1P-46
T A7 TR — VECHEE trans-Tiliroside O HIARG{EH

("ELEREER. 2TMEK - FEAREE) RAEIAE] Y O EIESCC. ARERE . AR
g2 ENHEZ!

(=]
BEVERE . BERM. SISMUES L OB MIES o AR Y EROFFBIIEREIEERE (U XY
WL LTAZRY v Fua—on (NEBBEEIFEER) & LTERRSU LR, AFZRY
v 7w Fu—hOBIZE O TIPS O BB ER P BAEH T 0 . NIRISI O B :
BIOEMEREZHETL2 I LPEETHLLEEZOND, TH, BARDOAHR LT HALEE
EEBOWTHERBZIIUD LT 2EFBEFOBBERIIENO —Ea4ll->THY . Zhicxt
THRRIIBHE TH D, BELOMRAETIE. THETICESIURHOENEIRIZEES
RiETHE L LT a- 7oy 2 —BHEESEYE salacinol X kotalanol” . HHEREP PG
MY H nigellamine 50 ? 36 LU D A — EPLETEEW E camosic acid” Z RV H3 L &g
(2. NEEAER % B 1D XD E & LT trans-liroside (1) Z LW LTV 5 9, 4E], #F
FHOT 1 OFERBFE L OEE SEEORBEIC SN T oMz L0 THRET 2,

[£% - R - 5£]
BB 7 A (male ddY, 11w) ~~® trans-tiliroside (1) ¢ 14 B B D45 (0.1-10 mg/kg, p.o) 1L D, v
w7 AOKEHSE., BE, MIEEYEERS X ORIEEICS 2 2 FBIC O VTR L, #

DFEE. 1%, AR 0.1 mykeg/day) 7 6HEICHRERBM AT 2 = & B X UHBT oS ‘

RN (TG) G EF T X2 & & bICHIRIETEE (B =15 BB+ E A IE) (2onwT t
A BT L D AR S (Table 1, 2), & 5.1 & 5812 L itHEREAER (glucose )

wmgwqéﬁotﬁ%a1@&~ 2GR PR It L CHEEE 5 2 WD, FEATRE
O If §E B > # 5 Table 1. Effects of trans-tiliroside (1) on the gain of body weight and liver TG
e )~ Dose Gain of body weight Liver TG i
EREIC 4& Fa (mg/kg/day) () (% of control) (mg/liver)
EHIEAAIBIL T conwol T - T 4605 100099 573854
. 1 0.1 2.6£0.5% 56.7£10.4* 46.7+9.7
7= (Table 3), 1 1.3+0.6%* 28.3+11.3%% 30.8+5.5%*
10 1.40.2%* 30.1x4.8%* 20.2:4.74%

Mean + S EM. ¥ p<0.05, ¥ p<0.01 vs. control, n=3—7

Table 2. Effects of trans-tiliroside (1) on the accumulation of visceral fat in mice

Dose Epididymal fat® Mesenteric fat® Paranephric fat® Visceral fat (a+b+c)
(mg/kg/day) (mg) (mg) (mg) {mg)
comiol . 2052136 Bi6rel C7 R Y Y FSY LR |
1 0.1 T16£98%* 662+50* 284+41 1663+181+F }
1 407+89** 309+43%* 141+37%* 1057+159%* j
10 350x24%* 516+16** 132418%* 998+52%*

Mean xS EM., ¥ p<0.05, %% p<0.01 vs. control, n=5—7

Table 3. Effects of trans-tiliroside (1) on glucose tolerance in mice

Dose Plasma glucose (mg/dL.) AUC
(mg/kg/day) 0 30 60 120 min (hr * mg/dL)
... control = 105+3 3110 26812 18511 474£19 ...
| N 9246 238+26* 206£17% 15226 372+23%*
1 101+6 284+12 177+18%* 15449 377+23%
10 10144 233+19% 153+12%* 1384124 325425%%

Mean S EM.. * p<0.05,*F p<0.01 vs. control, n=5—7
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% T, trans- tiliroside (1) DT, FEHERBRICLALBELII ST HHMIT, 1 2HEAL
3% 4y B 5 kaempferol 3-O-B-p-glucopyranoside (2). kaempferol (3) 46 & T p-coumaric acid
@) 1B 2 FUESENE 2 iR Lz (Fig 1D, ZORR, 3 BI04 TEEESBO Lz
om0kt Ly 2 CRHAE TRAVS, REMN: NREGEEORTER SREENT,
AFER LY 1 OFTHEELREBEORBRIZIE., 2 ST D p-coumaroyl EDFENE
BEThD IR EN K OERBFEZHOICT HHB T OKE (10—100 mg/kg,
p.0.) 24 BERE 4135 ¢) A ATl L ORISR C oM R L CIRESBEERG TORBII
WTHiE L, ZORER, WL 10 mgkg O BER 5 TS PPAR-a 3 XUV CPT 1, &%
FUIE M adiponectin 3 X U PPAR-y mRNA OB HTUENBE ST,

trans-tiliroside (1)

OH 10 mg/kg 0 10 mg/kg
- adiponectin
kaempferol (3) @ -==~=""===""| kaempferol
5377 |3-0Gle @)
]
o
o P
X {on
p-coumaric acid (4) o Y ‘ B-éctin B-actin
OH Liver Epididymal fat

Fig. 1. Chemical structure of trans-tiliroside (1) Fig. 2. Effects of single oral administration of 1 on mRNA
and related compounds expressions in liver and epididymal fat tissue in mice
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Anti-obese Effects of Acylated Flavonol Glycoside, frans-Tiliroside

Hisashi Matsuda, Kiyofumi Ninomiya,> Mizuho Kube,' Toshio Morikawa,? Osamu Muraoka,? and
. Masayuki Yoshikawa'
IKyoto Pharmaceutical University, 2Pharmaceutical Research and Technology Institute, Kinki University

Trans-tiliroside (0.1-10 mg/kg/d) potently inhibited the gain of body weight, especially weight of
visceral fat without affecting food intake, and significantly reduced blood glucose levels after Joading of
glucose (1 g/kg, i.p.) in mice. On the other hand, kaempferol and p-coumaric acid lacked such effect and
kaempferol 3-0-B-D-glucopyranoside tended to reduce the gain of body weight and weight of visceral fat,
but not significantly, at a dose of 10 mg/kg/d. These results indicate the importance of both kaempferol
3-0-p-p-glucopyranoside and p-coumaroyl moieties for the anti-obese effects. Furthermore, single oral
administration of frans-tiliroside at a dose of 10 mg/kg increased the expressions of CPTIl, PPAR-c,
adiponectin, and PPAR-y mRNA in liver and epididymal fat tissues of fasted mice.
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