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Abstract

To investigate the hypoglycemic effect of the submerged culture of the Ceriporia lacerata mycelium (CLO1) species,
in-vitro and in-vivo tests were executed using INS-1 and 3T3-L1 cells, normal and diabetic mice. CL01 exhibited
an inhibitory effect on cell death through dexamethasone in the INS-1 cells, and increased the GLUT4 expression
in the 3T3-L1 cells. A hematological monitoring test was executed using diabetic mice divided into four groups
: normal control (G1), negative control (G2), positive control (G3), and CL01 250 mg/kg (G4) groups, which were
fed daily for 6 weeks. The body weight gain, food intake, and water intake of G4 were not significantly different
from those of G2. After 5 weeks, the blood glucose levels of G4 were significantly different from those of G2.
After 6 weeks, the plasma insulin levels of G4 increased by about 36% compared to those of G2, and the plasma
C-peptide levels of G4 were lower by about 18%. than those of G3. The results of the oral glucose tolerance
test (OGTT) showed that CLO1 lessened the blood glucose levels of G4 by 15% compared to G2. It was concluded
that CLO1 stimulates the proliferation of beta cells and promotes insulin secretion and may thus have a potential
in improving the hypoglycemic effects among the diabetic symptoms.
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Ceriporia lacaerata= 774701 H 5l 5 (Polyporales) 41
312k Al ZH(Phanerochaetaceae) 2] Al o2 Exjo] AE=R
o FuAER oA Bad 55 Eshe WA B3
o|ti(17). WA Foqtol= ARk oz & A&zl T
(Lentinus edodes), M)Al (Pleurotus eryngii), 4=l
(Ganoderma lucidum) S-°] ).2H o]2 g BIAEL 2] &3}
ook AAlZ weol] &8 Urk18-21). C lacerata®l
Bt AFZ = C Jacerata P2 WA 9] Ag] 28 vlo| &2l
A| A (22), dimethyl phthalate®] -3l (23)cll &3+ A7}
B3 B3 AT C lacerata BA| viF TAM] FEE9]
A1 G FoAe] s Tl A A7) By
ATH24). 3HAITY C facerara TAHA vl FE2] A28 Fixol
Ae] gabel 1 7)o B ATE oFd] HaERA] e
olo]] B Ao M C laceraa A BlSE2] dF 73t
S Hrkshr] Yot C lacerata TAH) BlSES 55
Azste] AEAF MEFQA INS-1 A Zo] =ZA|A AlE
AbE A 8392 Hr1ela, 3T3-L1 Al FollA GLUT4 &
< S350 A nhe) fHHoR g E 7
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I U= vhollA ", Q1Ed, Cpeptide, F7] 774 &
< vlm FAsAh
ERT
AME % Aot

2 Ao Ag3 dFE Y =nto] 2 El(World Biotech
Co., LTD., Sangju, Korea)ol| Xl 253+ C lacerata TAHA =2,
potato dextrose agar(PDA, Difco. Co., Maryland, USA) 1|
of JFsted 25T 9Y B wigate] A&ttt
RPMI-1640 medium, Dulbeco’s modified Eagle’s medium
(DMEM), fetal bovine serum(FBS), bovine calf serum(BCS),
bovine serum albumin(BSA), penicillin/streptomycin-<
WelGENE AHWELGENE Inc., Daegu, Korea) 2 F-E ¢
Sto] AFE-5191 11, High Capacity cDNA Reverse Transcription

T ZAAFEEES] ] A2 A1E (2015)

Kit+ Bioneer AHBioneer, Inc., CA, USA)ZF-E +4 35}
AHEstRom 1 9] o] Alek} dlAbH| EFE(Dex), 3-isobutyl-
1-methylxanthine(BMX)< Sigma AKSt. Luis, MO, USA)c|
RETEEPPERE

TEALA| b2k

PDA 8jA]ol| A viFE C lacerata TS A5 20 mm=E
A7l 8ke] potato dextrose broth(PDB, Difco Co., Maryland,
USA) 82 50 mLell %¥'©] homogenizer(10,000xg, 3%)=
TSkt F 4 L HA| viA| o] HE3IAT. C lacerata A
A& HA wjFstr] ek wiAe] 2O 2 glucose 20 g/L,
peptone 2 g/L, yeast extract 2 g/, K;HPO4 1 g/, KH,PO,
0.5 g/L, MgSO, 0.5 g/LE &%3te] 5 L jar fermentor
(Fermentec Co., Ltd., Cheongwon, Korea)°l| 4] pH 5, &%=
25C, A &&= 300%g 22 9Y FF vl Fatsith 94 Fet
W3t C lacerata A Wl FES F5 4 2(CLO1)SFA
= W 75 AAsi] dA SEEHR 130 A2
t}&-A) (exopolysaccharide) o] AZ 3 tid] 421+
0.32%(wjw) ol Ax2FHFS 7T 2 7 i+
Lo A g Zral S ek

CUALO|ELEO| oFt Mlx AMH x| ETF EHE AT M=
T M3

Rat #7 WIEM| 2] INS-1 A EE 10% FBS, 100 UmL
penicillin, 100 pg/mL streptomycin, 50 tM 2-mercaptoethanol
o] 7€ RPMI-1640 i R| A 37T, 5% CO, Z719] A&
wj F71 A vl Fetsih Al 5= 2y 43S 918 INS-1
Al EZ 24-well plateol] 1x10° cells/500 pl/well 2 3k
Th5 18AI7F vl &k & o] & Al ol PAMERE(100 nM) T
=, YA ERE(100 nM)+CLO1(S0 ug/mL), SAFAERE(100
nM)+CLO1(100 pg/mL)< 24A13F 23kt A2E
phosphate buffered saline(PBS)Z A2 ¥ 0.25% trypsin
EDTAE #7135l plaedl|A] Al 25 @2AA 34 & v
1,000 rpm, 33t A4 stk v S S AA
F 2 A3 pelletel] 500 uLe] PBSE o] Al XN S
THEATE 10 uLe] Al ZZErel] 10 pLe] trypan blue dayS
E3ste] o] F 10 uL 395 hemocytometerel] 912] gk
o o ® AEE At olu 7 43 2
triplicate e 2 3 3] AA]3}%

SAtHIEREO] 2|3t M AlH AX| =Z3F ZXHS 28t DNA
2d3 MY

INS-1 Al (1.0x10° cells/4 mL cell culture plate)ol] @A
EF=(100 nM), CLO1(50 pg/mL), SAFHE=(100 nM)+
CLO1(50 pg/mL)S- 2447t A 2] 3tgit) Al £2 PBSE A%
% 025% trypsin EDTAS A7}t plateol| A A2 &2
AlA 34 3 B3 1,000 rpm, 3E3F YA B2 A Z ) o] &
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(98]
e

%3t gl A Th &3lE A8 5 34 ¥ 13,000 rpm,
20527h 4TCoA L4l Feid the S-S APk Ay
o Y3t k2] phenol-chloroform-isoamyl alcohol &3%1&
(25 : 24 : 1)S FH7Fske] 220014 13,000 rpm, 1027+ 94
wElste] FSAS AT A S ol TL e <
chloroform-isoamyl alcohol(24 : 1) &3-S ¥ 11 4204
13,000 rpm, 107+ 94 FElste] AE5da FH AT o
Z gl 1/10 €3] 3 M sodium acetate 9} 2 Hl] &-<]
100% €322 ¥aL -70CllA 1 AR FA ekt o] &

I pelletS A% T Tris-EDTA buffer?} RNaseZ 9o} 305
7k, 37°CollA WEgAIZITth ©] 3 DNA Al &% 1.8% agarose
gelo|l Al 7] <dE3F T} DNAZE ethidium bromide(0.1
gmL)2 A8t UV 2 oA g3t

Zret £3H4(GLUTY) U &3

ul-§-22 A WA 3T3-L1 Al 25 American type culture
collection(ATCC, Manasas, VA, USA)ol| 4] T+)35te] Al
stAth, A3+ 10% BCS, 1% P/S< 233 DMEM B <] ]l
A 37C, 5% CO, 222 A wjF7]olA] vjetalzl &
i oFlof] F-3}f= vl (0.5 mM IBMX, 1 pM Dex, 10
ng/mL Q1E2/10% FBS) .2 uHAto] 247k v Fatitt. 2
A & 5 pg/mL ¢1$9/10% FBSS ¥3F3 DMEM HjA| =
wgksto] ket o] o g A A S wesTh
8~102 wjFato] A wbAlEe] F& o] 90%°]/d A3 E
T AP FYAh ded APEE FEsh] 96t
AEE 3677 B2 10% FBSE *&3F low-glucose
DMEM(5.5 mM glucose) HiA oA v F3t & th212 1%
FBS, 1% BSAE #7leta Ql&dlS YA &2 low-glucose
DMEM(5.5 mM glucose) Bl A| el 4] 3A]7F EoF vl oFabg] a1,
A Te 27 2e A4 CLOIS S5 (0, 10,
100, 1000 pg/mL)= 3A17F F<F A5t 1&d 100 ntME
A7kete] 30% B¢ wldEth. & RNAE  Trizol
system(Molecular research center, Inc., OH, USA)2. 2 2]
3to] nanodrop 1000(Thermo Fisher Scientific Inc.)(260
nm/280 nm)E RNAS] 52 =339 1, % RNA A2
2 ug< High Capacity cDNA Reverse Transcription KitE
Abgatel 42CellM 1A12E, 99°CollA 58 Ft HHSAIA
cDNAZ #4319t} GLUT 4 mRNA LA FS S350
9ste]  FAE  DNAEZ RT-PCRS A5tk
5°-CTGTAACTTCATTGTCGGCATGG-3",
5’-AGGCAGCTGAGATCTGGTCAAAC-3
primer(GLUT4)$} 100 yM SYBR® premix ExTaq (Takara
Biotechnology Co., Ltd., Tokyo, Japan)& 3 7}sle] 33
A} Z53%7](Thermal Cycler Dice Real Time System, Takara

Biotechnology Co., Ltd., Tokyo, Japan) & PCR-= 43 3}31th

471 ICR(KOATECH, Pyeongtaek,
A A3t =R | ARl AT
TEE 25 230C, AUlFE 50+15% 2 12413t ]
2 Ay S0 Atk AP EES Aol &
3ute] olat= HjA|ste] AlESl om, A7 Bk AR
< Certified irradiated global 18% protein rodent diet(2918C,
Harlan Laboratories Inc., USA)S A F°|dt5 1L, o
o3t AFGATE ARHEA AAANAG. 4 Ad T
1ome¥ A ddg SAst] 2F 2o it Eiol &
sHA 7219 wi x| ekt AT AT (BT AL
8-4*(Daihan Pharm Co., Ltd., Seoul, Korea))(N1), 4t =
T(N2), CLO1 250 mg/kg A3 -(N3), CLO1 500 mg/kg A%
T(N4), CLO1 1000 mg/kg 23 TN5), FANZTMHERL
Wl (Diabex Tab. 1000 mg, Daewoong Co., Ltd., Seongnam,
Korea) 400 mg/kg)(N6)2-2 A3l th CLO1 A # &
CLOlE # &= ¥ = EFAH-“F(Daihan Pharm Co., Ltd,,
Seoul, Korea)el| %] 47 431§ o FA]8 o] g3}
o] 10 mikgE A7 Foatla, SRS i
S 42 4 &7 HEFARE TS B TARE el
=9 MEXRIS AT TSI SEA S A7bel
e FEH 529193 (Institutional Animal Care and
Use Committee, IACUC)(2013-01-0009)2] <91 S}of] =3}
Eissi=g

oft oft |f

HAEZEAMe AT & 2351 HAHoral glucose tolerance
test, OGTT)

A} sES N AN T AT E "5 S5
0EC 2 otil, 74 A3+ HE CLol % 2 =
AT Tt 608 T FA TS AlLg A
o glucose 2 g/10 mL/kg® 74 Foldt & Z+Zt 30, 60,
90, 120, 240% F-of] wg ol x] A5 233} glucometer
(G-Doctor, AllMedicus Co., Ltd.,
2454,

Z

yang, Korea) 2 892

X 24 dieH SE9| AT 2R

AEFEL 65732 71 normal mouse(C57BLKS/J-nym)
9} db/db mouse(C57BLKS/J-db/db)(Japan SLC Inc.,
Shizuoka, Japan)& T-43te] 743t £3AIZ1 F A A}
&3tk AlolAF 14 vjx|sle] 2% 2342°C, s
T 60+5% 2 12A17F Bk 2 2AEE S0 AL
3Tt 23717t B¢ AR & LabDiet SL79(PMI Nutrition
International LLC, St. Louis, MO, USA)Z A} Ho|ali i,
e AFPATE AEA AAANFT 24 A
?‘g

1A =82S gule) A 22bo) wix| syt AT e
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%)7g o) Z-normal mouse)(G1), 243 thZH(db/db mouse)(G2),
G 2T (M E X 300 mg/kg)(G3), CLO1 300 mg/kg 4]
HATLGHeE 74 o}"ilﬂr CLO1 AF w3 Fa2

7}7} zE/Koﬂ 2l cLo1 MEXRS vl d% 3t
A Zkell 653t B FolskilaL, ATy St
7tk g &% HuSHTE LT VI T

—\_o_: 1

A7 Fol3is)

R, T 13] iﬂ%‘ 2 A5 S5 TE B2 vy e
A dH-Z 2 F 3k glucometer(ACCU-CHEK Sensor, Roche
Diagnostics GmbH, Basel, Switzerland) 2 =7 3} t}. B
&AL A istw Committee for Laboratory Animal
Care and Use(KM-2012-10)2] <91 d}lol] =3}t

o
1 N
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fru
>
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X
W0
of
e
Lo
e
o
tlo
AN
o,
ol

H 28 g SEolMe EAF & F5t 7"”

A 6% F APEEE DA BN
3to] 0% 2 3}, glucose 1 g/10 rnL/kgi AT o3t
% 747} 30, 60, 90, 120, 1805 Fol| 1] H o)A EolL
Azt S A sHATh

e R &ZOJ

H 28 G SEolAMe HUSH XE 2Y L T
22X

A F3 7, APdFES 1243 AYAF]| L ether 2
niE ste] JHES F ARl e A AT &
A& LA (3,000xg, 10 min)ste] DS A AstL FF
o] 45 el -70CelA Hasiir 4 f €92
autoanalyzer Konelab 20XT kit(Thermo Fisher Scientific,
Bremen, Germany)E ©]-8-3to] S%43}a1, 1&¥, C-peptide
9] FX+ mouse ELISA assay kit(Shibayagi, Co., Ltd.,
Gunma, Japan)E- ©|-8-3}<] z’éﬂé}oﬂ‘:]' S| SA RE F
9] 7]— /\]z} H]x} Al AR Y tﬂ- B2 uks B &8
ez AlHg ﬂi T AANATL 7t

FAE S48t AT T A71FAZ et

SAIANE
TE A3 Ayl g T—mﬂr FEAE Ut Al 23
Gid ufS Ao = I+ one- way analysis of

variance(ANOVA) = -.T«] /‘4 S 3lolatsy
ZA3}= SPSS(Statistical Package for
SPSS Inc., Chicago, IL, USA)E °]-8
fold = stk p<0.05<1 7
shetn B

3, 7199 AF
Social Science, 10.1 K,
6}01 Student’s t-test®=
EAH 0 fel

Zny o

[

INS-1 MZOlA HAIHERRO oI8t ME AbY ofR| &3}
olgdl BH) Az X APEE fEsle] BaHS f

813)2] A|22A A1E (2015)

A7 FER gzl At ERE25)9F CLO1S A 238t
of Al Y&=&S I3 A= Fig. 1A9} 2t} A8 5
A7V Fe 5SS 100%% HekS ] ulAlHElES
Al et 1FolA Aﬂ AEEo] oF 45% At aL, YAt
HERES Aelet 25l vlal gAbelEZ g4 CLO1 50
pg/mLS A2 dt 152 A AEE0] < 10% S78HaL

CLO1< 100 pg/mL 2] g 152 °F 20%7} S7Fste] <]
A Q] 2}o]E HATHp<0.05). DNA E2A3}= A F APE 9
a3k AsietA, gests E4 9 shto]th26,27). ©]l
CLO1°]| GrtiERE frie Al 3EAL]] g A &35 do}
X312} DNA 43} 43-g A8 thFig. 1B), Ak
A7FelA] 942 dlZ(lanel) ¥} ¥l wate] QA ERES A
2]t T (lane3)ol| Al DNA 43} d7go] slojwtort, dAt
HEED CLOLS &7 A2l g T (laned)ol 4= DNA 4
s} §/o] Holx] sttt o] 7 A ¥ CLO1C] INS-1

A 120,
£ 100
c
3 "
o B80F b
[=]
2 bl
% 60} "
2 40k
£
S 20+
0
Dex 100 nM - + + +
CLO1 (pg/mL} - - 50 100
B Dex 100 nM - - +
CLO150pgimL - + = *

Fig. 1. Effects of CLOL on the Dex-induced reduction in survival
and apoptosis in the INS-1 cells.

(A) INS-1 cells pretreated without or with CLOl (50 or 100 pg/mL) for 1 h, and
treated without o with Dex (100 nM) in the absence or presence of CLOL for an
additional 24 h. Slgmﬁcantly different from the control (p<<0.01). “Significantly different
from Dex (p<<0.05). (B) INS-1 cells pretreated without or with CLOI (50 pg/mL)
for 1 h, and treated without or with Dex (100 nM) in the absence or presence of
CLO1 (50 pg/mL) for an additional 24 h. Extranuclear fragmented DNA from the
conditioned cells extracted and analyzed on 1.8% agarose gel.
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A 2] DNA 243HS AAlsto] giatueliel] o gk Al

A ATRE N1 AL 55 EHE A7 928 AN
ao,
S AbERE ol ol WEM] EAPE G 71 ANA

oz AFA] 2 DBt 212G Qe 7Y B
S A8} sEd 0w Q8] WERES] APE R oo}X]
= Aoz A2 ezl v oM es) oo BelalA 3

A4 23 55 THE o WeH E APEA] AsH g
o] Tosl= Tl (PIBK-Ak) 2] EA3LE Bal Al E
APE W27 2 o2 dE3lar 9ITh29).
3T3-L1 M=ZolAo GLUT4 SAXt HHst

AIge] FERYo] ARy GaFERdUdS 710&4

W A2 Gl o U] AEdA YT HHgh 8
27Ol P4 GLUT4S] ¥ Ass= 203l on|Z 7}
A B2 CLO1 Ao W2 G5 GLUT4-4 e Wl s
3T3-L1 XA A E18H= in vitto AlB2 E3 in vivo
Al @Fte] AR A staat skl CL010] 3T3-L1 Al
FoA GLUT4 $4x} ¥zl nx|= Jake =3 23}
£ Fig. 2 UYEFATE GLUT49] mRNA 23S sholdk 4
3}, cLo1 A2 B o|Ed s f74 Ralo] 71519
©°u CLO1S 1000 pg/mL A3t S o, AgalA] &<
ol vlsle] <F 186% Z715titE GLUT4E 8% Y592
&Y Also o ME W= 001/\] ]_L‘_; Ao 3o
o]2]3t GLUT49] Wtalo] Srlshd & goleko] =7}

ol do] Aald 4 ATH30). o] H‘g A3} CLO1°]
GLUT49] F4A 28-S S7MAA g2 b3e 932

e Aoz Aprdth

[+
]

=
L)

GLUT 4 expression

control 0 10 100 1000
CL01 concentration (pg/mL)
Fig. 2. Effect of CLOl on GLUT 4 expression in the 3T3-L1

adipocyte.

The data are expressed as mean+SE. " Slgmﬁcantly different from control (p<0.001).
“Significantly different from CLOI 0 pL (p<<0.01, 0.001).

g7 g
AAFRAN AT %

=5 AHolM USRSl ¥S ws
Pa} el nhe el wshs

Fig. 39 YEPATE GlucoseE 433 BE T(N2~N6)<l 4]
AF 30% F o] Adsislar, Alzte] Al whet
o] fadhe S Btk AR 4zl
H2l 30, 60, 90, 12030l 9|22l d7 75 HAth
(p<0.05, 0.01). CLO1 250 mg/kg FF ol M= Sd 2
I o4 zpo]E YERA] &3kaL, CLOL 500 mgkg A3
M 60l FolHom o] A THp<0.05).
CLO1 1000 mg/kg AH ol A= glucose A3 F e
=4 ol= BE AlZt SN 2T vl uske] °F 10~20%
g9 e AFE By, A TR A SAUERT
(80.3+29.1 mg/dL)¥} AR -5(84.8+15.1 mg/dL) o2 &
Fo] HAAaElth A8 T2 F CLOLS AFE BE TellA
stz Hls] do] Holxlon, Bt AVE
e A3 b4 o] 4ol A ek kth(data not

o)

=

-+ N1 - N2 - N3
= N4 - N3 B

Oral Glucose Tolerance Test (mg/dL)

0 min 30 min 60 min 90 min 120 min 240 min

800~

600

200

Blood glucose AUC (hr mga/dL)
5
=2
—
H

N1 N2 N3 N4 N§ NG

Fig. 3. Effect of the test article on blood gluoose by OGTT.

(A) OGTT was performed after 6 weeks of administration. *, Significantly different
from N2 (p <0 05, 0.01). (B) Area under the curve (AUC) calculated based on the
OGTT results. Slgmﬁcantly different from N1 (p<0.01). ~Significantly different from
N2 (p<0.01). N1, normal control; N2, negative control; N3, CLO1 administered at
250 mglkg; N4, CLOI administered at 500 mglkg; NS, CLO1 administered at 1000
mg/kg; N6, metformin administered at 400 mg/kg. The data are expressed as mean+SE.
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2 TEAAS FrETE A4 SR
AYd Aor deaor ddstaz 44 Al 1,000
mg/kg7HA] EA4o] gl o, 500 mgkgol A= AP s
o] /Wls= H veht Al 29 951 F=olMel A3
v 300 mgkg ostE AR skl A
H 2% g SBolMe AMF, Ao Y 2 M st
A0 4|52 Table 1°]] urE}wu} A% =4 Ay,
ATl FolHQl Wsy) dEEA] wekor dd
Wl Aol S7kehe 43E B3I CLol A& el
zrio Aol F 79%8 = AA FPHU.

SN (NN

o
=]

> 2 N

3
g 9 5 3% =4 ZINTable 2, Table 3)S A 34
)z Wlate] SAUET D CLOI A3 oM 9] Al
% & 4%l wskor $AtEwsh Lol 4 2g
ek o) CLotl AH P AR HH Pl oF 15%, B
/\J‘Aako] ok 9%;@1: 71—/\5], 74% [ olq ]74% %6}]
cLoto] Fiee] Ak Fel v, 0, g S A4S
& 9E Aow ARHTE).

Table 1. Changes in bodyweight in the C57BL/KsJ-db/db mice fed
diets supplemented with CLO1

Periods G1” G2? G3? G4"

0 week 1858099  30.68+4.33™ 30381564  30.26%6.12

2 weeks 20352083 4029+4.43™ 40441623  41.05+734

4 weeks 2335113 460334537 45441651 45544731

6 weeks 25284094  4945:570™  487317.13 47664831
Weight gain 6701045 18770437 1835:039  17.40:0.8

: normal control, ’G2 : negauve control, *G3 : positive control (metformin
adrmmstered at 300 mg/kg), 9G4 : CLOI administered at 300 mg/kg, “Data are
expressed as meantSE, Slgmflcantly different from G1 (p<0.001).

Table 2. Changes in food intake in the C57BL/KsJ-db/db mice
fed diets supplemented with CLOL

Periods G1” G2? G3? G4”

1 week  33.6810387  3828+0.16" 3774031 4271101
2 weeks  3587+0.13  4721+1.03" 46324047  49.68+0.98
4 weeks  3898+041  8365t026' 85244097  87.98+0.97
6 weeks  3156:035  8024£056"  61.55£086"  72.75:0.83°

YG1 : normal control, G2 - negative control, YG3 : positive control (metformin

adrmmsteIedaISOOmg/kg G4 CLOladmm]steredatf{X)mg/kgs)Daraareexpmed

as meantSE (n= 6/group) Slgmﬁcamly different from G1 (p <0.05, 0.001).
“Significantly different from G2 (p<0.05, 0.001).

H 28 g S20M 6F7F HY HE

A3 712 B DY Wkt Fg 40 et A9
27] dydb TH-2F ol §3 1FS] AFE 350 mydL AF
2 W59 7S delon St aRe PR
FE1H9 ol(pe000DE Holv] 4 717t Fok A&H 0

314 A22A A1ZE (2015)

AT FE AHAE
FeuzTe A¥ 2T77};<1—t—
Fo] Z7latgl ou 3FRE = SAWRTH folHl 2}
°](p<0.0)F Fo| %Ao}d AP F8 A do
oF 390 mg/dLE A3 7] 3} FAFHA 4= Ak
CLO1 A3 T& 25771 TR 89 F7}Eo]
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Table 3. Changes in water intake in the C57BL/KsJ-db/db mice
fed diets supplemented with CLOL

Periods G1" G2? G3Y G4Y

1 week  60.00:098° 7071120 5857095  70.28+0.68"
2 weeks  62.00:0.56 132.540.87""  13625t0.99  142.58+0.43
4 weeks  60.004053  224.00:046"" 13254101 240.00+0.89
6 weeks 54004121 284.000.68" 130.00+L.11°"  241.001.00”

G1 : normal control, ?G2 : negatlve control, ¥G3 : positive control (metformin
administered at 300 mgkg), KR CLOI administered at 300 mglkg, Data are expressed
as meantSE (n=6/group), Slgmﬁcantly different from GI (p<<0.001).

" ", "Significantly different from G2 (p<<0.05, 0.01, 0.001).
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Fig. 4. Changes in the blood glucose levels in the CS7BL/KsJ-db/db
mice fed diets supplemented with CLOL.

Gl, normal control; G2, negative control; G3, positive control (metformin administered
at300mg/kg ), G4, Lol adm1msteredat300mgkg The data are expressed as mean*SE.

Slgmﬁcantly different from G1 (p<0.001). ", "Significantly different from G2 (p
<0.05, 0.01).
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Fig, 5. Effect of CLO1 on OGTT in C57BL/KsJ-db/db mice fed diets
supplemented with CLO1.

Gl, normal control; G2, negative control; G3, positive control (metformin administered
at 300 mgfkg); G4, CLOI administered at 300 mg/kg. The data are expressed as meanSE.

Significantly different from GI (p<<0.001). , , Significantly different from G2
(p<<0.05, 0.01, 0.001).
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Table 4. Concentrations of plasma glucose, insulin and C-peptide
in the C57BL/KsJ-db/db mice fed diets supplemented with CLO1

Groups Plasma glucose Plasma insulin Plasma C-peptide
(mg/dL) (ng/dL) (pg/mL)
G1Y 133.33£11.80” 0.86£0.15 13.70+2.43
G2 855.16:3185""" 10.04:051™" 135.14+1340"™
G3Y 357.66+30.97" 1341:1.71° 17234£11.29"
G4Y 664.00+17.08” 13.73+095" 140.45+14.01

G1 : normal control, G2 : negative control, 963 positive control (metformin
administered at 300 mg/kg), G4 : CLO1 administered at 300 mgfkg, *Data are
expressed as meantSE, ' Significantly different from G1 (p<<0.001).

P

, ", "Significantly different from G2 (p<<0.05, 0.01, 0.001).
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Table 5. Organ weight per body weight in the C57BL/KsJ-db/db
mice fed diets supplemented with CLO1

Groups Liver Kidney Kidney fat ~ Abdominal fat
(W/BW) (W/BW) (W/BW) (W/BW)
G1"  095:0.15° 0.28+0.03 0.1240.03 042+0.18
G2?  286+0.04™  042:006" 083015 232:028™"
G¥  262:0.19 0.37:0.04 0.87+0.13 2.57+0.36
G4Y 2.5340.18 0410.02 0.46+0.05* 24240.10

YG1 : normal control, ?G2 : negative control, 9G3 - positive control (metformin
administered at 300 mgkg), G4 : CLOI administered at 300 mgfkg, "Data are expressed
as meantSE,  Significantly different from G1 (p<<0.001).

“Significantly different from G2 (p<0.05).
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