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1) MizunoY, et al. Mitochondrial dysfunction in Parkinson's disease. Ann Neurol. 1998; 44: S99-109. Review.
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(UFEEN) BPEEZERRIEZET « LIRS
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1996 F  EEPHEEYS [HEHASE ] =8
2007 4F HARPEE ARG R ZH

cTEEAEOME] FAMESCE, 2003 4)
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[50 5 S o fe R AEE ) (AR R4, 2009 47)
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B TEHEEENEY DD A THEA

Offm FHY, = £W?2, K@l BFE?, JHiE TH
1) FURRFERFBE, 2) BB EEAK, 3) AIRK

¢=]:3)

DORETHAICEA I TOWDIEMLOONEDTHD Y AHi, TOEELBERBICEH SIS DY A
HEICHOWT, A OIX, 2N E TR LO D Y A8 CRRED) ofLEICHWS DY AiE Gk
Wi Eurotium J&) WEET L20UEWEICEH L, ZOBREMEAZIBE L CE 7z, SEIX, AEEERE
FOBATPINREIBRET D2 L2 B, Y FHENEFET 25 EMON A TBITER % 5N 72
HRa, N & TR BRI TR LT,

(Ai£]

51 AEiH Eurotium harbariorum % Y40M E5#1C 30 £, 9 HIHIESE L7z, BREMITHFEL =Y
FHIEEZEN L, FEg—F /LTl BE T T2 E L, BT L% X (38.1g) %157, B
TFNEXREZE /0~ T 7 4 —BXOPTLC (2L VD #0 iR U0 - BRI L7-, ZOfEE, 16
DIbEMERBEL . FFEAXRT MT—=ZICK D ZN O OELZIE LTz, BB L 72bEWITOWT, In
vitro FRERIC L 0 DO W T2 208 A TR AR TR L TR, S 612, ZOHTHRRUEERTE D &
7= flavoglaucin B X U isodihydroauroglaucin (Z-2OWC X W 3R BR CTH D~ 7 A & 2 BRPEIE S A
MHEER (in vivoilBR) %1772,

(#ER]

A TPBEREHIBEE T, 3 OV XTI LT b RBEARIC, SMOIMHERERRD b, &I,
O EBEE L LT, XX T T kB RFELAR flavoglaucin 35 & Y isodihydroauroglaucin (220
T~ U ARG 2 BePERE N AR 21T o 72, = hr— UBETIE 10 BERZICIT T X TO~ 7 AIZES
DA F T2 20 BZICIX~ T A—LH 7= 0 8.5 [HDJESGEOFAENGTRD b ivlz, ZiZxt L Flavoglaucin
F L Wisodihydroauroglaucin AT HE TIL, 10 HREIZIZBWTENLENE HIZ 20% D~ 7 AR OFR A
23, 20 %I N TCH YT A—EHT- D ZNZEi 4.9, 5.0 8 L JEEORENMZ Hiv, L7 E
BEOFAER JEE OB 138D bZ DF MM R CE I, F-EERMA TH 2 M5OI B E T
b, 3T b E— VBRI U CRIERIR DR D b7,

€

Flavoglaucin ¥ £ OF isodihydroauroglaucin Id in vitro i BR 721 CT72 < | 1n vivo iRBRIZIB W T & BHE 72
FENAHINRZ R L, EREGEORBUEIE, BBEGORETOLARERRDOOND Z b, VAT
Ph3E L U CORBEMEDNRIZ S L7,
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TSR AREERE Y MAK) OfAETEMENIC K 2HUERERIR

OFfH  #aF1+ D, #P v, wE T, 5l EEDY,
i H=ER Y, fREE Y, HILE D

1) SRVEAR - 38 - ERRSETE, 2) BRUEK - 3K - 3K, 3) UFMRRE T

(B#]
FESHC 63 2 e iRikid, IS E 2R 5 2 & CIHIBORIE 2 6l 2B OBRIEDO —o L E X5
NTWD, EREANRMICHED HIZIXE CRENEZ RO D Z ENUETH LN, ZOHNERDD b
I TZT TR BEMDBDH Y . FICX ) I TEL ORER R INTNWD, RIFETIE, BEOERINKEK
WA S T 2 BEERAREE MY MAK) ORGEA T /) —~< I3t 2 5UEE R %
FHTB L LB, FOEPAT =R LD & BN E L=,

(Ai£]

C57BL/6J ~ 7 A (7ifln, Q) OFRIEEKIC, BEafEA T/ —~<Hild (B16BL6) ##fE L, D 24
REfEIf2 L 0 . MAK BRIZIE 1% F 7213 2% MAK A k4 A MBS 7z, fEHihix, EBeEs XV
RS ATE A JE U7z, #86FT% 21 A B Es X OVEES AR A2 BRE U7, Mg 3 Tl IFN-y mRNA %
Bl JES 23V TR Foxpd 36 X OV TGF-B mRNA Bl & % Real time RT-PCR IE(Z & U it L7z, 7=,
B U 7= i 2 A2 U, IL-2 38 X O TRP-2 (H2Kb-binding Tyrosinase related protein-2) F7-1%
OVA (Ovalbumin) X7 KC 72 FEEHIY L 727% @ IFN-y 3 L O TGF-S mRNA F 5 £ % RIS AT L
77

(#52R])

RS AT, FRRAE & bhlge U CHIMNEEE 2% 1% L OY 2% MAK BEicB W CAEICIH S, 21 BEIZ
BRE Lo EE S il MAK B CZNER 60%, 48%I8 L7, MlgHiiE - o IFN-y mRNA % 5 &
X, HHRRE L T, 2% MAK BECHIMBEM 23780 Sz, £, MR O~L7F Rfiligic X 5 g
R A OREBUENT Tl IFN-y mRNA OFEBL 2% MAK # D TRP-2 ~<7F Rl T 3 (54 & Hm
L7z, —Ji. 2% MAK E‘i@ OVA X7 F Rfili%lz & %5 IFN-y mRNA FEE &%, 3R L O 2% MAK Bf
O L b I & FEFR%E Th - 7o, BT O Foxp3 36 LU TGF-#mRNA FEL&EIL, %A L L
#: LT 2% MAK %if*%h%m’a 60%. 27%E/ L7-,

[!f‘nnﬂﬂ]

MAK o 21 HBHERUL, ~ 7 AEEICBIE LA T ) — < ld O 2 A B Lz, £ oERIE
B16 A 7/ —~ R B2 ARV S DR ML I J OIS INRBE T2 381) 2 HilfEE T #ifie (Treg) OEH]
DPENT K 2 RFEMFN OREFNS LD Z LR Sz, 4%, MIETOZEHY A I A &, Treg FDOR
M Do AT IRER /e EREMIZRIT DL E TH D EBEZA TV D
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A XFHEMIEHARGC L D8 YA R AT | U A )LV R OHEFEINHZIR

OFHM =+, &K Fh, A& EFE KE 6 AL ke

¢=]:0)

E A RATr AR (HCMV) 1, @0 HIEGE URBRMRG & LRl L, ARSI R
YelLfild 5, LU, MHasBHEEEOEARRBE 7 E OGS 1Tk, Ik HCMV 3FEH b L., ME
PEfiZe, MEMRZe, KGR EOEER AfRBIYEL S| EE 4, £/o, FHEME L7 HCMV 12 X 0 RIEME
TENA CHPFEBEHE I, MAE NGB BRI S A 2 2 & CEIREELIE O FFRIREEIZ DR D
EOWEDR DD, DX S 7 HCMV BEYEICHT D183 E LT SUERATEIA > 7 m e, »Liis
B EN, RAINK Y RPRBASNTND, ZHDOERAITWT LS DNA AU X7 —8l2L%5 DNA
BHMHETH D Z L, FEAIMMEALS S B FOREMARE L 72> TRV | Bl R EHIBT 2 £ o4t
HCMV HEDOHBIARD HIL TS,

BIFRETIE, ZNETICA ZBHEY (7 ~V . Kk NEE) OFHHSD—>Toh 2 “Tricin”

(4',5,7-trihydroxy-3',5-dimethoxyflavone) 73t HCMV #hR%Z~ L, ZOIEREFO—> & LT, LT
HA D CCL2 kvt 7% —0 CCR2ITHEKAF LI/ER N 0 5 Z & iy L T& 7z, € 2 TANIETIE, BEF
DOPIRIEZTH D CCR2 7 > ¥ A=A b & tricin (Z L 5 CCL2 17T HCMV 2% thikkaatd 5 Z L & B
e Lz,

(7]

it e MRRIRMRRMES (HEL) #ifR, — A L A1X HCMV @ Towne #£% ., sEKI3AHEARL L7 tricin &
CCR2 7 VX A=A KNLLTER [2- INHAFLZTF AT N~v=0L (V) | EAFAFV R (Fr~v=0U L4
L& : Ger) % HAV iz, Bt HCMV &R oML, HEL flfuic HCMV Z@ut%. Ger F 7213 tricin 2%,
6 AREER%Z O HIETO T A N AR A 77— 7B XD ER& LTz, CCL2, CCR2, IE1 (HCMV mififiiE
5+) . UL54 (HCMV ®DNA 7R Y A T —FBE{n 1) OBRFIHEBEREITIL, BYSIIE 5 total RNA 44
Hit%. real-time RT-PCREICL V| Khige BiET O X XV HEIT, it~/ /7 ne—XEICL D ERE L,

(#&5£]
HCMV Bz L v #ain L7= CCL2. CCR2. IE1, UL54 0BG FHREER T ONZ X7 E &L, Ger 12
S VRTINS STz, £, HCMV B5E G [RERICHIH Sz, —F tricin UERIC K5 2o O
1. Ger (ZLEE LU C X 0 5RWIIHII RN ER STz,

(¥&5im
Tricin 1%, FIRIEFED Ger LV CCL2 FEEAMGIWER R L O HCMV fERALIZHRWZ ENRBA LN E 7257,
ZNHOFEND tricin 1F, BEFEOH HCMV 3K & 13872 506 ERA N EROEREF 2 Rt =— 7 TH= 72
Bt HCMV 15D & 72 5 FIREMED R STz,
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it YA RAT e A NVRIEED H 5 tricin 3
AU F =Tz U FHENEBELTRACEEL 2D

oA FHRE, Bk HFE, A EFE, KB AL ke
el PN

(B#]

WL TIE, ZNETICA *BHWEY 7 ~ Y OEHF R DO—>TH D tricin (4,5,7-trihydroxy-3,5'"-
dimethoxyflavone) 7233\ \Fit hH A h AT 7 A /LA (HCMV) iEHEZRTZEE2HLMNIL, ZDfE
FBEFIC oW TR L C& 72, HCMV @i CIX I &g v —7 =y (IFN) s sh, 4— b7
T4 LY JAK/STAT BB IEMAL SHL, PLU A W ATEMEICE D 58572338819 5, AEIZ, b
DBIRTHELUKIT 2 tricin OB OV TRRET L7z,

[Ai£]
AT e NRVERRRESE (HEL) Mifa% . w4 /L 21X HCMV Towne ££% V>, MOI % 1 PFU/cell & L
7z Tricin X 10 pM THEH L7z, MK OBERF-5BUE real-time RT-PCR £ K& O* Western blot £ T~
7~ 7. ZURTEOEMAGICEE Y VEBEIZ OV T S Western blot 1£ Tal~<7z,

(#ER]

HCMV /&4 HEL #ifid Tid, IFN-o® mRNA [3/#GL% 3 IRl CRBUTHN L, 24 FEE#E £ TR~ 123
M UTed, T2 FEfiE CH M Sz, BRI AT tricin 20 L7223, IFN-a 8Bl ORI A LI I AR LLEL
JEGSHIE & R E RBEVII R 672y o 72, RiZ, IFN #FHE SR T MxA OB 5 tricin D %
ZiR~7=, HEL #ild % 250 units/ml @ IFN-a CALEET 2% & | MxA @ mRNA &[T 8 RFE Tz
ML, ZO®%ED L 72 B & Tt Sz, IFN-o & [ tricin 2390042 & AL 8 IFf T2l
72N TFN-oSABEHIARLE b~ S viz, E7-, BYSHICIE, MxA @ mRNA ®I3EYL% 24 R TR
PIZHEIN L, ZO%E U 72 BT LK T L7z, YA 2 tricin 2RI 2 &, 24~48 B0
MxA OB EGARNE & A~ S 4723, 72 REE Crisdefiin L v L Tunve, & 512, JAK/STAT
R DOTEMEAVICETE 7 STAT1, STAT2, STAT3 @V (b ZFH<7-, STAT1 ®V Vbl IFN-o L% 1
REfH] CRMIZIBIN L, £ D% U 72 FEEE TR Sz 23, [JIRFIS tricin 230042 &0 U gk
Wb L=, STAT2 @V »EfbEl%, IFN-ofLE## 6072 < | tricin (C X DB LIT R b eh>7-, STAT3
DV RN STAT1 S EIEFEEDFERZ 78 LT 228, IFN-a /L% 72 BEF Tl tricin OUSINZ LV Y
VBRI U7, F 7o, RIEYSHIIE A tricin OA CUEE L7254 TH, 5~T72 K] ¢ STAT1 & STATS3
DV AL S A, MxA @O mRNA 78 24~72 B TR S hur-,

€|
HCMV sz & HEL HAEIC R T 5 MxA Bs 73ISR L, tricin D388 %2 52 TWVWD Z LIRS
iz, R, BB EIToO MxA BEFRHD tricin IC X VHEEF SN TWA Z E23 5T HCMV IEHE S B3R L
TWAHFEMNE X BbILD, 5%, MxA & HCMV #EOBZRZH S LTV LERH 5,
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Pre-clinical model for a long term potable effects of
‘Hita-Tenryousui’ mineral water on the physical conditioning.

OLindsay Sydney N. Fajardo?, Takaaki Yahiro’?, Yuka Anan?,
Kyoko Shinohara?, Masafumi Inomata®, Hidekatsu IhaV

1) Department of Microbiology, Oita University Faculty of Medicine,
2) Department of Pathobiology and Medical Diagnostics, Faculty of Medicine and Health Sciences,
Universiti Malaysia Sabah,
3) Department of Gastroenterological and Pediatric Surgery, Oita University Faculty of Medicine.

[Background]

‘Hita-Tenryousui mineral water (HT-water) has been recognized for its unique quality of alkalescence (pH8.6). HT*water
contains extraordinary high silicic acid (8-fold more than that of the average mineral water), 30% more sodium hydrogen
carbonate, and 3-fold less sulfate.

Although many HT'water consumers claim its ‘health conditioning effects’, placebo effect could not be excluded since
these consumers drink HT*'water with high expectations of such ‘effects’. To exclude any placebo effect, we utilized our mice
model system which quantitates mainly anti-obese properties of orally administrated ingredients. Here we report the
results of HT'water’s ‘physical conditioning’ effects although the effects did not reach statistical significance.

[Materials&Methods]

To establish the long term potable effects of HT'water on the physical conditioning, that is frequently claimed
HTcustomers, eight weeks old control or testing mice (N=10, in each group) of male C56BL/6 were raised with standard
diet with HT'water (testing group: HTG) or tap water (control group: TCG) for six months. The conditioning effects of
HTwater versus tap water were evaluated with 1. weight increase ratio; 2. diet intake amount; 3. water consumption
amount; 4. quantitation of biochemical values of sera including uric acid level; 5. body fat measurement with CAT scan;

and 6. quantitation of UCP-1 messenger RNA in each visceral fat by RT"PCR.

[Results&Discussion])

After 6 months breeding, 1. The average weight gaining ratio was 53% for HTG and 57% for TCG (p=0.409); 2. The
average weekly dietary intake was 29.9¢ (SD: 2.1g) for HTG and 28.8g (SD: 2.5g) (p=0.012); 3. The average weekly
drinking water intake was 36.0ml (SD:3.7ml) for HTG and 36.1ml (SD: 4.2ml) for TCG (p=0.727); 4. Biochemical values in
sera (TAG, ALP, ALT, AST and uric acid) were all comparable (no statistical significance); 5. The average visceral fat
volume of HTG reached 21% less than TCG: (p=0.132); and 6. The average UCP-1 expression level was increased in HTG
(3.89 fold than TCG, p=1.71).

Although the weight increasing ratio in both groups did not show any significant difference (rather lower in HTG), the
consumed diet amount was statistically greater in the HT'G than that of TCG. Since UCP-1 expression level was also
higher in HTG, these results suggested that HT'water might have the lowering effects for food assimilation or enhancing

fat-burning properties in mice metabolism with its alkalescence nature.
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TN—2TF ) —F BRI X A PHMERES D EEM

iFOBRIE D, ORSBH AJh2, Al w2, ik EE?2, Kk [{FFD

1) BRKRFRFBCERRIE AR O TER BRI TEBR T 7o R I R
2) e —RA St WFFERIFEATS BFSEH

¢=]:3)

TR, INV—=27F7 7 —FREIZOMEBLE LTERZED WD, IV—7 T ) —F L A=V F
RVKEOBEME EFREIE L, 228 THERX LIS LTV T ) —TF 52— L L, FI47
N—"2 HRETHELNIZEMTH D, Frige LT, BROABARANOEAEETRE L1 HREWIEL 2% <
GALATWAHZ RO NS, 7A=Y 27F ) —FOBERENDL, BEOHTHFNRRLI ol W) ERN
2Tz, TNEFEIET BRI EITO 2L & LT,

(5]

19 6 24 5T, PEERELANEIC 5 BILLUT OfEE 720k 20 4 2 #8RE & L. BT Gk 2 5=
i L7z, BR R & LTI 77 I (e —HaASti) 2 v 1 B 50g 2 2 K TS ¥,
TN—=2 7T ) — Z BT TRMEDO 72D D QOL AT (MMASA LSTT ) ([CRIF S, 2a7 0%
bzttt U7z, E7o. PHERE. EotRR, PR, Rk, BEOREY R EDHEBD Ao AGEE, &
BRBAAR 2 WET2 DB T B £ T At S . BERETHE COJHERNERE M A ik L7z,

(#ER]

VDT D QOL FHAEZE, PHEBIH R L HIC, ARRMEREGONIC 1T/ OT — X ZfRHT LT,
LMD T QOL AT TIE, HAEZEICH 5 70 DB S 55 ﬁéh615®ﬁ7:)(£ 9A, H.
M. POfe, BEAR, ARIBIR. AR, 22, 589, DORE, Ao, B8k B2IE. HZY) BLOY
WA ROV 21T o T2, 7 —Y 7T 7 — FEI%IC _D\ﬁﬁxﬁ\iﬂrkméﬁﬁﬁ%

Kx:?#&%bk(ﬁ&%)oik\ﬁ\xﬁ\E%\@%\ﬁ%f\&§ﬁﬁﬁﬁ6ﬂko
PRSNGSR TIL, 7v—Y 7T 7 —FEERENE 2 HE TELHPEREEN 9.1 [HThH-7=DIckt L, &
Bzl 125 mlE a0 . PEEREAFEREICEM L (p<0.05) . 7o, HOMHRB LI OBEOED Ok
BHEEN R ONT, RBRAHOEBIRIC X 2EWFHOREAITRBO Lo Tz,

€t

TIN—7Z ) —FOEEUZ L0 | @ LMo QOL oMk, HEEEE OGRS vz, [HRMEH
DOFIX, FRHUMCHE L ORREZIZ TS Z ENLURTOMZEI S>> TR Y . YHEREEE X 72 2
& TRIRR e QOL 23 E LIRS R ST, 72, TNA—Y 27T ) —ZI3BWHELSNC S B4
IR e B E el ik L CIEET A Z L CRFEICES LI LR THEEND IN—Y T T ) —
T OFFOAREMEIZ DN T, 4B b S BT A IED T E 72U,
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Al ax YA A QL0 DRMBEUS & D L EMEF i

Ot &Y, =l FEV AT 2
1) BT 27, 2) BuE#END KRS

[B#]

WMo A A QL0 (e —) X, YU A hEME L THRREFLE LTRIEHSNT
WHBEMTH D, ZTOEKRNERE LTE, 2 by R TEMHREROIIEIC X 5 ATP £ A RedER v
OHEEE & U COFIRLIERRIA MBIV TE Y | 2014 FI2IE TR0 eNOS DL EIZ H A5 LT
D EMPALNIIR D72 8 TBIAWAERNTOREEN I BTV D,

GIRIO7230M & L Cld, I EdERE OETEOE (QOL : BHIJE OB OUENE, 18I et
FEF COMEIRCEEREROUENGRD Hivd & M PR OHINE & 5 DREOUEEN IEOFHBIZ /RT 2 &
HALNT7e 5 TS, R TIX, /XN—F% 2 Y UIREFIZEV T L-Dopa & ORI X A UGEENR N HE S 4
TWD Z ERMmiEF am A A QL0 RENEW EFBAEDIEE Y A7 ME T T 22 EOHERH Y | TR/
ElE OMAE TR a2 A A QL0 IREIXE- & 0 Sl i L CHEICE W &, HEFknE O rREeE
Ff - RE T~ AR STV D,

BT o S K Q10 DZEEMEFHEIE LTI, b hT300mg/day. 4 B NG L Uiz 2R
KE TR BBE T 2 RMOIBRIGENRE SN D L0000, EHIOEEIC X 22l o7z,

TR ERET T, 2014 00 [2e% ) — 2] & LT, Eflax a1 4 QL0 ORFHEIIZ LS
QOL sl 70 & O s B ARG RRFZE 0 ke L T D, AlallE, ZOFFEIc L AE el o= 1 A Q10 D
AP HOWT, T 5,

(H£]

(2% ) —/UiE2] Tk, I 4 SOEPLRDIERE EEEROFEE Z R L LT, Eiflaxy
PA L QL0 (EF/—/L) & —H 100~120mg (H 7B/ HDVITHAERA]) BELZRNS, P4EC 1 ED
B CREFEZ I 2 JEi LT D, A E & LCiE, QOL 77— b, M, —AE e L OuniEH =
T WA L QIO IREEDHIE R 82T > T, AL, SO T biEcM o = 1 L QL0 DI
DEW (4R, B 1EZOSNNE 134 L5255 L LT, 2B E TORBZT — 2 HREMEZ T L7,

(#5&R]
IR TOMEAE L FRAEIC BT 25 HE OVETIIRE L 2 51370 < Brll=az 44 4 Q10
D 2 BRI & 2 LB 5 BRI bR oo, FEMICRHIETS 2 72012, SRR L 72
NI L O OEAEIZ W T H R L7228, BEHELAT & el U TRATEEDRRO b D A 1320 T,

(#55m ]

By a T A L QL0 & 2 RGBT 5 Z LI K LM~ OEEEIIRD biLRioTz,
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2% —n (B CoQl0) DFEEIC
P AR HE SO R R D RRALE

AT wYP, b REY, s &)Y

1) BRRFRFBETRIER MR 27 L F7#7,
2) bWEEDPP SRS, 3) NERERZFRZFEBLE FAFFERH ARG A R

Q=1:5)

=¥/ = (&8 CoQl0) (Lt N OAEMIGBHERFIC AT KRR TH Y | =3 /1F— (ATP) PEA
TER R O B 2 850, ABFE T, HBERZ MR ETI2NARBREE[TL, 2%/ —/L O
CE DM e — VRS LORARIEO LML, 72 b TNZEh & OB 2 fREE L7z,

(Ai£]

FIR EEEITEE T, ESMNMOREN S 7z 20 LA EOER 41 4 (B4 15 4, &Mk 26 4. 36
—87 %) X412, 1 B 100mg D%/ — /L% 2015 4E 11 HvD 6 N H M Bk ERL TH 5 o7,
B O CiEme (o e, — VRES) | RAHERERE (1 570 Digit Symbol Substitution
Test : DSST) %#17-7,

(#ER]

X =6 AERICEY ., f=2e X —VREIIAEEICER L (+3.5ug/ml, P<0.01) ,
7o, DSST A a 7IIAHEIZ EA Lz (+1.5,P=0.04) 23, F@BNIHONTT 5 &, 65 Akl (n=20) TiIfA
B ki bt (+1.5, P=0.33) | 65 %Ll E (n=21) T iﬁ%f?‘&k‘f‘rﬁﬁ%h?‘: (+1.5, P=0.04) ,
EBIE, R=ATA L TOMFP2ER ) —VBEEZ 3OMIC LT LIz 2 A, kb — LEE
MR —7 (0.68+0.074 pg/ml) 2BV T, AEZ DSST A2 7 ® EABR LT (+8.2, P=0.04) .
—F T, FaEx —VREZL—7 (0.83+0.065 ug/ml) BXRNE2 X —VRE S L—T

(1.21£0.21pg/ml) (IZBWTIE, AEREITIA NN T,

(#Eim)

EREER LM 2R ) — LEEMNMEVEICEBWT, kil X ) — L oERIC LY . A
BENA BT D AfREME R ST, A %IFHES 1560mg/HE LT, SHICEMO 7 ru—%2Hked 2 TE
TH 5D,
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HAABAT A Z 2 Ol AFHSRD AVBEEE FEDEE~DRIR

OFF JBE DY, KREPA 29, EBE Iy, /Nl 169, A KRR, gk (EFD

1) ARKFERRELREVICRE R ZC PR RRER Y, 2) X1 T34 IS,
3) WAz V=v7, 4) INWLT 4 A7V =y, 5) KELZAETAXF L7 ) =7

¢=]:3)

TR BRATANE AT T H2BHOMETH Y | MBI ESHEEO 7 a4 X o288 ICEH I ERHb
NTWb, HIARMT a4 X 2iE, RERIGERSTIEEIER. 1 v 7o PG TRAER e &5
BERBR ORE R STV DTN, @EE OB ATBIFET ST 2R bITRbh T 5, T, AR A
RAEBN AT E DI ABR A ORBELDEIMER Z /R L TWDA, T DI ARSRRS AT AL
FE_RTHEFERENELS . MERBREREZIHT2 2 L IC L 0 RSO RE YW ELZRN L Z L b2 EX D
o, 22T, SEIATITARMT a4 X0 D NBSRP AR EDRE~DNREFTARDL L2 HIY L
L7,

[(Hi£]

HARLRB A FELBA, FENRAL) OBEZEZRLNCEY A7t hE e —< g RYE O 10 4 Dk
PE (51.9£15.2 %) AXRIC, WIARMT a4 ¥ (200mg/H) ZElA LB 4 4 HFEHER S,
A% ORE 2 3l L7z, WEIIAEHAZ (CCMQ-J ver.2.0) %, QOL i EORTC QLQ-C30 %
Rz, F7o, R s Ui b mmd, M, JR—BREZIT o7z, ARBFEIE B AR
EFERPESMEREZESICTHEE, AREIToT,

(#52R])

RS QOL FHlIc BT, 10 L DO#ERE D 5 H 8 4 D EORTC QLQ-C30 DIER A7 — L TH 5 (&
B OB SERO B, WETIE, 95 6 ADOFEME A a7 OFERMDBERD bivl, Zarkt
BN\ T, BERAICHE L e 2ZEBNIRD N T, AEFZLREL 1o T,

€
SRIOFERN D HARARAT aA 22 OFID m NSRS AVBEHR B ORE 2 UG5 T & 5 ek R
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V) . EIEICOE L, B L7 BIEES % 50% ¥ J — VAR Lk (7927 v a > M) & EEICmE
L. &ZICRIEWSZ 5% =2 ) —VRAE L (7727 a ) & RiE (772733 N) IZ0BEL
7o 777 a VISR CRIRIC L, 2R oW TR bIEME (DPPH AT ¥ HUiEH) |
b7 vn =X —PIHEEME, BERnSEER & RE L,

(#E£]

MAK =% J — V3 EOEEIE, 7727 ar 1 (5.3%) . I (84%) . I (23%) . IV (63.4%) ThH-7=,

PRI, 7927 a IV 1 >MAK>I> T OIETH -7, 720 MAK L0 &0z 7 52739 >
VE T, I & e TRICTEMEME D - 72,

7 = —RHEEE TR IC50 (X, 7T 7 v a1 >M>MAK> I >IVOJEIZ /-T2, JTD
MAK L0 HIEEREWOIET7 T 7> a1 M, IVOSHEIEM & g LT OiEMHE L,

BRI HFRBR TROZIC50 1%, 7T 7 v arM>1 - MAK>SIV>TTONEIC>72, 77273 a 1T
fod7 7 7 g L i Lo OIEME LR,

(H&am)

~ R 2 EA R R Y MAK) 2% ) — )L Corl L E N ETUEE AT & 2 A Hilb
REL b7 v =X —RIHETEN - BUERAMHEERBROMBITENL 57228, 7927 a1 26%x=% /) —/L
W) 777 a M (15%x% 7 —/V ki) OIEMED B E 2 & 23 LTz,
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V-5
TETITR A XRIZL D LPSEHIb~ vy > — VR
(RAW264.7) D RIER JEmE VE R

OFit MZ DV, K4F HED, T E£F?,
A gt v, JINE AT Y, S 3ok 2

1) A/ =7 UR&t:, 2) HARERK

(B #]

RE OB IR i 72 & O ATEEER X, MO —& x> T Vs E o T D, ZOERE
BEHICIT TEMARRIE] LOMDbYNRHELNIR-TEY ., ITFE, ZOEEREICTTDIBEN
MEHRT SRR OBERERIN TS, HxlZ, 77X T TV FXFART S R X
TH D LPS 2N LI RIESICKIETEREICONWT, v~ 7 17 7 —UHil (RAW264.7 #ij) % v
T EIT- T2,

[Aix]

RAW264.7fildlZ DS 7 7 —~ A T AT 4 I N4 L W ECACCHEHERE Z A L 7=, M iE oMk I,
~ =3V > 100units/mL, A s 7 h~ A > > 100pg/mL % & ¢ DMEM 55 #1112 10%FBS ¥R L 7=
R A2 L7 (10%FBS-DMEM $5#) , 7o 2% 23, HAENTATF LEKIGE 2%
R LT B REE2 Vo, RAW264.7 fiRlC i3, SHREDO T T 22X 22 0L 3 K #% (T
LPSlpg/mLIZ XV HIfE L, FTRROBERIZOWTHRF AT 7,

AifaTEPEIL Cell Counting Kit-8 (FMf=fb7¥) Z#fH L. NO HEIX., Griess 32 HW\TITo 7=,
RAE~—H—I121Z, TNFa, IL-18, IL-6 XN iNOS 2% —% v & LT, RIE~—D—DORIEIZIX
ELISAIC X 22 0 7 BOWPEK Y T Z A L PCRICEZEEFHREEDOHEZIT- T,

(#&R]
7T H X ZARINT KD RAW264.7 AARTEME L, 20mg/mL F TIXHF 27D 20 72, Griess
I A V- NOIEMEIL, 798 % =% 2 5.0mg/mL PL_E ORI TH BEEMICHE R ENZED
bz, ELISA IC X A2HIETIX, 7% =F % 5.0mg/mL ORI THEKRENIC IL-180H & 72
KTFRARO LNz, £, IL-6 XWX TNFaTiX, 7% =F% X 10mg/mL OFIMNT, HEKFH
WCHBRENRBD LN, VT /¥ A5 PCR Tk, ELISA O R L IZERBEORED T T4
TXAOEINC LV HERFEBEOK TR v,
(#E:m
THET TR Z X ALLPS 24 LI RIESUSZMHI T2 2 & B 60T o7,
LSBT, THT TV XX ANTLRA V7TV 7O EDEAIERT 20 A = X N EfET
% &L BT in vivo TOEEEFIERET LVEME AT T Z 772X 20ROV TH
HMNETOTETH D,

_57_



* B 5

B ERK S
KRB 1
AhIN\1 %A=
ENILRT 7R
M= SRR R
M7 A ER
NP OEANT Y T4 JEEE
NP OEANEBRBEARMN
HBASHZINE
Mooy
MBXSHIRUDTAF
MBS TEFUOEE
M FL—FE7

(BRI
AmAFEN O
NP OZARBERMEME LT —
NP OZEAT Y T« JEEE
EFEELEFHER
RAKERARE
(BRI
I

51 9 Bl H AR e R R PR ANERPIMEICH T2, ASHIE - R2ED B
WhEEEE Lz, ZIIWIEHILEZR L BiIFET,

21 9\ A ARMEREER AR PR S
ok K BH
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