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WFZERk B OBEEE (3£70) : Adjuvant therapy for cancer—induced muscle damage was studied. Thermotherapy
inhibited the release of HMGB1 from the tumor associated with necrosis and reduced skeletal muscle
degeneration. Antioxidant vitamins B2 and VE had an antitumor effect but rather exacerbated cancer
sarcopenia. Pterostilbene in combination with the molecular targeting drug sunitinib for myocardial
damage prevented sunitinib—induced myocardial atrophy, fibrosis, and loss of muscle maturity.
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Cancer. 2008, Fearon K, Nat Rev Clin Oncol. 2013), LB & hafT3 5 &3 A BE OB 2NN
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WFZERk B OBEEE (3£7) : Among the mitochondrial DNA, a fragment of Complex V showed growth
inhibition in rat cardiomyoblasts. Furthermore, we found a fragment with homology to Covid-19 in the
Complex V gene sequence. This fragment, in the form of double-stranded DNA, impaired cellular
function by inducing HMGB1 expression, oxidative stress and decreased ATP production. Furthermore,
this fragment was detected in the blood of a rat model of cancer cachexia. These findings suggest
that this Covid-19 homologous mitochondrial DNA fragment plays an important role in myocardial
damage in cancer cachexia.
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1. WFZERALES PO &
DABEICB T OMERESEAEHEICROND Z EAHL
LY DMEREIIPAEICRCBABEOFXR L > THD
(Lenneman CG, et al. Cire Res. 2016), 23/ HBEICET 5000
EEEFORE L LTHAAH R EOFIESIRRORIER S EH fim
SN TE7= (Perez IE, Clin Med Insights Cardiol. 2019), —J7. '
B, MAACHE S o> damage-associated molecular pattern
(DAMP)!:Z E 5 WEMEOHREOTFESTH S TS (Cui J, |@. wmws
Hum Vaccin Immunother. 2014), DAMP |3 falRBa# sy 7-/3 5 — | ofians
v BRIEERT T— 3 v & HIREI, FRUMRIERIG A |V
LFke S D EEESTL D (B 1)(Seong SY, Nature |#4kL.
Reviews. Immunology. 2004), DAMP (Z.Ufs#ElaIZ 51 % TNF- “g’fﬁS:JELFB o0

a <> HMGB1 ®3&8H 2 {2 L, autocrine/paracrine HHZHINAE |5 summ L 4 oo
fEE4% (Ehrchen JM, J Leukoc Biol. 2009). DAMP it4ediEtt: |1 PO EE e el e e
BRICBVCHBL S5 - & 3% < BERMESRECPE | E5TT5 © [

5 cardiomyopathy ®—F & £2 51 TW% (Chan JK, J Clin | pmpicmai | Vo ¥
Invest. 2012), DAMP |[Zi3EE %2 /- WM O il &5 [JUEEBETS, W

L E AW N E Eh (Farkas AM, Current Opinion in

Investigational Drugs. 2007), HMGB1 28 & < &1 670 T3 (Raucci A, Cell Mol Life Sci. 2019),
i, DAMP & LTEBESRTHWLIOR I 2 KU 7 DNA T %5 (Nakayama H, Biochem
J.2018), I k= FU 7 DNA iZ TLR9 72 ¥ @ pathogen recognition receptors (PRRs) D iEE
LI L DRIEMEY A S A ORBEZ LML LEGHM O Z RSS2 LaAlE
ENTv3 (Nakayama I, Biochem J. 2018),

DABEICESIT D EHBIEEN L AR E GBI SAREICE T D EEAREENS Lo Tk
D, ZHERRT 2 Z EIFTEFD QOL ZREET 5 DITEN2EN D Thd, DATREICHTS
BEMRED ., IBESDEZEHET S (Fearon K, Nat Rev Clin Oncol. 2013), B zE& 3NE1iEE D
AR R DB R A MR L TR, R Tlid~ v ABEEE T T L E W CIBIRE OB & B
B9 A IEA A B 552 L7z Mori T, Ohmori H, Cancer Sci. 2019), Z D7 I T,
DFEFE & DAL TS Z L Ic& 072 (Nunaga S, Ohmori H, HAEZZS:. 2019), CT26
< 7 ARG A B2 O BALB/e = 7 ARGVENICHERET 5 L B E N ER SN D, Z O,
DEEOET, ONEEOILE, Sa8 M RS, PR 2 oD g O/ A0
B, ZHHIREEMIZIIOREL RRENAFETHY  BIZOHEERHRT AL i~
7 AET A CRI Lz, DA ICIE O DEREREF L L < e T % (Barbar T, Cardiol Clin.
2019) 3, BAFEEREZITOROY 7 AZBW T HLEFIIEAE L TV 5D, EEERETLRAEERED
FERIELLT, DEENELLZZEPRESNATEY, FZIEHAB TOIRRESE 1 f0IB AR
TIEAR < LA THH (Cardinale D, J Thorac Dis. 2018), Z DfEH:. cardioncology o EE M
PEE SN TS (Todaro MC, Int J Cardiol. 2013), Z o, thLfEEOREES LT, O
BT AREEE, Lo, mxAaF—REHEESEH SN (Lena A, ESC Heart Fail. 2018),
HEE L —h— R« 7 v A0 L DL OT 2L R— BN ER A~ AT LA U
b & FBREOMN L BMH SN Cnd Z &% A L7=(Nunaga S, Ohmori H, BAESEE.
2029), F7=, bii~ v ABEETT AT, BHEATIC DAMP & LTHBh S HMGB1 23
ZEIZEEN T (Mori T, Ohmori H, HAERYE.2019), S5, EAFOI ha R 7
DNA # PCR TH#E I s ENni-, #Z2TEEI ra> KU 7 DNA ZIHL 7 » MO0
Mk A M U= B biZ A b e oo, ZaUcw LS b N U7 DNA Wi A % (il Lz
ALz hu—A®O BT 7T DNA M THAEESZAE RS, 2 = FUTETE
% DNA ClEERRED BN, 27 Ly 7 AL > TEDREREAR > T, DNA K
BRETHVAT AL LT TLRI BRHENDD, HEEPBRFT LI b= KU 7 DNA Wik
W%, 5o TLR9 ~d =2 2 (Peter ME, J Tmmunol. 2009) 13 & £ TWiedo 7z,
INHOHANI P2 FU 7 DNA @i DAMP &2 ER TS a2 ARGEHET D
LV D EEROFRIZ MR o T,
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TR, BABEOERE L TMEREEENERSN TV L2, BEFFITLORE L L TEICHE
THEMEN TS DAMP ALHEEEZ L1263 Z 2RI L2, 612, £ DAMP oFf
THI Far FU7 DNA BDRORIESES A b A CEEL(RE U SEMEREZ AR Lo,
I = F U7 DNA ICRAEZ B 42 fr AR B PN DMFE S 5 FTREMEDVRE Sh iz, ARRFFET
X, ZDODAMP @ e A L 6 2 b SHESIZ M L, A At DS O~ —7 —IZ,
Shi, HRIER L LUSHAEEIC T 2 m A2 B2 Z L2 B E T 5, RO/,
DAL REE ORITF AR L, T - IEELWREICT 5 LHiIfF SN D,



3. MIEOKIE
H9¢2 7 » MLFREFMil 2 VT, 2

Fz RU T DNA W2 X %k AL
BETE, L PR |2 B OB Y HMGB BTIF
FRRPNEREE (Mori T, Ohmori H, H £ EmtDN
AmsEa. 2019), T har U7 I
BépE L LOlEA LR ATP B g 11|
4 fE% ELISA THESH L 7=, (v

v

4. BFERE
REK e BE IC B 2 BRI
MR+ A RIEY A b A % CT & | B2 zn—:y»g;ggggamm%;ﬂﬁﬂzooﬁggﬂ%nggﬁwm

o JAEL B fe 2N 2 H9c2Zw kil HEL(10pM), BIEZ100£LT Rl 7/ L
HWOTZBIEIE A 7 v 7 ADE D | G s 27 Fe #5502 RO ALK PDONAT B8 ARG EAE (3
IR ERIRBI R R ZEN ~ — 71 —R° SDS | Bohal A%, A IS £ UV ODNAK A TIEERIC@RA R LE-.

A A UEREE | O X D A
WA~ —H— (Mori T, Ohmori
H, Cancer Sci. 2019) L H#EEL/ZEZ A

0 20 40 60 80 100 120

Human ATP5 AAT AAA CAT GCATTT CATA 1724
Mouse ATP5] AAT AAA CAT TCATTT CACA 626
RAT ATP5PF AAT AAA CAT TCA CTT CAC A 552

oy A % N =
HNGB1 %> TNF- o 3 fg’%’r%{ﬁ SRR ZR | ey AAT AAACAT GCATTT CATA 19314
L7z (Ohmori H, Pathobiology, 2019 in |jgwyhan  AATAAACAT GCATTCCACA 19303
press), &6, vV ABEEET VIZBY | 19usa AAT AAACAT GCATTC CAAC 19303

;g k| %@ENF_“ %\;’%E:’% EF 1 m3 s bay kY PATPSEEFC 51 BCovd-
Bl 7 ACHBLIEM LTV SIDD | 195 2 8 ol s BT 5 BAIAHLET 5
FT—Hix, Lo DAMP (2 X DM MO AR 4% EAEBH LT,

WBARELHEEICEG T LETRL =

ok, hav st | T B sova
ST, 2 ¥ R U7 DNA OLffifa~o0E B dsDNA
ARG T D727 v HIe2 DT flEE 7 » b H ssRNA
B L7z ba FUT DNA ZFIVTAE |8 400 M dsRNA
Lz, BBREWZ L2, 2ROI M FUT DN | 5 #
TSI B E S Neh T, S6I0, BFEE |2
FOar Ty P AF R a—FTAI ba |2
> RV 7 DNA #i47% PCR CHEIE L7 b D &S |5 50

(8}

He, arsys 1 BLIOV CIIHAENFEE
Ehin, arFry s ML EBLCIV Tk
nhnot, £, /LA DNA THHEBTIF D
PCR IR T HEITRD bhieh-7- (14 2),

imﬁ%ﬁi%i DAYP e L U7 DNA | ) RatdACTB# & (ATPSEIS. 3t 0Kic.
N RV oY= IV AVl N T I s R 1 i B WuhantCovid-19 (DIBEIES! (= 14 4 5 12

LS5 DAWP IEHEFLHBIFHET D ZERBERAON | 3. 2kMODNALRNAZ fF8L L IBRTHERE~

Mix19 ACTB ratATP5 Wuhan

e DEBHET L1,

Wiz, ary7 Ly 7 ZTBLICVIZEITS DAP 100
B o e REMTT 2I2Hh20, LEED [0 None I ATPS
MHD Covid-19 7 A /b ARG T & ORNITHEIA M ACTB M Wuhan| | 4
POFMAEF Lz, FORER, M3 0k iz M Mix19 *
YAy 7 ANV ORIZ 19BEICHIEYVE M v |5 [P<005wsMixie
DR, Ty FCHEMSEEN, 23550, unan |8 [P<O% | X, o *
coronavirus HKU1l strain SC2521 %2 Covid-19 7 - 50
A /LA 2019Whuhan BEE5 L T8 2019USA #HROEIEF | D
5 &AM 2 R EFA RSz, bhvbh |
1L, 2O DMAP {EHE A2 H T 5 O Tl d
ZRABRIETo T,

Rat @ ACTB 43 L T8 ATPS 41, AP TRZ, Wuhan

Bk Covid-19 OHEREFNITHT 5 1 AEH - 2 KD 0 SDNA dsDNA sSRNA dsRNA

DNA & RNA Z{E8L L 7 » NOAREEAIAR 092 (2% o (e - i
ATPS 15T & Covid-19@IE L = > k2 —/LDNA
(19 HIEA) BT 7F > (ACTB) L0 &IV AEING 2~ U, B2 meaitt <l
W ENmE SN, E5IZ, T b ATPS G T-iE 2 A<8H DNA « 2 A<$H RNA ~CIR&F O fuHs /)
fill 2R LZolcwt L, Covid-19 = 1+ Tid 2 ARBH DNA L 0 & 2 ZREH RNA T L V) GRS 5D
&R U7z, & B2, H9e2 MO D IMGBL IEZMET H & (B5), T v b ATPE B 1T 2 K




#H DNA « 2 ASHH RNA TRIZE 0 HMGB1 F8H T & /-
B L7=DIZxt L, Covid-19 &EfsF Tk 2 A$#4 DNA
XV % 2 AEH RNA T LD g8V HNGBL 81 TN R
LRy ey

W, H9c2 Ml OER{EA F LR & L CilEER L
ARE AHNE B (X16) & ATP B (X 7) 2HIE
L7z, B{bA s L A% ATP5 & Covid-19 B+ T
7 < o ATP5 i 2 245 DNA T Covid-19 @{mF TiX 2
A RNA TrEho 7z, Zauckt LC, AR APT
#EE 1L ATP5 & Covid-19 Ein TR F LTV,
ATP5 1% 2 <84 DNA C Covid-19 {57 Tlx 2 A8
RNA TIEA > 7=,

XtZIZ, Ty MEEREET A bR L g
FrODNA ZfRH LNz o0 1 ASE§IC LT ATPS1 AR
GHDNA 27— L LTI DNA & 7 =—/L &4
7=, T #L% mung bean nuclease 21V 1 AEH DNA
LT == LT 2 B HIc R oT-bDDAE
BAMfE L7z, FOER, 57~ Mg # iz ATPSDNA
WrH I E o, EREET A Clik
Hant,

INHOERBERNS, T har K7 -ayv
FL w7 ANV ORT Covid-19 BT & HEAME
BT577 7 A0 ML, OREEMEICE LT
RIEZHEL, BER FL 2ADBIK L ATP EAD
BTE2bEodT ZERHLNIR-T, IHIZ,
Z @ DNA BT T7 v MEIREET LTRSS
TEME, IO Covid-19 fHEMES har FU 7
DNA Wrfras, DAMEREICRIT 2 0MEEICE
SRR A B9 D L AR S LT,

400
1 None [HE ATPS
M Mix19 M Wuhan| |
300 W ACTB *
*P < 0.05 vg Mix19
#P <0.05 *
* *

4HNE (pg/g)
N
o
o

100

’ ssDNA dsDNA ssRNA dsRNA

(6. (4 & REROAUEZHIC2HAICITL,
R OBEE{LREEAHNERE 2 8% L 7=,

200

[1 None M ATP5
M Mix19 B Wuhan
150| M ACTB

*P < 0.05 vs/Mix19
*P <0.05

+

x*

ATP (%)
°
o

50

L] | | L
¢ ssDNA dsDNA ssRNA dsRNA
X7, H4LEERONIZAHIC2HIICITUL,
BAROATPEE #8IE L 7=,




¥ X Cc—19. F—19—1.2z2—19 (#&
HEMREMEEX IRARRES
S 5 &£ 6 H 1 HEYE

» )/l

x

"=

X

N

HEAES . 24601

BIEER . E2HE

BRZCHARS © 2019 ~2022

FEEES . 19K19332

MREES (X)) OREHEAREFvIRS > FRAEEOENMEIZRIZTE

FHZeEERE4 (33r) Effect of oral health on efficacy of immune checkpoint inhibitors

HRAERE
thig FE (Nakashima, Chie)

RERIEMRKE - EFH - BIRA

MEEES 40812657

RITRERE (FREEEEK) . (EEEH) 3,100, 000 1

WRTER R OMEE (L) @ 7z a ciéu’] CARET D AR LR TN o v
lw/;ﬁ;;ndwmn4®%mW%u‘ rnwwﬁwm%ﬁﬁL\%mﬁﬁ:Mﬂaﬁflme@Ltn
FERIZ LT =k i o BRI A SSA/PDDIMHLICH 595 = E B L c i ofe, X hiC

ﬁTBMMZPm;wiUWIW/JmLﬁULﬁHmMm4WMMW%TLi5YW®E&mﬁ
ZOEHE, IEEA PP a elaudin A — YAPRRIRIZ i A A AIRIE O L AE 2

R ORI 302 B 2

TR RN B 3 Ol & o & o Bk i*t%ﬁﬁf;'ﬁ‘?ﬂ‘%b‘ Z DRI — M B D G R E A~ DR A Y A P Uy
YA kB ORI A LT D] JEE TR OEIELHF & BN L BRI & i1 % ~
LA AW RO AR L+, AOEOREET, I Ml 2 A &5 % LR 70 AT o 97 AT
TR OMBC AR AR L b7 b - L A S B,

WFZERk B OBEEE (3£72) : Although C. perfringens impair tight junctions, in oral squamous cell
carcinoma, intratumoral C. perfringens induced YAP activation through intracellular translocation of
claudin—-4, resulting in enhanced EMT and stemness. Similarly, C. perfringens was found to
contribute to the malignant transformation of colon cancer precancerous lesions SSA/P-D.
Furthermore, in renal cell carcinoma, EphAZ2-PKC ¢ resulted in the activation of YAP by intracellular
translocation of claudin-4, similar to C. perfringens. Thus, the non—-tight junction claudin—-4-YAP
pathway may represent a novel target for cancer therapy.
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WFZERk B OBEEE (3£72) : HMGB1 is an important factor in cisplatin resistance. In this study, we
attempted to improve cisplatin resistance by targeting HMGBl. Post-translational modification of
HMGB1 showed that oxidized HMGBl was more active than naive HMGB1, and glycated HMGB1 (CML-HMGBL)
was more active, In contrast, inhibition of HMGB1 secretion by ethylpvruvate or tanshinone
suppressed CML-HMGB1-induced cisplatin resistance. These findings indicate that targeting HMGBI,
especially CML-HMGB1, is important for overcoming cisplatin resistance.
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tethers mitochondria and endoplasmic reticulum (ER) to influence substance transfer and metabolism
between the two. In this study, we examined the function of PDZD8 among MAMs, suggesting that PDZD8
protein is expressed in a tumor—specific manner, regulating mitochondrial iron metabolism and
suppressing ROS production. Inhibition of PDZD8 promoted the antitumor effects of anticancer drugs
and pterostilbene, which inhibits F1F0-ATPase, from increased ROS production. Sunitinib might
suppress PDZD8 as its off target.
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