH COMEELZIIE L= E
FHEMIZRD & SMuRF WO E DB ENEEF O T
FTHRMBENERESA TS, LALIZDX ) 2
FIFXELELZ 1T, KT VTANDOT—21FZ
LWORBURTH D, &2 THXIXAARDO KR
TINT =) RTF—H & fNT, LHFEREIZBW
T SMuRF ZFFI2 22 WEEHIOFRHERZE O PZIZ DOV
ThEt L7z,

SES
J-PCI L& b U, fREAEENRA o & —~
v 3 (percutaneous coronary intervention, PCI) 7%
ITONTZBEDEREINE LTz, AIOKREMLY 7
NI =)V RTF—HX—AThb, J-PCl LI ALY
ZEETLHARLME A =Ry g VRS
DFFAID G & T, RWFRII TNz, 2019 05
2020 HIHNTF T, 115,437 A ST EFMI L OGE
ST ERAAM LA FEZERE 2T PCL A iEfT S
A7, SMuRF (%, @ ESE - FERS - FEE R HEIE -
B L EF STz, B ISMURF 20 S H A &S
720 B LI ISMuRF & —2LLEFT 5] &)
FEHET 2 BRIZO0 T BV, AR D 2R IE B 13,
BENSEL & LTc, 2B OAEEREO2E, BLIW
ST ERAE U <13k ST ERAALLHHIEDS #2128
W, ERIRAESHEDNEEAN S 7z, BRI O AEMHtEH5
(2 &K o THGHI#T AT iz,
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R

115,437 NDLFHFEIERFE D 9 B, 82,518 AW ST
FABLHFZE ChH o7z, OIFEZERRTIX, 1,777
A (1.6%) 23 SMuRF Z 0O &DHFH LT o Tz,
SMuRF 28 1 DD HEHE X 29,744 N (25.8%). 2 DX
43,108 N (37.3%). 3 2I% 31,487 A (27.3%). 4=
T® SMuRF #H 7 5EH1X 9,321 A (8.0%) TH
572, SMuRF & & 7272 WEE L, Flnrm < (76.8
+11.5 vs. 69.8£12.8 5%, £ <0.001), ZMENZ N
(27.3% vs. 23.5%, P<0.001) HH[F1IZ & - 7=, SMuRF
H IIWERETIE—2M LD SMuRF % HD/fE
AR LMY 3 v 7R MR IEOEIG R E LS, K
D EER DI TH o7, £72 SMuRF 24 S 720
BE T EHHIREN S o Tz, REFHMEEE T
B DEENIETSIE, SMURF 24 S22V EE THEICHE
mofz (18.3% vs. 5.3%, P£<0.001), Z OfEHmIE,
ST EHAS L OE ST LR AN LEZEDO WL
THRERERICAED BN (K1),

B 1 SMURF OO &3 DRRAFET- 5

YL EORERIT O FEIERF 1BV T, 1) SMuRF
EHTLRENDRSETHDLZ L, 2) SMURF %%
TR WEREXTENEN L ZALMNI L,
SMuRF 283 2 BHFTIEY A7 ~ON AR, — 5T
SMuRF % Ff7- 72V TIIIBENR Y 27 K10
FIENEETHD EEZ BN,
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I—2. WA — b7 7 —flIENC L D EHOHRERA L
DD TS - 1B ER%

THERFLR BTG5y Do A B 72

BrY

HafRi T MR o 531k A HIE - 2 e T 5, Mk
BRI A— T 7 —ZFH L THED X X%
RS L, PURSTF R E LT TR iR
%o T Ml A CHURRTF R &R L7254
CURZEME T i & 22 0 PR S D, Z OBEREIZ L0 |
H OB R B ORIEN R NN TN D, iR |
FAIIR DO A— N 7 7 ¥ — X5 AR & PR < EH
BIZIEMEL LT Y . 2O BT RHOEE T
botz, £ T, WEEHEITMAR ER A O HLARIERK
A — 7 7 V=T 588N T (AIF) %
FE L7z, AFEOBHIL, AIF 12X 5 Hf4— bk
7 7 Uik B L T ORI 21TV RIS
AIF Ol &N L2870 A OB RBSNA O T
By - IGRIEZHET 52 L Th D,

SES

DAIF ORIBARNRIEZ T LTz 2 A, I ha v R
UTIWRIE LT, Z0ZEmb, AIF 122 har R
U7 OEERIEEZ N L CA— b7 7 V—%HET D
ETHRLTWD, 22T, HEFEITAIFICLEDI b
ay KU TIEHOENSCA— N7 7 ¥— & O E|C
DWTHRNTT 5,

QAIF 7 ZD a2 fftr L, AIF 24— =~
7 VWA THHZ EETH, 61T, AIF
WL oMRA— b7 7 U—id, WIRCBT 582N
BMETHROREICEE LB X HD, 1> T, AR

K~ T ATH CISEME T HIOBREN AL Y |

SR FHE SIS L TS5, AIF K~
A DKL 2 T L. B 2B OFEITONT
ST %,

R
DAIF 2B SELH L, 2 hay FU 7IEMESS ATP
EMET Lz, ATPEOKRTIZED, A—F7 7Y

A B

Y

— AT AMPK =2 ULK1 2N&EMEALT 5 2 & 23 6
NTHO, AIF FBEEIZ LY AMPK R ULKL 235&MH1b
SN, ZoZENG, AIF X2 by FU T7iEME
° ATP 4K F &, AMPK-ULKI it &2 LT
F—= R 77 V—EFETHLNEZALND,
@AIF K~ 7 2Dt Uiz & 2 A, Hafig -
DA — R~ 7 7 P—EEMETLTEBY ., AL
EEDIERDFE I N T\, 2O b, AR
FMIRA— R 7 7 U —OFHICHEHETH D Z &R
7,
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I—3. +ZHBEFEORE/Bi=FERL risk BAMEEZ B L7z
FRR RIS WL DRESL

TEERPEFZHME R E AR ook

B

B PERAET I FLETE + —$8 B IE S (SNADET)
T D ATRTAN R B2 WA — B L 72 RFARIT 720,
o2 XL A > T v X U fEA Texture and color
enhanced imaging #5 K (ICME-TXI) 2% SNADET ®#
[ DO EM: & Narrow Band Imaging &V A& IC
] L SE 52 HE L7z (Sci Rep 2022), AHFZET
T EmVWREHEEHEBMEEZ AT D ICME-TXI @
SNADET (23 D 2rie o iiat 92 Z L 2 Hpy L L
7

SES

2021 4£ 3 H ~2022 4£ 11 J £ T SNADET IZ%f L T
A =12 ICME-TXI & fif 74, NHEEIFR S, W
LA IEIEMERZE T o 12087 46 R A R4 &
L7z, RSO ESRZ MR, SR, Zofth
WL, RE—MEHY (RERORIE, B L
RGNS | K/NARRH Y (RERRE R O A AT
HREE 3ELULEOARR) . OMEDFET D56 %
AEITRS Y LFHI Lo, S HICRERAIZ I DK
WRIE DRt 217V, ICME-TXI & JFHLEAYFT /7o
%t Vienna 4358 (VCL) C4/5 1Zxt3 2 2 %
e HNZFFA L 72,

R

JRAEEEARE (Is/Ip/lla/llc) =8/2/32/4, &5
£& (mm) OHFRAEIL 10 (3-40), JAFE (ERER 9 i/
TATH 37 f5i) . CSP 15 92 UEMR 31 #i%8, VCL C3
39 WA C4/5 TIRZA, BHAY/ /IR G=2/36/8 T
Y, FNEN 100%/0%/37.5%\Z M AAMER EH &
PEo Tz, FomBEEMR B, KB traditional
serrated adenoma (TSA) [ZHLLL7-AF 2 2 L7-JR"
TN 490 (8.7%) v . NI ORERLEEFE AR
HWCTho7z (2THA, VCL C3), VCL C4/5 iZxf
TOEEITRGD O ORREE /R R /i vh 42/ f2
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TR/ IEZ SR (2T %) 1% 57.1/94.5/66.7/92.5/89.1

ICME-TXI T & V) 180l 72 22 i A 15 23 585 = 41, TSA
(ZHARLS 2 Rk e SRR A R L 7o IE R FT R 2 B L
Too FETMVVERELEE RERMSE T RIS TR WS AT
HETH Y ICME-TXI (ZH172 722 W modality & 72 % A[
REMEARIB STz, LATICHSA 2 e 245 2
SEG A BT D, ANBIIATRHESE JDDW2023
WIRER TH D,

1 B& (VCL C3)

X

2 E&%(VCL C4/5 adenocarcinoma)
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0—4. fHEsHBEEHRS 27T 2. (GIS : Geographic Information System)
W, TER - TEGBHRRRAEEREY AT AFD 5
BHFEORFLIZEE T 458

TR HRERE > Z —

B

AWFTED B EIE, HEEH 2T A (GIS:
Geographic Information System) % VT, T3 .
TEETIZH T DREHEREERE > X7 MR 5 i
ROHIBJEME A T L L, TIERR., B4, Wb,
EFHERE, BiakeF I LT RRYP—EX
D EEXLZLiZh D, ZHUTKY | EREIA
LHWIKEEZEHD Z & T, MRat—e 2
DBEENHIFFEN D,

SES

AL DT Iz, ESBFRA, FAETEER SR, JE
P, RSP OREERALE R (630 FHA) . THERER
THMIRIL S R T A (T HE R T R FREAR AL 2 R )
BLOWHE TR b7 7 OERKMEE T VRG]
DT —# ZHiz, GIS 1% ArcGIS Pro 3.0 35 &
Y, MANDARA ver10.0 Z v 7z, F£7=, ESRI ¥+
Nt TERERGISHIAZRE T v 77 5 1285
XAEEGT,

IS

RO —FRE LT, THERN TEAMER S FFE
IZ%h 3% Ff-D Clozapine & m—-ECT (& 1FERIES T W
FUANRIE) DT 7 73 FEHE rRE 72 42 10 BRI fiax DX 1,
FAWE N7 7 HERREFORMRRCAER S AT & (e
VAT ) BRI TR A IR L2 2 2R,

GISDA Y v ME, LN FMENTT, —HT
PR C X DIEMMDIEUEAIRE /2 2 & | KR x Tedt &
MATRE & 725 2 &, HIIE RO ILA THHMATH R
HIe D2 b, REBIITDI-%, 2B DN
A2 —xy hETHFINSZ LT, RRYP—VY
AP ERHIREES LD,

B, TIUHAEIL, 2022 4R O TIE SRR

HIAGRBEST, AER 5

BERY AT LEENMES (RIEHR 7). THERAR
s (BAMRMEST) C#EShiz, %72, 2023
REOARER~ XY A Mea (ERMEE) . AR
R RTs (EMEE) THOHRETETH D,

1 Clozapine & m-ECT MAEFERIRE/E 2 HRE%

2 mE NS THEROHEKET R
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TURMEILIRIT & 2 IR B R RER = D T 1

TEERFPRPHEEF TR SRR R IR 5ET

B

[EI B0 72 iR A% D 5 AR AETFERITK 55% & | Mtk
WEHLTTPRARTHD, THRARLER-oTWH
DIRKED 1 SHEMERBAENHEGE R4 (Chronic lung
allograft dysfunction: CLAD) T&H A0, FDTEhE
B ONEFRIEITHN SN TR O, MiBMERICB T
LBBOMETH D & S TS, CLAD Okl
o 5GE DRAE « BHEILIC X DIF R EDOHEITTH
D RIEHHEL D T B2 CLAD ORI D723 %
EEZ b, BMLOTRIE LT, BUEREFE MR
FRMEREC T E MM k9~ DRI s L TER S h
TV DHPBHE LR (=78 =7) VWL L L
L. KRB0 BiiE~ 7 A RFTEMBHEE T V&2
WTC, PUBRHELIRIZ X D CLAD O TR R & Witd
LZrlEL,

SES
BT CLAD O— T 5 BAZEME &S KR FIE
ETNERESNTWDEY T RAEMH LTz, 25-30g
DI HBIn T EFF> R —~ 1D 2 B6D2F1/], L
BTy b= A DBA2/2) & VT, YR TIC
~ U APMEA B Z 1T > T2, TIiHERE LTE
% 7THHE., 14 HH, 28 HH CHIX L L, Bhbitk
28 H H CRIAJEH & MiN OMEL A Z > T D
Tl aMR LI, £ UTARERE LT, AN
Witk L0 Bk LR TH D = T ¥ =7 60mg/kg &
B AR O®ET 58 (Nintedanib) & 77 & REE
(Allograft) @ 2 BEIZ431 T, B4l 28 H B THetk
BE USRI 2 H L CL 2 BER CORBNEM DR LS
PR 21T\, HUlE(E3E D CLAD TBAZHR O Hik
Rpt a1 T o7z, REBROBME LXK 11277, Fzbhlg
SR E LTHEMOR Z 57220 & SNB IR UiEfs -
DORPMELE R i %Z R —~r 2 LBz b
~ 7 A2 DBA2/2] & VN THT - 7= (Isograft n=3),

40

R

=T H =T/ (0=3) LT eAREE (n=h) &b
WL7oE ZA, —ECIIRBENIC =0T X =T R
TR NH STV TV DA o T2 b DD il
FAZ CLAD OB FRIRHEFEEE & L TR TV D
Ashcroft score, OB score (Z X 27 Cid & b I H#E
THEAFARON R oT (¥ 2),

BBEPE CIIARFER C= 0T ¥ =7 OFZEILFERA
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DFEEZATV, R ZMHE L TS FETH D, *
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F4 (rAE) 2EU., 1BEE R & 5 25720 ViE
BIDAELE L, & BHICHESE rAE TIIETHI b R o5
ZENETH 5, irAE & TR 5 72 O IZIE RN,
FRICHEBSER BE O 23 AT ST 2 NSRRI T AR o
AR LIRS, Ao HELTL
£ 9 THIFIXIEMAL SRR DS AR D
BB NETH D,

A IR E A A2 VD CHRE OEEREENIC
AR L TS ASRIEIRIE DR R 2 480 - T B Il Ry 2
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MHENEI, EEMIEEE (TC) LIEFHREY ]
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X DNA A2 BT D5 N THBEAM PLARY 73
R % 5 H Ui o 528 B8 KRAS i85 1 (KRAS-mut)
&G ctDNA 23 2852 B L7z (Kitagawa
Y et al., Sci Rep., 2019), Z 0 KRAS-mut [ ZERgEAS A
FEB DR 90% IRt D, £ 2 TR T, 2
Wik i S 2 BT ERE S 7= g s AR I TE HH IS
KRAS-mut % & Te ctDNA NIEET 5 alErE 2 D &
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TEERET D, ZOFEZHNT, LW ERTICE L
ST NS ASEBIRE (PK BE) 21 51 & e HRHE 21 45
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(+PIP) IARME (-PIP) (THb, AKRAS-mut %5
7o DNA W i Ot & D | [RIRFIZ 8P AR KRAS 18R
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