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Immuno Sorbent Assay (ELISA), fluorescence-activated
cell sorting (FACS), V71V % 4 LPCRBLUV T
ZIVPCR %2 E) IZOWTHBEITo>TWwh,
MR BRI % OEH o aextik s LT,
e Bt i R O B AR EZ T TR CHE
HHIEH LTS,

ZOHBIHERT 2MEWIONTN, 1 —7
T A LRV REE IR EYORMEIZT Tk L,
OGRS (RS, MRS, B s L),
@QEHFEHE (my 2 — v, HELRY) & EO&ME
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Wioxt 3 2 8%, FoQBMA~0OEES A3 V7,
BHBEOBRE - giih UR - #4 L) B0z &
REBEELEDP BB L TCWAHNETH Y, AT,
FAEEHLERT LI LT, BWOREL X1 ITE
NCELDTH D, RRMEFE TR BT
LMAEY OFEE - B BERBRONE LR Y, 18
MIC1E, A% v 73I—F4 v ZEITVERLE L
Twh,

F oA B E IRt EE OB E TR IED
72, BSL3 OB EICIZFAEEHL &, T XTOME
EEREEF UL Y PNTERL TS, Z4F v
Yty NATOHKS - RLEFHIHERT 5 7210 T
%L, HEFYELY POMHEOREELALZ EOH
fEb LETH 5,

MZTHBVD X )2, EELRERTET HHE
Wasd ), HouoFoiidsiaicid, RBitHE
FIWZHFIIT 7 F 2B L, PRl LA T 520
EHERE L 2R ICRBRICIEH ST 5, HBV OBR
TIEWNY 7 F o EM%, RO L PSS ET
FAED EZET 5205, MBREHEENL L LTI
H12oTHHH) T ELREEETH S,

REBRZHABOIEES

HAE, M@, BEEBIOCYANVA%R EREA 2#E
WEAWTHBREYERL TWb, JREWZ R
BARALR T HERELRY - T EDOT 73
TCTHAHN, HBEITLRAHEBE L CIE, BHOME
HATOFIH L, BES 2 WRETH L, &
YestBai gk & MEE - SEH T A 0121, I A NRA
BOWRREL L OMIGTNERERD L7120, B
FIRIZAT > TV At 2 FHT 5 2 L ITFHT
Hbo FlowitHti, RBELEOTKHEIZH D
A LEWEZRCEHBREZEGL T b0,
FAEDRED S B SO BIRRPIERE TNV D
RE BELLEFHCTORBREKZ &, RBTLE
AHEICREEZ D LT L) b RCRBEED S
N5, RERNEDIEE L T 5 RBREHEOH A
X, BB ORIV ERE T FEiE L T\ 575,

THTITHoORBEM NG bE % ZIF 7221,
B~ OE G BRI OMRRERE, FEL ok
BRI BB A N%, BEAZED S OREBRMVED
BORBNIIEGEE T VICET ANBICOWTAHZ
ZEDLnn, RBEEEOERTE#RL LIS
ewaiED TS (M5),

AL RER A B ATV 2w BciE, f#
A4 2MAEY ONM 4t —75 4 LNV, @4
Wz WO KERERER 2 &) R MHSE LR &
VB Z CTHICTE LD 2 MR L T D, Mgk
ELTHIGTE 261213, R 28EY 082
Fd, BT TR e ERBNAE IO W T
Wik L, 2ok RBOREZITLHENLE 2 DD,
RBZEHE O HIICEI L 22 REBNE DWW THERE
5720, BAOITEEDIREREEIC LS (X6),

i 2 EDIZ OV TIZRBELE 2 55057
RED DR LEI R b RBRBILED» S DHET
WA, BHTIHENRE > TS0, HBETA
FUHE» 2 WA T 5o MW 2 &34 % E LR 58
EANEALERRZERT (JCM) Rl a7 A7 B N 3 B4
Fefli 2B (NBRC) %&b H 5705, VA VAD
¥4, % < 1% American Type Culture Collection (ATCC)
POAFLTWAS, ATCC & K3 Z & HO
BUZ T A & v AP LB R Y, REBREEE 2D
BEWEECBAIIBWTHEETH B, T2 1F
TEDTA LY ARBHBLE R H, RRBOY
BIIEELZTNER S 2w, $2ERNORKREIC
BUTOZHSHTHEAT2HEICIIEEBEATE
HBWIEbEADLID, FH) o AR
FELERHHTATL TV A,

FEHRT AT o TR WIS, [ UMt
WTH o TORIZ & o TEMW A L 7B ITIEIR DS
BebbtwiZbdbLrdb, F0ROEH LD
BEFHITERETHY, T2 RECHESIL
Tl b,

INSONEERBELETHREEET LD, 1H
WAAFTE RSBV TR TR LTE
T ALHIZLTWwhH,

[BEEFLICDOVLT]

HEAR

[BhipEERICDOWLWT]

MEEMRATORGAHL V., R E V0O TR
\\<?$M#H0ﬂitu\mwmm&t8) ////
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YTV EHEHT 256, RBRE
IR 72 BT IVORENLEIZR Do

RGBT TR IANVANRY ¥ — % L7
FAEREREMTICLSEAH I LD, BWHEIZL -
THEBAEY BRI ANVR) ORISR, 720,
LB EEHT 208N H D, TR E R
THEPEETIVORE, b MEeREDERSPIEGL
THERPFEDOONLWIEAELH D, IO EEE
L, B2, BEET N &AW ERREBO% 4, 8-
WEY - A O3 ODOERNFHEBRT 72037 Y F
FEEL DS BWOFMATE 5 2% Filc et
THIELEETHDL (KT,

T W DR D18 5E R0 R YL B € TV D K % 2
L72BRBET, BHEDNTG U AZEE L 203535
NEEZIRFET 5o

FLEWHRTANVA By s FrERGZF Y
Ly VBB e SIERBHIM S EIMERIC R 5720
ARRAENLETH ), HLEEPIELR D L EHT
ERVIEDNDH LD, BROICHLR 2R LE
WEEHERL T D (7272 L2FIEICHEE)

ftEOH

REABROA/N
REOFNE LT, TTIEMBRO S 2 IEGE
TWNZDWTIE Y CICHERRBR T E i 2 7%, FEh

(AForlE, #ICLBERDEWN)

SRS ET
X6 Yzt s - EEA
BiemeT L
ﬁ% WEY - EF D3 >DEHZAHE
#m NIV XEERLLNDL
Eﬁﬁf?éb%ﬁ@ﬁﬁﬁ%%
s B L o TEMEDORSHARL
(FICYAILR) 7=, BL-EBYE
BA¥aZ&rnE
c BATBBEATH-THE FEEEHIE
AT ENE N

ZEROBRE - EEA

RN, BUETFLONE - R -

RS 2 WEHBIZ O W TIE TR S L, B

KLKMEW@ﬁ# CLThoTdbuy MPRRRS
EILENIS Utz £ S 5.

TWE%Tiﬁ%#éMi%@%ﬁ@ﬁ IonT
SRR Y, EROWERR S BAY O T o=
{(Colony Forming Unit (CFU) ®a ¥ —$7& &) 122
WCHEEE L, AR5 2 TV D5 E RES
SR

0%, R EERT 57, LEIIS LT
ZUWEIHTETVOBFRES, By te— vk
HAWTEFNVOBIEIZOWTHERET S (X 8),

G ER DARFE D & Ffi F TOFALIZ D W TRFH
BB EHCCHBET 5, RBEIEEZR L EREZ, R
BRFH OMERZ =2, FrEER#EILE COMIZHK
FRESICHEL, AR HLLEDND L, BT
2 OKEMEREBROBSIIEE D B oW %%
ﬁétb,%@%W&ﬁmﬁﬁﬂ%ﬁﬁéﬁﬁt%
L, RBAT V2= VAEE LR X ) ICHFTI
Hifx 2, T/2ATCC ST A VA% 2 AT
LA, EENZ W EY AR TADENR D
ELHLTDEENPLETH D,

RE AT ABMAEWIEIT -y ONT Y FERS
T2, BAEEO Ty b2 Th BRI
L7-ay F#E—LT\W5, EYOREZEE 21T

BEE. FH)

KBRUIDITLEHEHLEER !
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OMIH B R B LI WA H 5, OEE:
I IOFERICE D0, HEENTHERL WX
HEELTHYIES, @7 A VA MW - ER &
CORNEREOERENREE R &, TNENEL 5E
HENHY, FREREMICL > TEMAY O
bRLDL LS, RAEBRRBENICREE T EOME %
THILIIEETH S, BEEMG L MERIC, B8
EHWERBROGEIEEW AT AT Y 2 — VR
ET 5o

B AT 2T BB A & o THUEY ORERERT
BRI A PG L, EIRBIE MR o e =
B EBHEINT A=y — A LENEFEMST 5,
D%, T F LOMEEEL LI TRNIIL S
(K 9)o FAMBIIG U TR Z BRI E
ERNT B0, EEHIHERRPIR R E05AE L v

L, BEREHERHORESRICAN, BEEBIZHE
WEIET Do

BmEY BB RER

FHER & F V72 in vivo JRGEEABRIZ IR ek & &ER
LD ETIWVERSHERGEND S, T \Volz
WA X REIIRIF % ¥ 5 L 72 b ERi A€ 7OV

TSR (£7 1R

c FRERER (ETFR)
s TR EaR)
< AR (EHEER)

HERERRDH D ETIVIE,

8 AR

TR EHER)
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WICHE 2 RS EA I ENTEX S, BHOMBARK
BETFUDREN LGS LR T EZRET S
B, HIE % AV I IE R R 7 & OW AT RE
PIRIF OEH AR 720, SEEPIHIR 2 ) L
W RERE RS T TV RN SR 12 & 5 Y
ETNR EERFET 5. MEEHWEEET IV E
JHWZEEEH & LCix, IR (Ra7), k&, M
OB (CFU) AL Y2k b, E L LTI
EREPIEE (MAC H) O~ AT T IVIZDON
TARLTWABD, ZOETFIVITGEIEIHIF 2 HH L
HTWETIVTHY, B RIMSEETZ LI
LM OEESEMT 5. TAKTIIRLTY
WS, RERDDIEO NS,

HHEA MR ciEYMMcERET LI L
ML, FEMEE & LCIER (Ra7) BSAL VT
HY, HEREZZ CERIIBTFEMET 2720, ks
OEHBUIFHECE R WIEER D L, ZEL LTEV
Ev bEHWAREBERETVICOWTRLTY
BN, RIEOERE AT 7LT 52 LI L) FER)ZEF
iy 5. FABREOETIVIZOWTIL, KEBHRER
DETNIZT TR L, BHABEET )V, RE#BEET
WAZOWT b EEf L 7288 8kasd 5 (X 10)

AR (EHHBR)

CHEMRERGE. EEREFHER
A, BRE. FHMHER:D
(PSS, WRYBRERE.

ST 5

T CICEMHRZ Xk

s

YAIWAEBHER
(TCID,)

HEMERS -FERE

BYIciEE

BENERS -FERE

(MiE - MREAVCEREES IV VL RABZEIATAIE

EBRERESTAZALT, 1L RERIE (copy/mg, TCIDs, /mg)
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= Py = . )
HMEAE (lE - 28
(unit : logyo cfw/liRES)
45
EEEY - .
Colbey SAREE  MASEN  REASEN DY .
Day? 200 = 0.04 254 = 0.01 6} 35
Day28 509 = 0.04 202 = 0.3 “ 30
«10%cf n ———e
Day49 463 = 005 2.58 = 0.4 ) K 28 =1 IR SN
] —a=28 BB ELIL SN
Days4 371 = 0.03 242 = 0.15 “@ 2 20 —aaRE 12T | LRSS
Day? 259 = 0.08 3.26 = 0.23 ) 15
Day28 623 = 0.09 3.09 = 0.03 4) 1o
2:10%fu os
Dayso 542 = 0.03 351 = 0.1 @
Dayg4 194 = 0.06 3.55 = 006 @ e iRl -k Tk -l
Day? 350 = 0.25 462 = 028 “@ Bkl (B8)
Day28 727 = 012 3.5 % 027 4 3 5 —
210°cfu e W BEERLEELEY FETL
Day40 674 = 006 445 = 0.03 @
[#=] (=&]
Days4 615 = 005 3.99 = 0.08 6
= - HlioHEEZ L - REOHEEZ L
Mean=Standard Ervor
& - . iy
MACERR T REFNL (B, BRTERS) * BRTONENE * B (2a7)
- BER (R37)

10 ARG (MIH - FH)

T ANV A AW R M ERT 5 2
EH L, FHMIEE &L TIZERS MR o 1 L
2 (copy ) D5AA Y2 bo

Z# L L CORLZHBY EEE T VI IR
FAIRTAETHVEEETVTHD, 1X
10°copies/body T A )V A % $HE§ 5 & EYet% 8 ~ 10
HETI7ANVADPEFREIET L, TOETIVE
T, Ifi# HBV DNA &, HBs¥HLE, HBe HLE %
& B HRNEHI 2 S L TV 5.

LV INL Yy HFEGETI AETIVORE, 47
VI IANAZ< T AL, BEBHZD
YT ADMIARET FA X WERD~ T AL
CNEBEENMERT LI ETYY AR IEOD 5
A VTNVIZ Y FIALNVAERERL, TOTA VA%
HOWTEGRBEZEHLTVD, SO IVA% 3
X 10°TCIDso/body Tlgide & & 5 & j&ge 5 H £ 121306
Hi"C 11.1 logao copies/lung & %2 ), KE A L FRD S
Ns, MTIEA 7V AR (HIN1) TH 5
A/PRIBIBAIZDWVWTIR L TWADS, B TlEZ oMz
A%l (H3N2) T3 % AlPort Chalmers/1/73 & B &l C
& % BlLeeld0 12DV TH Vv AKSHET A VA xR
HLTWb,

FT7T ) OANVABEEYFETIVE LTI,
T FORNOBG S LRI 52 L2 D IEIR
WROOENLETVEEHLTBY, 77/ 94NV
A 37 ® & 5 RICEMRERFREZA L Tn5 (K1),

Zofl, EERERD ) LEBRERDD ST A VA
& LTIZHIV, SIV, HCV, B % 7 { )L A, RSV B
SOTGA ) IANALEDRD L,

HIV R HBV 7= EfE =05k P 4a, b Mbvw
AETNERAWTHEBRZEML TBY, HIVIEEE
TOVide b MmEHE 2 A L 72 NOG ~ 7 A & Hw
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TEBLTBY, MPT A VAEREOHEIER 72—
A4 A MY =% T CD4/ICD8 72 EDEKAE /8T A —
Z—HEFHIi L T 5,

MG 2L 2 Cld A ¥ 7 VT Y £ L Z LSO IR
WEDOBFEIE TV E LTIERSV R T A/ T VAL
ER VR GRBED ERBL T b, FoMtior A
WVAKBEETVE LTI ¥ o 4 VA% 7T i
BIEETNVRE, BBARICHDEET IV &
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I O BB L LTt MAC B DAL TR,
W7 N IRE, ARIRW, AW, WRIKE, T2
AEBLOZORNY DY A% EOEBREIH B,

EHEYE TNV TIIRBERE G 7 N Bk, I
e ai ARG E 7OV TIEM RERE R MAC [, &G
ETFTNTIEHG T FYREREE 7 FYERE, R
W, ZEEREFVTIRT 7 AWREL T Y E R
EBIRBETRAL IS L 72 B geRBR % Ehi L T\ b,
¥ 72 PK-PD (Pharmacokinetics /Pharmacodynamics) %
By& L7236 LT b,

BN O RGBT R U Cld e KRt T
WELTHY I, WREBEROEEETVELTT
ARGV ENW AR, BFEERETNVE LTUEIYTEFT
HWRBRORE S L (X 12),

COLHITHITEERABRE —TICE > THERGE
TIWNIEELIRI D Do TDIOKMAY % 72
YT TN ORBRIIMRE D O ERT D 2 EHFLET
B BN, REBROMAEYWTH > TL B TREER -
TERBRRPHEM A A0 L, L EgT TV D
2B DTV 5,

F 7o R ER LLAL T UL BSL2 O ESEME % FH v 72
YITSTIETVRY P2y 7 ETF LV EHN
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FHEAR (71 ILR)

Serum HBV DNA (log copies/ml.)

1 3 35 2 49 56 63 ] 7 8

A NABERSER
mWF7 LR FEEN=
‘lcg m’h‘ﬂg ) "o‘;r‘l

111203 854=31

(Mean 8D, n= 14)

AVINIVHFILNRBRETIRETIL (R I4LRE)

05 mEm EEEm
VER5#(0ay)
HBVEEPXB= 7 RET /I ([IFHBVE)
[74 L]

« RIS Z W E[3R 4 23 g

© BT/ LAR TF/ 94 NRBRIYEFETL (B)

o B

X 11 EYREBRE (7 AV A)
vz mE | BB
*HIV, SIV HILERTS TFARARILFHR
-HBV, HCV -KBE s
TTFI9ALILA ‘FORE BEE
AVTIVIFIAJLA R ERE RSEFT
SHARAAAYAILA -EEIROBE
AT AILR KR TRIERE
SHEALRZYALR - RIEE R T A A
IR HTIAILA SYRTFYT
0891 JLR S AAV
RSV “MACHE T/ I9MILA
CHORRYSY L BRI

. EFHE

TR SYR DX, JILybk AR, YHILEE HE

12 EHRESRO S 584 B L Ui

FNHRETIE X — K~ 7 A% Scid ¥ ™7 A %2 EHER
eI A FHT 525, HRAr -2 HHT 5
Z kTR IR IO TV,

M2 CHAEERSEHRHTIEIANANT ¥ —%2ff
L 728 T aE AR ER AR A VA DS
kR, — MR ERER, AN R, PEH R
o TBY, )RR, SRR TE TS L
TWwh,

% &B

RGBT 1L U & L TR RBERE & Vv 723
B KEIZE LML TB Y, FETIRELETIHEER
HELGOBEINI A, TGS RSB R A S
nhEHhotz,
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RER T EMT 57201 BT RPHAEZ M L
TAMNT VA EBE L RPLEEREE 720
DON—=F -7 MNAERESE, HoMENattE
BEZHELED TV D,

F R ERE ST LIH, BRUED R K
e T EREBEILE L OERILEAE R HE RO
WG EeE2ERTALIENEETHY, —HKTHo
RER O L KT VR FHT S 2 LR
B9V 3EH] % FHli A IRED TR R b,

HHETZI D L) ifiikz @3 42138 etk
OS] - #lf 7 En—F - v 7 NIl A MEd -~
EHHADD Do F 7GR BROREROEE b LB 772
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B R NUTIVvI/BRADRA, ERBVOED Y OIRFE

d—ITFoNLAXAEZ— —ZDEBEREFYWE L TOFMEICDODNT—

1. FC®IC

T— Ty (YT ) NAAY— (Mesocricetus
auratus) 1&, YT AE Ty POHFMLOSVWREED
EBRIT>RETh s, NMTENRT L, BHL
W EPLEETHLCHATINT VS, 72721,
Ry bray TR ETRIRPT LD NL A
=IO THDE (PXx TV T UNLAY =T
E)o T=NTUNLAT— (LT, NAARY—LHE
) 1%, EBREWE L CoBRIIE L, BIWESE (%
Al MW, TAIVR), SES, EES AGE - 5
K (FRIC2RosE) % LRS- BYEFERIC
IR FAWwWHNTE7, LA L, 1980 FERLIFED HEIR
TUES T ZAOERNZ LY, INEIEEREY 0 S5k X
TUANIFEAEEEDL LR, FOMEE,
INA R — 3R e FE R e EICBREMIC b IS D
BT o T ze EZAWEE, FDONLAYT =N
HMEHZEDLL)10h>T& 72 FOHBDO—
DN, NLAY—OFHBaa ;7 A A (Severe
acute respiratory syndrome coronavirus 2, SARS-CoV-2)
NOFEEMETH S [1-2], 72721, BimELILTE
500D, DL A, L FTROLNS LD Kb
B I ZHERIE I S NI WE ) TH B, B
— DDA, T AMEFHMOEETH D, N A
A — DRI, IhFEFTHESNHYoORT
O EYLTORERENEEL {, FAMMEY 2T %
e BEZe ES IR D o 72720 [3], MEfnTZ
INBAY — B2/ v 7T (KO) NWNAARY —D
{EH IR EE % 45D TV 72, 2013 4E 12 CRISPR/Cas9 (2
X077 AREKO T YA [4] DG SR E R,
2014 4EIC KO N AR 7 — 1R RE Sz [Bl, &
D, HEAIZKONLAY —% HO 78S H 8L
TWh, ZONLAY —OEREYE LT/
DOFRHEE, EBRICHWEPHOBEMI BN TS
D, PR 104E (1998 4E) DL A Y — DRFTEH
82,510 B, PRk 314F (2019 4F) o 5,887 BHF T
DEET T zds, BHAREBRBIVHSOFITL S
EAVH 4 4E (2022 4E) 1213 20,022 BEE CTEIE L Tw
% (https://lwww.nichidokyo.or.jp/production.html) o 74
BTlE, T—VFIUNLAAY—OEREHWE LTO
HHME, €L T5BOFEEIIOWTHEHRT 5,

94

RS 1 1

INEERR L2
YHEYLEEWIGEAT N A A ) U — AWfFE v & —
2 YU R A Ay B R

HE

T VT UNLAY =L, FEEHH~YTIABLTT v
FEFMUAXIMFHIZET 275, FX5A2 X338 e
WANLRAY —HBEEITNLHORICHEEND
(K1) ¥ AT b ED#EALEDIKIZ 1,000 5
EDEEEDNTEY, EWEHIZD-T, Th
5OEBEY L IINOEE - E S5 TE [6-7],
IND, KONLAY —OfEHEBRICEAFEIN S &
ThHb, B, CHOMBTHEEZ LT ¥4 =— AL
A = EMDONL XY IR TH L, Ebx
B L L CORERIEE <, 19304123 ) 7 THi#ES
N-BAfEA 3L (REOHE 1, M 2) OFHIER
e L CERFCIESHVONE L) -72 (2
NN T UNARAY —ELIRENDFLUTH D)
[8le 2070, Tz EDBHNDL T— VT U NLAY —
X, FOBEEMNEHE IR EEZEZ SN TWS DS,
SEFEFLRMAETCKE TR L EENULEICD
looTrzu—XAFau=—t LTHBICHERESRT
72720, HRER|IZELZLEIEFNZNO R
LRRL WL EEZLNL, EBIZ, 2hFETIlC (R
DIFRTV) HEOERIBLHESN TS
MOZFE OREREICHE b 2 EETFI2D
BRIGELTWDL EFHRENL, B2 X, FAET
"D 572 APA N4 A & — O streptozotocin (2 & 5
PRIF & BERA, BENZERNLZERICIZ2D0
TH»9 [9-10]c L2, 20004EmIEE TS FE
FRT7T) =S —RWMEZETHERIN TV Hir0E
BEHRNLAY =RHED, ETHRRI-FEREHYE LT
DNLAY —DOFBEORTIZLY, Rae @iz T
LEo/zo BAERNTHBR SN TV AERH LA
7 —ZHIE, SPRALZ R TH &Ko 72 R & - HE)
WSO THTHY, BEMNESHFEIZIEE IR E
EzoNnb [11]. ZHIZOWTIE, HikT 5,

2.

3. EREME L TOEEEERY
3-1. RB4E - £iEE

INAAY —IL, FEFIEE L7z 4 HE O EW],
~ 7 A DN EPEI /7 (eCG-hCG) ~DE WL
eV, BEEINEOLBOTEINOES, BEEIEOH
THROECIIEEN 16 H), ~7 AT v MEH
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HoEE RAIEEH FRTRIIB T-ILT2I\LRI-TE
(T-N5INLZ—, ST INLAE-)
JREEND : SUT. LY, AZSTI

Mesocricetus auratus

FRAIEH
PERXSER

_ RXIER
Myomorpha

{

s e | WITIVEE
(TouH Hystricomorpha

ELEYL, HENRS, X—M)T,
YIFSY

Rodentia

| JREE
Sciuromorpha
YR TR E—ri—

H1 SHEFLOT—VT U INARY —

A AEH Muridae

INIHFRZXR(TIR) FTRXS(SYH).
AFHRAI, NIFAI, MFFAE

r == =i

i—";’—R’f?sZ’Eﬂ Cricetidae |

L NARE—E !
J-NTUNLRG—E . A-NT Y INLRF—
EAFIATRAZE © S HUTYINLAARS—. Fro ILINLRS—
ELINFITRLZE « FrAZ—ZI\LAS—

TR Ty PEERELLF XTSRRI EE NS,

HOEBRETORS \ZEML L, Meri#o b LT
A AEEAEE R o T d, DX ) RBLH
M, NAAY =L, FORMETMEIEE Hv7:
S - BFHAEMFOMEOERMEE L TRVWEL %
FroTwade mAICHIEZ IRV 7-0%5, 1963 4O
T & Chang |2 & 2 WEFLEIC BT 2 A DOEAVZHRE (in
vitro fertilization, IVF) DI TH 5 [12], #h T
TIZ Chang I3 OME Y ¥ F 20 5L 72481 C
IVF 2B LTS [13], 2ONLR Y —DEER
25, RS L 72T TOMDOEIIN > 720 T
FUE T, HEAXSENL7Z2ED ) O TIE2EAT
&7\, FZCHIET & Chang 1%, ¥EHROTRIZL
DN CREFICSRREE R S, Tt @F
D AHZETEMEE TN L A Y — DG (8
REMERICE D AEL D) PESHIHER TSI LPK
XGBERTH D, Yk, NARY —DENZHY A
T AL, BT OTEREER, BT oEEG, Bt
TR e & OIEREZE, X SHICIZSHFgEE LT b
FOMIEDKETF O TAEREMERE D 72 O\ HE T AE
(NLAZ—F A ) ELTHSNE [14-15], F
72, MIET S 1E, AR Y — % BWCH O BEMIE R
(intracytoplasmic sperm injection, ICSI) 2T L Tw»
% [16]c 2N S DOREEIE, IVFB L UICSI 2 v
72t FOREEROFBICRE LEHEZ L7725 L7,

3-2. BREF

INKAY —IZERBICHbAEF N0 L D, &
¥ EF R BREERICHV SN, FRICFAERTIE
Speleorodens clethrionomys (nasal mite) [17],
Demodex aurati [18] 7 EZHoBINH 5, F72, #ll
J&% 3= T %, Corynebacterium kutscheri [19], Car
Bacillus (371 Filobacterium rodentium [20]) [21],

95

Salmonella spp. [22], Clostridium piliformis (Tyzzer’s
disease) [22] R &DBIFoNB, T2, 7 A IVAK
FeTl, ¥ ALY B ) o SERVEDRAS B ¢
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LIWEMED SN TH 2o RIS HAMETHE R
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% —¥E34 7 (SNP : Single Nucleotide Polymorphism ;
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DT > REHICHBT L E5 %57 ) W57 — 5 £
E HBEHERRSLETH Do

SNP #lZ H % 1)} % &, JSNZ Bk & muC88d ¥k
HiZbTH»197 THH (B SHEE), v MRSA
e SNP BURBLME TIZHIKN T 7 F 7L A 7 (200
SNPs DLF) (CHI4 4 5, L2 LMikRIZHRT 5 E D
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MW?2 ¥k (ST1I-MRSA #%, & MIZBIF 5 ik G
Bl MRSA O FEHD—D) 1%, pEMEEFE (hib) &
fEFoa—74 y 7RIABICHFASI N T 0
Ty =T RO, 077 —IBREICLYEEE
T OIERAERE F72 U2 BRES, [ L < BB Y
NUAETNVIZBWTEREN -2 E b HESINT
W5 [19], hib #EfxFid, KEARBTFOAT 4 0T
ST rEET I PNIIKRGHT 2 EE B LT
LI EMS, BERENY T7TOWRBEICES T AARHE
BRAEPBENTRININAZEERINTW S,
X412, FotifEisk STe8 il 2 #k & v b Hi3k ST88
Bl 1 ko hib #zFEEHEBO T/ 4~y T2 R L
720 FH Y A ZX I HE muCssd Bk K UM b HIR
AUS0325 ¥ T %, hib #ZFHREIZ T 77—
$Sa3 S A S, hib BIET-D 2 DOWHFAIA T v
FLTWh, ZIUTK L, EBR# ~ 7 AH¥ ISNZ
HTIE, ZOMEEICTT 77— ¢Sa3 DEFRE 4 <
hib BT O I—T 4 ¥ FHEBEESRIFINL TV S
kb, Tu7y—VR%EICL S hb BEFOBE
PRPE U722 AR EN S,

REDO~ T AEEMNZ LR EEL &) BHoO#E
fRTZEF S ST88 HIARIZ BT & B 2 TR AT,
EORDLMIRTIRENLLEDND %o

NES
m

5. %67 K IREKORERDEEFERE

B BERR O AR TR B L, ZHI R MRSA
OB, Mk ERBEICBITS 70—y ORI
BB TESEEEY - VE LTSN TE T,
MRSA ZIEOZIHMTIL, BIZHIIZLHE% MRSA 7 1 —
YHBEARTT I L T2z [20], fEskikT
DR IR MGE I S A REISH T& /2o LA LI
1L, [A— ST Bl 2 /R 9 BEP LT MRSA 7 1 — V%
IR M TR SR SN AT s 0 —
FNGBrO— il o TV, BEOMEER
BTHDLET ) MBI ORI TIEETRE
oTWh, DL BREREVEIRER LN, FE
BRESM ~ 7 A CTIE#IS 7 10— »H3EE ST RICR S
HEEDPS, KWIZ X L HFENEHEZHEET 5121
[F]— ST BIRRRI D SNP L NV D4 ) AR % EElT &
BHFN L B BT IUTZ LB RIS R H N,
DTz, RE5EZ B TR % 720 0htk
B3I OWTERG L, MITFEA 2 AT 5o
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S. aureus

strain muC88d
from a field vole

S. aureus
strain JSNZ
from an experimental mouse

S. aureus

strain AUS0325

from a human hip joint

1985 1990 1995 2000 2005 2010 2015 2020 2025 2030
1 1 1 1 1 1 1 1 1 (kbp)

4 hb BfETROTOT7 77— ¢Sa3 LfED T ) o<y 7

FHNE A X IHEmucssd Bk (EB) KOk Ik AUS0325 #% (FER) TlX, 7T 77— ¢Sa3 »* hlb &
EFHNERICIREA S, hib BEIE T L T A DRE L T v, —JF, FEEBREM ~ 7 AHk ISNZ ¥ (th
B TlE, Zo7a7r—YolEICED hb BEFAMEREREARI L TWa,

5-1. /NJVLX 7 4 =)V K5 IIVERIXE) (PFGE) & DHAEHEIZ LY Sequence type (ST) HHFE L
ZL OMBETERHCTEHEL ASIBHAINLE Y 28 THE5ENS, EWICERREBO ST A TET 5
% WL 72 8B FRBE TS 5, HIFREERLHE (£ & LT Clonal complex (CC) &9 Az &
o7 R B CIEHIRESR Sma l 2SHWHND) L A28 bHD. AROGTEFMIETIEIS S B4
7oWiF b7/ 4 DNA %, B KN E —EREEIC  HOERFT—7 L LHbh b, L LEEHER
BALS L LM CREITAZET, HEkpl2d e  ZFHET L7005 REEL PFGEEICH S L EE X
SE K DNA WiH OREIATEEE 220, Boh/&4t  Sh, F—STHZRT 7 u—FVLEKE T &S
REMDON T TNy — PO RMEBOBEZEY ) AR THT OO SNP B ERTIENDHY, KiE
AEEA T 5, BT I & 2 MRk PR RGE I Z AT RETH 5,
AT ld MRSA BN IG5 O e 5% PU R RIE 12
Ao CEa [21], FHMIEM» SR 42 5-3. spa B5lE
L, BoNaERETFO T FT—F DRI k spa#fnFid, %< DEWED 1gG HLKD Fe FHiH
) —RHE Lo, BIEWNERLZFEMT L IHATATETA VAR I - N AHEMT N Ek
DOSEEED T Tk, WEIZOABRTHY BHEAOBREZETFTH L. f0ELEICE & AR—E

bz ol FHMOEIERY 2528 T, TVT 7Ry
FEBTOMAEDLEOREN TS NS [23] [
5-2. Multi-locus sequence typing (MLST) & —STHHLWIZPFGERITY, REETHT / 2 ERE

% OMBE D EHCHAEDILCHVWOND#EHnT HRIATEXLZE1DHY, BHRELEETHHIED
RIBNETH Do 7/ DAEWICHAET 2 EGFLETE —DEEZONTWAE, L LE—EETHITD:
¥ D% 500 (3 & DR IEILFLT % FEAT X R & O, 7 AEROBEFEE M5 EIZRS T,
T57 ) AR E T 2 B8ETFRINETH S, ® B b STHDHWILPFGE BITH [A— spa B & /R I H
7 F 7 BB T X, arcC, aroE, glpF, gmk, pta,  Hd RSN, BEY KRB BIGE L off
tpi, yqiL 28~ — 4 —#@fnf & sNh b [22], $EIEACH H%x%3 5%,

DENIZ X > THEET O allotype 2+ 5- 8, Z
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5-4. PFGE, MLST & Uspa BRIEICL S

FE T N IERE O

IS IFWPEOHEMLEFRGFE L L TONFERER
spa Bl 513 > PFGE > MLST D JIE & — k112 1%
EZONTWDEY, LTLHINICHTEES LW
HELRSNS,

X512, WERO/NEEREHE MRSA BIZxT T 5
3OORGIEE B L 72 fE Ml %78 L72 [13]. PFGE
BTy rusI A (BEN) CTRH—2 9 X
% — & HE L 72BEAY, MLST ¥ T ST834 & ST2578
D2 OO K ED Tz (5 HES) . $72,
[i] — spa I (t9624) 7%, ST834, ST2578, ST1566,
ST1558 D 4 0D STRNZ T 72H > THES N TV B
(K5 KFEEIT)e TDL I, 3DOOHEREEET
PR L CHRRMBRICEET 2RO L) 2 r— R
NROLNG,

FD—7, THIH L2 TlE, w4y
J I SNP fENTIZ BT A WR O T 7 A4 X SNP %

- >
— -

& LT 35-119 &\ SEEAEUE & 55T SRR AT i
WL N, Lo /NE B H TSTS B R KD

MRSA IZX 287 b T LA 7RI o Tnw5
Lo SN,

6. &4/ LEEICL 2 EREMI~ I AR

HEJ N IBREMROIREA=BIEET

ZZET, WY N ERE OB EIERGE T,
TER D MAR T RGN 05 FEFEAIE & G R BER o [ 3
SICHEED D D 2T, Boffer o=
DHBET ) METOLE N 2R, 22 THRE
7 var TR, EREWRE T~ T AT HGAE
B 238 L, BEOTHEERD b REGHE S
Tor—ARMEL, KRy —Fr o —%2Hni-e

70 MR ORNRER, "M A A TH<T 17
AERT 72 ERFANT Do

6-1. KX —4F > X EThHimh,
D= AWRE, BHTFINL

T, MR TS R T Ry B Bokk
IR L, PCRED X9 s ik X % BRI 2
[24] #FEi+ 5, AR ) —=v 7 LT, fitk
DY I = =4 v A B MLST $E2HERE S
%o BEHERRDR— STRITH 5 = L MRS i
X, KRG b N D 72084 ) MR O TR
HEDDLEEND Do

W L kD720 O -7 v AFRELE L
T, BT FYERETHNEHINLy DV ELThR
CEDT 7 LA ZXH 3 Mbp @ 50 fEI2HIL T 5 1) —
REDSLETH Y, 100 ERESHIIKIKO A >~ 7+
X T A T AEATE B, SR — € A KRS
WX DR ERER SN2\,

KR — 7 AW ITT7 7 4 WiE, FH B IEAT
7T T —=2I2X 5D, Mumina (ko7 K
AT #FETA5E, Ya— b ) — FOBHs +Y
T4 EIREIAHN OE A MW L7z fastg 7 7 A b &
ITFEFANT AN ETFT—sELTHNENR, 1
WAEBH T2V BEATNL FD2 T 7 A VHBESNS,

6-2. s, BHA

KW =7 =R EZFA L, -z
ALBREFL TV D sk TlE, 2-3 HARE S UITHAT
FERDIBEIRATRE L 72 Do SMHBZEEY —E X ZFIH
AL, BESERE, BT b LB
JEMTA RS £ TIZ 1-2 7 Hidh 5. BHMTIE,
KA S — o > 22 EERHEC DNA il 2 54K 2

PFGEIZ &3

RIEREEME PFGEIZKBNI T4 T 18— BHA MLST  spa B
TyragS 4

% similarity

® S

[ |1 || [l | 1Illl] Saitama2 ST834 (9624

| | || [l 111l | Satama4  ST834  t1379

| [ [ N Saitama5 ST2578 19624

| |1 | 'l 11l lIl| Saitama8  ST834  t1379

| | ] || [T LT Saitamal0 ST834  t9624

| [ 1] | | | I Saitamal3 ST834 t1379

| [ | Il | IIIll | Satamal4d ST834 9624

— || |||H | | | || ”” f“n"nn “ Saitamall ST1566 19624

Saitamal ST834 19624

— | [ 1] [ [T T 1Ill] Satama9 STI558 9624

K5 #EM7 F7IRERIC BT 50RO B FIREE 3 O fFAHT 5
PFGE (S)VA 7 1 — )V K7 I)VELIKEN), MLST (Multi-locus Sequence Typing), spa 25l DM % 7R3
PFGE 2L 27> Fur 5 (BER) TRH—2 5 A% — L H5ELEKRTS, MLST BX spa BIATHE 2 5 i

MR, MLST Zl% spa Hl73[F—Td PFGE 7> N 7" F A L DHEN—FR L 2 VHEREH S, DL HIZ,

fit

FiE3TEA AL COREMPIIRELR GG D ), BTG TIERE > THIRT 2T HEEATR X v,
X%, Uehara Y et al. BMC Infect Dis. 2019 Jan 9;19(1):35. (Z# 3CHik 13) @ Fig. 2a |2 H AFEFHA % B LZE L7,
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W, ZOLRIZT T—HEET HEE O 2
ho BT THELL 72 DNA Mk % 25t & Io %0 §
LYAEIE, KRR Y =7 v A O R DIKIE T/
2 FHEI B — KM TH B, NAF AT +<T4
7 ASENT KT 2356, — IRy -7
VABRZOLO% LR LEGENH D, ML ENS,

KPR =7 v —ICEEHEHL TS v b
Tr—LDH B0, T4 75 —VEEEREED
R B OMBFII AT TIEEIET 5,

6-3. N1 FA > TAXT 1T X

R & 912, FERPIEIERGEIZ L, &7/ LY —
T AR LSNP RITDSERI TH Ho T DFFMT
Wi, wi Y =7 v A0ET— % TH D fastq 7 7
ANVEHWLHEE, EF—5E2HWTr ) A7k
TVLTHEONL T YT 4 7D fasta 7 7 ANV E W
BHEENH D, I [E— ST RZRTERD A
¥T—%ty ML, —$5TSNPNTZ FEET %,
Bl6IRL7zEY, STRIZSRAZ 2L, #BEITHE
1B DB FRIE 1 D FEHT Tid SNP BT DA & 72 5 H[F
FHIATKIBIZHA LT L E ) 72, B % ST ARk
T—=8 Yy PHROBANT LI ENERETH 5,

INAFA T HXT 47 A% BRI CEET 2
Bied, 7o~ — 7 TRRSEDRMAE L T % web X —
A Df#EHT 7 + — L Center for Genomic Epidemiology
(https://www.genomicepidemiology.org/) ASKZEAEF T
Hho THYT Y NEFOVEZ R MR THHATE
o AT Y FIA4 VEENAET, WLETHEE
HICHMETE B,

W web ¥4 FA®D [MLST] ZHW5 &, WHH
kD MLST # % 20 CTHEFR T X %o SNP AT 121
[CSlphylogeny | % % [6— ST &l & /R4 #
RO fastg 7 7 A VdH B WIET T4 Ffasta 7 7 A

VE—35T v 7a— N U &2 173, Hiix
(EARMGE LR EARI R 7 7 1 X SNP $5%° A48
TrANGRE, BT 7 ANVEEDEINE, BT
RMEIRIRIZ & B 9%, 2-3 H ISR AR S L B
BREICBOWTARETHETRE AL, AiloE )
FEEREN ~ 7 AHEHE T P ERERICBIT S SNP
BOMBBEEIFELEL VI EThbL, EBEY~
T AHR¥E T FYRREKRO T AT — 5 OFER L
BEFZEOME R D 72 Do

FDIED, FEAH M EETORERLEE BT 5
[ResFinder | <3 J5 K7~ B8 0 @ (n 7 PR A KL%
9% [VirulenceFinder] 7 E03H 1), WINOFNT 7
Oy oAb MY —4r v 25— % % [E web A4k
ECTT7 v 7u—FL, WHELRENEMEZERT S
DI THEAFICITE RIS O N5 [/ web A M,
HO 7 FYEEOIEY», BEETE0S L OMEME
KT D2 =N=F VR AR T Ty T —
LML Tw5,

7.8hH VI
FEEREIY) ~ 7 AN BT AT N ERER O Jitii%
WIniEx &7 /) AENT CHEET 5121%, SNP 77— %
R OFLERESRE L L CTRENT WD, F1UC
X, EBREW < AHKEKRO T AERE T — A
AE T4 OEBOERPANRTH LN, TDLH
2L CREEM, WIRMEEME, 5\ idE R His R
28 B RE OIS Iz 2L, R0 Kgexs
FLEOMEDITOWEICRT > TLB7259,
EERERLHEENRE T 5 RE O g EMEISE
B, REBEF< T ARFICES I IIEELES L
WZ BRI SN TS, L L, BEARE<Y
ADEFZMTH ZDEHB L OEEBNSHFETH
LowRLBEOREIRSNTRBHOT T

D RLSTOEES

:)E&%ww%é
&

SNPEAT DX &4/ L SEl | :RESH TSNP
=TI A AT REA L

ST]SC‘LI (I 1 8 | N —
(Query)

ST'] 5 sCC TFr—1 Jr—2 Ir—U3

]
(Reference) :l
L
ST2

(Query) AR xE1L ARSI

Rx2 ¥ AmRSI3

6 SNP (Single Nucleotide Polymorphism ; —1§3£%51) AT oA

SNPRATTIE, L7 7Ly AETHMEBIIN G (7)) —) B 7 ) ARSI CHEER T 54 X~
b HSUTRE 2 A R SR 2 AT X R & § A [Al— ST RO HE AR CTld, A RESEETRY (SCCRT77—),
A - REBFIDMBTIEIZR—TH B Z D%, SNP RIT O RBEHDTEL B bo —T5, Bl b STHOD
HRRIE Tl IER R R A - REEFPR T CRELS ELR D720, 77 Lo SNP RN SR AEE Ak <
% ho HisXPEIEWGEE T SNP 2% IR A4, AU STRZRTEHMOA BTN R LT 2% L, 7/ A
OMFEIFEFOEE (%) 2B L2 L THELET 22 EPEETH 5,
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Autologous transplantation of green tea epigallocatechin-3-gallate pretreated
adipose-derived stem cells increases cardiac regenerative capability through

C-X-C motif chemokine receptor 4 expression in the treatment of rats

with diabetic cardiomyopatiy..........c..eeviiiiiiiieii e 246-258

Tung-Sheng Chen®, Wei-Wen Kuo? and Chih-Yang Huang®®
YGraduate Program of Biotechnology and Pharmaceutical Industries, National Taiwan Normal
University, No. 88, Sec. 4, Tingzhou Road, Taipei 116059, Taiwan, 2Department of Biological
Science and Technology, China Medical University, No. 91, Xueshi Road, North District, Taichung
404328, Taiwan, ?Cardiovascular and Mitochondrial Related Diseases Research Center, Hualien
Tzu Chi Hospital, Buddhist Tzu Chi Medical Foundation, No. 707 Sec. 3, Zhongyang Road, Hualien
970473, Taiwan, “Center of General Education, Buddhist Tzu Chi Medical Foundation, Tzu Chi
University of Science and Technology, No. 880, Sec. 2, Chien-kuo Road, Hualien 970302, Taiwan,
®Department of Medical Research, China Medical University Hospital, China Medical University,
No. 91, Xueshi Road, North District, Taichung 404328, Taiwan, ®Department of Biotechnology, Asia
University, No. 500, Lioufeng Road, Taichung 413305, Taiwan

Cardiomyopathy is one of complications related to diabetes. Stem cell transplantation shows
potential in diabetic cardiomyopathy treatment. Epigallocatechin-3-gallate (EGCG) is one of the
major components found in green tea. Although stem cell transplantation and green tea EGCG
supplementation show therapeutic effects on cardiomyopathy, the detailed cellular mechanisms
in stem cell transplantation coupled with EGCG treatment remain unclear. This study investigates
whether adipose-derived stem cells (ADSC) pretreated with EGCG show better protective effect
on diabetic cardiomyopathy than ADSC without EGCG pretreatment. A cell model indicated that
ADSC pretreated with EGCG increased cell functions including colony formation, migration and
survival markers. All of these functions are blocked by small interfering C-X-C motif chemokine
receptor 4 (SiCXCR4) administration. These findings suggest that ADSC pretreatment with EGCG
increases cell functions through CXCR4 expression. A diabetic animal model was designed to
verify the above findings, including Sham, DM (diabetes mellitus), DM+ADSC (DM rats receiving
autologous transplantation of ADSC) and DM+E—-ADSC (DM rats receiving EGCG pretreated
ADSC). Compared to the Sham, we found that all of pathophysiological signalings were activated in
the DM group, including functional changes (decrease in ejection fraction and fractional shortening),
structural changes (disarray and fibrosis) and molecular changes (increases in apoptotic, fibrotic,
hypertrophic markers and decreases in survival and longevity markers). E-ADSC (DM+E—ADSC)
transplantation shows significant improvement in the above pathophysiological signalings greater than
ADSC (DM+ADSC). Therefore, ADSC pretreated with EGCG may contribute to clinical applications
for diabetic patients with cardiomyopathy.
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Wachiryah Thong-asa®, Chatrung Wassana®, Kunyarat Sukkasem®, Pichcha Innoi®,
Montira Dechakul” and Pattraporn Timda®
YAnimal Toxicology and Physiology Specialty Research Unit (ATPSRU), Department of Zoology,

Faculty of Science, Kasetsart University, 50 Ngam Wong Wan Road, Jatujak, Bangkok 10900,
Thailand

We investigated the effect of gallic acid (Gal) against neurodegenerative pathophysiology
relevant to Parkinsion’s disease (PD) in mice with rotenone-induced toxicity. Forty male institute of
cancer research (ICR) mice were randomly divided into four groups: sham-veh, PD-veh (received
subcutaneous injection with 2.5 mg/kg/48 h of rotenone); PD-Gal50; and PD-Gal100 (the latter two
groups received subcutaneous injection with 2.5 mg/kg/48 h of rotenone and oral gavage with gallic
acid 50 and 100 mg/kg/48 h, respectively). All treatments continued for 5 weeks with motor ability
assessments once per week using hanging and rotarod tests. Brain tissue evaluation of oxidative status,
together with striatal and substantia nigra par compacta (SNc) histological and immunohistological
assessments were performed. The results indicate that rotenone significantly induced muscle
weakness and motor coordination deficit from the first week of rotenone injection, and a significant
increase in neuronal degeneration was presented in both the striatum and SNc. Decreased tyrosine
hydroxylase and increment of glia fibrillary acidic protein expression in SNc were depicted. The
deteriorating effects of rotenone were ameliorated by gallic acid treatment, especially 100 mg/kg dose.
Rotenone did not induce a significant change of lipid peroxidation indicated, but gallic acid exhibited
a significant inhibitory effect on the lipid peroxidation increment. Rotenone showed a significant
reduction of superoxide dismutase activity, and neither 50 nor 100 mg/kg of gallic acid could alleviate
this enzyme activity. In conclusion, gallic acid ameliorated motor deficits and preserving SNc neurons
which led to maintaining of the dopaminergic source, including a nurturing effect on supporting
astrocytes in mice with rotenone-induced neurodegeneration.
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University School of Medicine, Goriikle Campus, Niliifer, Bursa, 16059, Tiirkiye, ®Department of
Medical Biochemistry, Bursa City Hospital, Dogankdy District, Nillifer Bursa, 16110, Turkiye,
“Department of Medical Biochemistry, Bursa Uludag University School of Medicine, Goriikle
Campus, Nilufer, Bursa, 16059, Tirkiye

Dehydroepiandrosterone (DHEA) is frequently integrated as an adjuvant in over a quarter of
controlled ovarian hyperstimulation (COH) protocols, despite the ongoing debate regarding its impact.
This study aimed to evaluate the efficacy and mechanism of action of DHEA on ovarian follicular
development and ovarian response in rats with varying ovarian reserves. The study involved 75 rats
categorized into 15 distinct groups. The ovarian tissues of rats in both the normal ovarian reserve
group and the premature ovarian insufficiency (POI) group, induced by 4-vinylcyclohexene diepoxide
(VCD) injection, were subjected to histomorphological and biochemical analyses following the
administration of DHEA, either alone or in combination with COH. Follicle counting was performed
on histological sections obtained from various tissues. Serum concentrations of anti-Mdillerian
hormone (AMH) and the quantification of specific proteins in ovarian tissue, including phosphatase
and tensin homolog of chromosome 10 (PTEN), phosphoinositide 3-kinase (PI13K), phosphorylated
protein kinase B (pAKT), cyclooxygenase 2 (COX-2), caspase-3, as well as assessments of total
antioxidant status and total oxidant status, were conducted employing the ELISA method. The
impact of DHEA exhibited variability based on ovarian reserve. In the POl model, DHEA augmented
follicular development and ovarian response to the COH protocol by upregulating the PTEN/PI3K/
AKT signaling pathway, mitigating apoptosis, inflammation, and oxidative stress, contrary to its
effects in the normal ovarian reserve group. In conclusion, it has been determined that DHEA may
exert beneficial effects on ovarian stimulation response by enhancing the initiation of primordial
follicles and supporting antral follicle populations.
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Transient receptor potential vanilloid 1 interacts with Toll-like receptor 4
(TLR4)/cluster of differentiation 14 (CD14) signaling pathway
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YDepartment of Veterinary Medicine, College of Veterinary Medicine, National Chung Hsing
University, 145, Xingda Road, South District, Taichung 402202, Taiwan, 2Department of Physiology,
School of Medicine, National Yang-Ming University, 155, Sec. 2, Linong Street, Taipei 112304,
Taiwan, ®Graduate Institute and Department of Physiology, College of Medicine, National Taiwan
University, 1, Sec. 1, Jen-Ai Road, Taipei 100233, Taiwan

Transient receptor potential vanilloid 1 (TRPV1), a ligand-gated cation channel, is a receptor for
vanilloids on sensory neurons and is also activated by capsaicin, heat, protons, arachidonic acid
metabolites, and inflammatory mediators on neuronal or non-neuronal cells. However, the role of
the TRPV1 receptor in pro-inflammatory cytokine secretion and its potential regulatory mechanisms
in lipopolysaccharide (LPS)-induced inflammation has yet to be entirely understood. To investigate
the role and regulatory mechanism of the TRPV1 receptor in regulating LPS-induced inflammatory
responses, bone marrow-derived macrophages (BMDMs) harvested from wild-type (WT) and TRPV1
deficient (Trpvl™") mice were used as the cell model. In WT BMDMs, LPS induced an increase in
the levels of tumor necrosis factor-a, IL-1f, inducible nitric oxide synthase, and nitric oxide, which
were attenuated in Trpvl™~ BMDMs. Additionally, the phosphorylation of inhibitor of nuclear factor
kappa-Bo and mitogen-activated protein kinases, as well as the translocation of nuclear factor kappa-B
and activator protein 1, were all decreased in LPS-treated Trpvl—/— BMDMs. Immunoprecipitation
assay revealed that LPS treatment increased the formation of TRPV1-Toll-like receptor 4 (TLR4)-
cluster of differentiation 14 (CD14) complex in WT BMDMs. Genetic deletion of TRPV1 in BMDMs
impaired the LPS-triggered immune-complex formation of TLR4, myeloid differentiation protein
88, and interleukin-1 receptor-associated kinase, all of which are essential regulators in LPS-induced
activation of the TLR4 signaling pathway. Moreover, genetic deletion of TRPV1 prevented the LPS-
induced lethality and pro-inflammatory production in mice. In conclusion, the TRPV1 receptor may
positively regulate the LPS-mediated inflammatory responses in macrophages by increasing the
interaction with the TLR4-CD14 complex and activating the downstream signaling cascade.
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