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SUMMARY

I. Title

Development of Health functional Food of chitooligosaccharides with obestiy inhibitory
effect

II. Purpose and necessity of the development

With the recent rise in obesity and well-being craze resulting in more concern on
diet, a wide variety of diet foods are on the market and their share in the total health
foods market is already high. Most of the diet foods, however, fall short of the
standards for health foods required by Korean Food and Drug Administration (KFDA)
and accordingly, consumers’ impression on diet foods are not so favorable. Hence, if
the functions of diet foods are verified via in vivo and clinical tests, and individual
registrations are obtained as functional health foods, consumers may take the foods
with confidence. According to the complaints on diet foods received by The Korea
Consumer Agency, most of the cases are about general foods which are used to
deceive consumers as diet foods by exaggerating their weight loss effects, and foods

containing inappropriate ingredients that may cause adverse effects on health.

As a matter of fact, development of diet foods requires stricter scientific basis than
that of any other foods, and it can be attained only through rigorous animal
experiments and clinical tests. We want to manufacture diet foods containing chitosan
oligosaccharides that have inhibiting effects against obesity confirmed by animal
experiments and clinical tests, and then obtain individual registrations as functional
health foods.

IT. Contents and scope of research and development

- Establishment of an optimal condition for chitosan oligosaccharides by using various
separation membranes

— Confirmation of molecular-weight distribution of chitosan oligosaccharides by
separated molecular weight

— Confirmation of inhibiting activities of chitosan oligosaccharides against obesity by
using mice put on a fatty diet and obese mice.

- In vivo tests in humans to evaluate the effectiveness of anti—obesity effects of
chitosan oligosaccharides against obesity

- Method of mass producing chitosan oligosaccharides by molecular weight under the
optimal condition

- Application for individual registrations as functional health foods and production of

_6_



functional health foods

IV. Results of research and development

- Established 4 kinds (1K and less, 1-3K, 3-5K and 5K and more) of separation
condition for chitosan oligosaccharides by molecular weight

- Confirmed a distribution chart of molecular weight by using a gel-permeation
chromatography installed with a light scattering detector

- Obtained clinical test results of decrease in weight by 12% from the
oligosaccharides—treated group after a 4-week diet program

- Confirmation of improvement effect on lipid metabolism of the fat cell

- Detection of Biomarker of the eight kind with improvement effect on lipid
metabolism

- Based on the effectiveness evaluation, confirmed fat reduction effects on the
abdomen (visceral fat + subcutaneous fat), even though body mass index (BMI)
reduction was insufficient

- Confirmed significant fat reduction effects on the morbid obesity group whose BMI
is 30 kg/m® or over, and the male and female groups whose waists are 90 cm or
more and 85 cm or more, respectively

— Set up a mass production system by molecular weight by using Milipore membranes

- Application for individual registrations as functional health foods

V. Research performances and our future plan to make a use of them

The fat reduction effects on the abdomen were confirmed by the clinical tests
organized by Seoul Catholic Medical Center. We could come up with an English
research paper (Plasma proteome analysis for anti—obesity and anti—diabetic potentials
of chitosan oligosaccharide in ob/ob mice, Proteomics, 9(8), pp2149~2162, 2009/
Proteomic analysis in adipose tissue of ob/ob mice in response to chitosan
oligosaccharides treatment, Biotechnology and Bioprocess Engineering 15(4),
pp559~571, 2010) and a Korean patent application (Anti-obesity composition
containing chitosan oligosaccharides as active ingredients, #10-2009-0101785). We
plan to apply for individual registrations to expand the opportunity to mark the
functionality of chitosan oligosaccharides and to reinvigorate the sluggish chitosan
oligosaccharides market. In addition, we try to provide a successful model of
full-scale diet foods business including preliminary research, development, launching

and sale of products of a small and medium sized company.
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A2 AAA BHRBEA A)AES Sanofi-AventisAbe] o} =] o} (Acomplia), "] Abbott
LaboratoriesAte] & 9€ (oA Reductil, v|=olA= Meridia), Roche A2l AUz
(Xenical, GlaxoSmithKlineA} A2 All) T = HAFHO ¢lar 20059 o]%F ta-3¢
e AFEEe]l MIEo AAl dAFAY A0S dFIL U5 EE A xT]A 9F
S-2367, <+¢] npole Ml el Alizyme® ALT-962, Arena#dl| °F¢] APD356, Metabolic
PharmaceuticalsAF2] AOD9604, =X =T A~FAL2] Liraglutide %

Al 2 E AgEAF B AT A

B 7B B 7RSI A a4 AEAEER BoldERdL e ACRE on ¥HA 3l
o vt frg, AR SACA ofu] AE3E Hol AE FAdskal Stk l% AEel 718 e
SUHA mEelA AEE ¢ vk WA 287 4 ARAE A4 A A Egske] Aol A
o] A LA RS dolid AT-ollA 5%9] 7]Eqte] E3HA %‘@iloﬂ*i 1‘%‘4 wj ol M =
gkom  Algl Ao <kol dixwst Mlustel H0% #HAI Aem AZAdATE @EHSI
(Decreasing effect of chitosan on the apparena fat digestibility by rats fed on a high-fat diet,
Biosci. Biotech. Biochem. 1994)

fl

B 714 TR s ot uhE Aol7t AF e AyrhAtel vA= dEE %OP‘E: Aol A=
U SAY 2 J1EA TR Hbel ofd) Aasiglal €4 =

22l Hrol 9&) 7FA%s A BYvau R sttt (Effects of chitosan of different
molecular weights on lipid metabolism in rats, Korean Journal of Nutrition. 1998)

W 2005 AR 2z AGglo] AololA 7B e A} FA el tek A d A= )
ke AHE 9o A widd el ekol sl 18gAE ket A3yt Bas
(Chitosan supplementation and fat absorption in men and women, Journal of the American Dietetic
Association, 2005)

AN

B Low molecular weight chitosan(MW 46kDa)E& ©| &3 s=Ad-& B AXW 2o|9 &7 46 kDa
71 EARS bl 7 HA(30me/ke), 20573 HAT F 9 AFolA wA S7h AEAEY FUF L
2] 3L liver ilpids®] S71H8 27 oAlsks 23E Balon @it Ao widoe] Frlsle Ak
el ¢ Ak o] At 7| EAbe] AuelA wHsibt Agete] o] AUETE Asfchs 2
& 3 AT EAEAH S Alste] SolAel ZFEl A8 EH triacylglycerol®] &FE Aslste] Al
Ul lipidsE& Z4A1A vlgE oAAo] 334l 24958 ¢  Irh(Low molecular weight chitosan
mhibits obesity induced by feeding a high-fat diet long-term in mice, Journal of Pharmacy and
Pharmacology, 2006)
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18 L, aLBAF 7|82 15 kg ¥ WS E 40 Colr wukE% 150 rpm &2 24 7F

& Azl F 9rH06L)S HUt, dlEke] pHYE 500 HEE k9l o] 9o =
o Lol &3] H7hsla 30w % WA
TE 120 rpmgf; o] 36417 B9k 7}#%611 Ak o] &H& prefilter (1ym) <}
g7l E ol &3t wwrg EHE AAStL FFHI 1M sHdart &40 F3ste]

dob > o

MW300"t o 2 553t HA] o FRe] A7 HEE7 0.0ms/cnol 3t wWi7hA] AAFE v A
7Fske] gt gde] gEd F o] £ 3ol o A (Millipore, High-Output stirred
cell membrane)-g ©]&3le] EXFHEZ EdAozZN BEA4IE 7 EASYIIFS A XY
=3

AL e WS v 2k WA 30 KDa $Hejo #uhs o] &ele] 7| EALE 2 EA(RA
F 4500008 AlAekaL, 30 KDa g9lojauhs T3d 7B &elad 948 5 KDa, 3KDa
2 1KDa®] sejoiehs GAA oz ol&ate] FAF Av|e] wel Bttt EEuye
51 9] o 32 2] (Millipore, High-Output stirred cell membrane)ol] 3+¢]ofutS =
Ab =g &9 10BX, 500mes ¥ al ghejofapg Aol HdAE EE (EE ) 35 keyan)Al

L S a1
7 Z271Fe) 1/50] HEE w542 F A AAFE ol S00mo] HE= sfe] vhA] g

Jhow wEAAoH, o] AL 53 WEe T o] 84S vhAl 5me membmae filterS
°l 59 BEES A A -40 CollA 24 A7 B =44

Ageayg AZFET 5008 AA S 500mle] &3

3.1 2 PASE Autsend BAS B
velE BASE JEALHIYS BABAEVF ARE AFY ARv e (Gel

Permeation Chromatography—-Multi Angle Light Scattering, GPC-MALS @ DAWN DSP and
OPTILAB, Wyatt, USA)E ©]-&3dto] AjEAza Ex5 £X58 2183l

313 AW AojF e} M S A o] &7 JEASY el el ay el
ob/ob THp2 LEMW 6uE o] 4F7F 74 39 Aole 1-5% FEow ol 4F3

Ag, AA ", AWAE 7] leptin T Fs

3. 1.4 A¥sE9 T8 A4 gl 24
AR A AT NRAL 2 APeE A4 % Fo 24¥ proteomed FAF. AR AT
2-DE proteome map’te]l YEMY @@ zlolrt Ald mAGWAESS PME, MS-MS 2 $#438}3,

differential expression HE-& FFEM H|wtEo|dWAd A5 E 53 g, 2DEAA detection™ A
o= Al ghalA =0 [CAT 2 Western blotting #4141 FAY e Y EAETh
- 229 A7)9% (2-DE): IPG IEF, pH 3-10, 17 cm IPG DryStrips, PROTEIN IEF cell
(Bio—Rad), 20 x 20 cm 129 polyacrylamide gel
— Rehydration solution: 8 M urea, 2 M thiourea, 4% CHAPS, 1 mM PMSF, 656 mM

DTT, 2% IPG huffer.

_— = 1

_16_



- Image Acquisition and Data Analysis: UMAX PowerLook 1120 (Maxium Technologies,
Inc., Taiwan), 16-bit images (TIF format).

- In-Gel Digestion: 50% acetonitrile (SDS, salts A A -8). Rehydratuion (trypsin, 8-10 ng/
ul), 8-10 h, 37 °C A A]. 5 uL 0.5% trifluoroacetic acid A& WHE-FXA].

- ¢z A4 PMF (Ettan MALDI-TOF, Amersham Biosciences).

3.1 5 @A BAL Ed 7S age] nwels] 2874

AEHoz WG e H W JAHY oA GNYRANE BRHOR BAste] ujnelA

e
i

o Bx7)1 A4S 1t 3taA 3 (UCP, leptin/leptin receptor, AMPK A2 52 F$4102),

- 20~65HM 7d7<}:} ERE %OM A 2 %EXIT7I 2501*&% ElRsia}
WA, YoFl R AAAEAE-S AYdy)

=) of we} Computer generated
27 F @ o FANA

B -
0.
@]
SH
N
=
O
=
w
@]
=
8
e
o
o
)
ofo
Ol
O
e
D
U (

- QAAES 7 ESE g Ay
Ao Seapsule® 3FF A W =

(chitooligosaccharide, 250mg/C, (F7)7]Eg}o]2)& o}, A4,
15709 capsules 270 €7F 2@}

o M

- AFH AS Az, AdIFA g, slgEd, ddol £, d2l/YdPol v, DEXAE &3 A
Aursy CTE &3 UAAY, 93A9, & S5AY 5 uvx]# 2} adiponectin, insulin,

leptin, IL-2, IL-4, IFN-a % W% #AHAX| 52 WIE v sk},

Nt

(Negdnd)
I \|
I
1 Fy
[ (Placebo)

U Y2 Y3 His
(Screening) (D-0) (D*28, 4%) (D56, B55)
I I I )I
| ] |
Randomization HHNE 2R
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LT I A e A e

Storage Storage Storage Storage
Tank Tank Tank Tank
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(MWS5,000D2 (MW5,000Da~3,0 (Mw3,000Da~1,0 (Mw1,000D0
higher) 0oDa) ooDa) lower)
g 1. SAFEE JIENMSE DY HX BAE
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Al A 7

- S ABSAE A Bl B AHAHA

x AEA=

e AEAy HAQ FZ qofRE

o 719, /AR, -9 I E ARHI T B3 A=

o AWty 2 o #3 XE

o HE9 54 T3 A=

o JTAR(EE AEAE)A g 724 L AlFgRHA &3 =2

o FIEA et 74 2 AFERHA #AS A5

o QtAJo HTS X7

e 75 W& ¥ 1o #3 A5

o HAT A Al YA & O A B3 A=

o oekE I TAL} FASHA] S-S &st= A&

X T AL

o AEAEE Aol AFode I AMHE FAFHSR JA st of
§j]—

= -
i S

BE AZAsEc AdEH 825 I AZEstool 3t o o
919] 9]Zo] At I WARL AZsoiof 3

T =
18 A FoFFAAY AnAHTHA

¥ AR A L FAYr)|TAE7E=T (02-380-1316 ~9)

100,000 (4= 91 %)
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IEAe] B JhRElE 918 4 pH 2 2z Zae] HAubE s WA ke ¥
stAlA Sl S AT A ofdf 3 13 1¥ 20 YERAT

WS A 2 36A1%F, S 2.5unit/g 71EAFe] Alxn] &3 Al A HHoz AeE
=3

U, BxEd v Baks oy B3

oAn] £33 F&S 47 A& 7 Eexde] wep Ex4EE VBN e Axssloy, A
Alg A7 s240x59 F&e 1 20 Yedsla, 3 32 T84 AXE batch'd #
Al 7| EqbgEarde] &S YER T

HE Az 7|EARE e Ex3Ss ke A&7 4E
H AFFdazurE 283 (Gel Permeation Chromatography-Multi Angel Light Scattering,
GPC-MALS : DAWN DSP and OPTILAB, Wyatt, USA)E o] &3l A% BXE 543}
Ak SAAY Lo ider MW5000 ool FEdEAEES 8190Da(1g  3),
MW5,0000MW3,0009]  Hr &2 3,380Da(1d 4), MW3,0000MW1,0008] &A=
2,560Da(1¥g 5) ¥ MWI1,0000]3}¢] 22 910Da( L8 6)ol Arh. gk Fx=d 7] &4
22339 GPC REXEE 19 70 YEhIY
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(+9]; mg/ml

o ] 7P(h ) Tunit/ 1.5unit/ 2.0unit/ 2.5unit/
2 1 r
° g Bt g 71EAt g 71 EA g Bt
4 0.568 0.908 1.124 1.363
8 1.092 141 1.658 1.756
12 1.466 1.635 1.787 2.025
16 1.654 1.738 1.978 2.398
20 1.755 0.813 2.511 2.907
24 1.918 1.937 2.728 3.577
36 2.099 3.232 3.475 5.331
48 3.004 4194 4352 5618
g E 1, R =2 )
A0 SAZ0e] 2
G
2. 5unitfg I E4F
5 L
£,
o 2 Ounitfg FIEL
E
w51 ‘Bunit'g 3| St
||n|:|
o
%Fj 27 1. Dunit'a 314
‘I L

20 25

a0 ]

Ht= Al 2Hhr)

40

45

50
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2 BATE ENSYNY AR 2 Se
wagy Nesedny | AAS 2713 m) Az (g) 5 8(%)
5KDao| 45K = AF&-) 2,860 14 2.8
5K-3KDa(3K = A}-&) 1,790 8.7 174
3K-1KDa(1K = A}-&) 1,780 3.98 7.96
1KDao] 3} 27.55 55.1
¥ 3 2AYE NELHIY £4E
A Fr A% % (kg) (%) u
range
1K ] & 137 66.15
1K™3K 19.8 9.56
3K™5K 43.3 2091
5K ol 7.0 3.38
A 207.1 100
A P A% % (ke) (%) Wl 3
range
1K ] & 119 56.69
1K™3K 21.5 10.24
3K™5K 51.8 24.68
5K ol 176 8.38
A 209.9 99.99
A4 I 22 % (kg) %) u] st
range
1K ] & 101.4 50.70
1K™3K 15.42 771
3K™5K 42.34 21.17
5K ol 40.84 20.42
A 200 100
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AR 223G A 2FIA Foheh dashe A

Adiponectin, TNF-a, IL-6, PPARY & RT-PCRZ &<l3l Ay(198 17)

IE BRIt Ae A = ddTh
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B

100 -

40 = -

Relative Oil Red O stain (%)
Relative triglyceride content (%)
2 & & B
H

Control 0.5 1 1 4 Contrel 0.5 1 2 4
CO-treated (mg/ml) CO-treated (mg/ml)

JF B 3T3-L1 HIZEHAH L2 2 E22| 0T ®Mel 2 RTEH ZH A2 ZIE Z=A
Oil Red O BN =zF ZZHE) SXIZ HZHC).
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10

Diet intake (g)

Changes in body weight gain
(% increase of initial body weight)

JF 10, op/op OFF2AH A A0IZHAL HEEIHAL 2IES2|2FC0OIE 54t
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Control CO-treated

Control CO-treated

19 14. Plasma®] 239 A7|9%E A3} (W
1
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Relative intensity (%)
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Adiponectin/GAPDH

-

- * *

TNF-a/GAPDH
IL-6/GAPDH
PPARy/GAPDH

*

*
o I o

Control CO-treated Control CO-treated Control CO-treated Control CO-treated

Adiponectin TNF-a IL-6

9 17, ARk Faee] #EE 3 4E RT-PCR= &<18 43
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retinoic acid binding protein Y& x}o]E Hx 2 W3l olxYd AV|9ES sy s
H 193 Zo] western bloto2 2l 313, vwry #dHE f312 vAE RT-PCRE ¥ 4]
H A S 2] %Z‘ix} I ARE s A3 7EA S ads HEd 2FdA v 23

o1ge] Aug F3H9
sl QM A S B e

AaE FHH o ZA s

NE& Aolgk= oAdstal, F TR AR (AAAERA BAT, WA ZA4 WAT)E 4
Z3l9] Proteome & 8, 12% A o] &3l o2 d7|ds 23 WHo= AAsto] (g 23),

al
& 8] viAdNAS e 5 USl=H
AMZE vAGEA S| (g 24). AR89 xA A HICH, 3-hydroxyisobutyryl-CoA
hydrolase;  TPI1, ‘Triosephosphate isomerase; UCR,Ubiquinol-cytochromecreductase;
rGC31394¢F 22 dwEge] AlEA wALAL, WA A= NAPA,
N-ethylmaleimide—sensitive factor attachment protein, NIT1 Nitrilase ValRS, Valyl-tRNA
synthetase; ECI, dienoyl-CoA isomerase & W&=}o]7} Agk 8F2] wwjds =g 4 9%l
oosAdE @Al Ve vt Zatel hd £x-4 W7t Se A9Ety] faiM s U
T7F ST
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Control CO-treated

Vimentin

Aldehyde
reductase

IDO

RABP

GST

SOD

[eFo] A H] aP2, adipocyte protein 2; AQP7,Aquaporin-7; C/EBP, CCAAT-enhancer-binding
proteins; GAPDH, glyceraldehyde 3-phosphate dehydrogenase; GST, glutathione
S—transferase; IDOQO, Indoleamine-pyrrole 2,3-dioxygenase; IL, interleukin; PPAR,
peroxisome proliferator—activated receptor; RABP retinoic acid binding protein, ROS,
reactive oxygen species;, SOD, superoxide dismutase; SREBP, sterol regulatory

element-binding protein ; TNF, tumor necrosis factor; WAT,white adipose tissue.
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(Western blotZ 3}).
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AA (Northern blotZd 3}).

_44_

JEAE Sejage] vt A dAY S Acks 918 FAFHAA (m-RNA)9]




0g

_45_

é PAILE P é 04 -
z I ;
z %02 1
[ on
Contraol CO-treated Contral CO-rested
PPARY SREBP 1¢c
IR S ard e vt WA S ASHE AF FAFHAA (m-RNA)2
W 2te] A (Northern blot2d 7).




4

CcO

Tissues

Tissue

proteins/genes

Adipocyte/Liver

PPARy !
SREBP-1c{
Vimentin +
mo
RABP
AQp7 T
aP2 |
Adiponectin T
TNF-o 4
IL-6 4

Pathophysiological

conditions

Lipid metabolism T
Glucosemetabolism T
Body weight gaind
Diet intake +

29 22. ob/ob vF-$oA Q] FEARS P 3 o] H

_46_

oA wAYF




MW MW

WAT (8% PAGE) (kDa) WAT (12% PAGE)

SHHE RN ARERIPIN

240
140

100

72

50

>
pH3 pHI0

BAT (8% PAGE) (kDa) BAT (12% PAGE)

a9 23, VB4 28-S XY 3 FHo AR xA (BAT) 3 WAxuz22 (WAT)2
=
[e)
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ALT(GPT) Alanine Aminotransferase
AST(GOT) Aspartate Aminotransferase
BMI Body Mass Index
CRA Clinical Research Associate
CRF Case Report Form
CRO Contract Research Organization
CT Computerized Tomography
DEXA Dual Energy X-ray Absorptiometry
y-GTP Gamma-glutamic transpeptidase
Hb Hemoglobin
HCG Human Chorionic Gonadotropin
Hct Hematocrit
IFN-y Interferon gamma
IL-2 Interleukine-2
IL-4 Interleukine-4
IRB Institutional Review Board
KGCP Korean Good Clinical Practice
MCV Mean Corpuscular Volume
MCH Mean Corpuscular Hemoglobin
MCHC Mean Corpuscular Hemoglobin Concentration
PCT Platelet Count
RBC Red Blood Cell
SAE Serious Adverse Event
TSH Thyroid Stimulating Hormone
Urine S.G Urine Specific Gravity
WBC White Blood Cell

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

8/93

14

3.

14
14
15
16
16

60

<10

Ol
x
Elﬁ

60

-

ol

3.2

R0
H
all

3.4

Ki
oF

&l

ok

0

16
16
16
16
16
17
17
17
17
18
19

oK

"l
0

-

20

ol

4.2

4.2.2

RAEAIE QAR Kh e

4.3

t' (Contract Research Organization, CRO) ..o,

NSk

T

Rr
0

ol
il

ol

19
19
19
19
19
20

YN

00

(GlE=22D

Hio
<r
60

7.1.1 Al

7.1.2 UHZEAIZ (PlACEDO) ...,

%0
10
&0

7.2

20
21

RAEAIB Zl B e

8.1

B.1.1 AR IIZh et

8.1.2 AlIE

21

22

£l
10

ok

oir

00

A0

<0

ol

or
00
®il
Ell

8.2

22

26
30

bl
]3]
10

fill

-

10

Al

]
gl

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

9/93

30
31

RO

33
33
33
33
34
34
35

<
5
B
£l

X0
Kl

oJ
ol
X0
104
Ok

8.5

50
X0

iof
Ok

50

X0
Kl

ol

39
39
39
39
39
39
40

KIo
TH
Pl

ol
n

8.6

Mol s

8.6.1 AIEH=
8.6.2 Al

8.6.3

A E0 THEE RLIEE s

=
=/

pill

10

g
1

0

8.7

oM

40

50

41
42

50

k=P,

9.

42

44
44

—

(]
il

0
R

1of
]S

10.

44
44
49

10.1

49

49

59
67

68
68
68
71
72

fXt(Drop-out) &= Z=XI(Missing data)ll Hel................

El 2
= "

sk

10.3.5
10.3.6

LETE BUKZ O RAL e

72

i
0
4

00

11.1

73

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

10/93

73

o)

11.2.1
11.2.2

73

ol

F

oJ
<0

|.

ol

75

76
76
76
76
76
77

11.3.1
11.3.2

130

ol

3

o]
<0

|.

AXI2t Ol

Al
<
b0

il
oJ

N

11.4.1

88
89

90
91

W
&
Rl
ol
KJ
ok
W
e

12.
13.
14.

93
93

References

Appendix

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



EIIECHOZ

Clinical Study Report (Version 2.

0)

Protocol No. Kitto oligo_Kittolife 11/93
Tables

Table 1. RAFAIE B 0L B TH AL ettt 14
Table 2. A HEIA HB0 e SHAE AARRDL S e 15
Table 3. T HUAR L A S B e 29
Table 4. SHBE IR RECL ottt 31
Table 5. SPHRAHE T EHE TIE K e 42
Table 6. mgkel st 2 & S8 8 SE (ITT Set) e 45
Table 7. B/ (ITT SEL) oo, 46
Table 8. Adeld 3B 0l ASEES (ITT Se) oo 47
Table 9. ABEE ZAE (ITT S oot 48
Table 10. ZAEXZIISZ2E A (ITT SEL) oo 49
Table 11. MARE B3t Bl (ITT SEL) oo 50
Table 12. MATRE B3 BIL (PP SEL) oo 50
Table 13. ME B3 Bl (TTT SEL) ceee e 51
Table 14. XS B3 HII (PP SEL) oo e 51
Table 15. dlcl=dl, 2dL0I=dl, olcl/DE0l =dldl B3t Bl (ITT set) oo, 52
Table 16. dlcl=dl, dL0I=dl, dlcl/LE0l SAlHI(PP Set) .o, 53
Table 17. BMI B13F Bl (ITT SEL) oottt 54
Table 18.  BMI B3t HI1 (PP SEL) oot 54
Table 19. AKX, MALS H3F Bl (ITT SEL) o 55
Table 20.  HMAZE, HAIZE (PP SEL) .o 55
Table 21. W&EXE HAH, IOotNg B, & S2XNY GH, HWEXY/LotXE HHH|

O BASE Blm (ITT SEL) et 56
Table 22. W&EXE HA, IOotNg B, & S2ANY GH, WX /Lot HHH|

o #H3 Hlw (PP set) ...................................................................................................... 57
Table 23. Clinical lab B3t HI 1 (ITT SEL) oo 58
Table 24. Clinical [ab B3t HI 1 (PP SEL) oo 58
Table 25. BMI 30 kg/m? 0|8t 152 DEXA, CT B3t Hl1 (ITT Set) oo 60
Table 26. BMI 30 kg/m? 0|4 12 DEXA, CT B3t Hl1 (ITT Set) oo 61
Table 27. dlcl=dl &A 90 cm, (A 85 cm 0I18 11E°2 DEXA, CT #at Hlw (ITT

S ) ettt ettt ettt et ettt reteas 62
Table 28. dlcl=dl &A 90 cm, (A 85 cm 014 11E°2 DEXA, CT #& Hlw (ITT

S ) ettt ettt ettt et ettt reteas 64
Table 29. W&XIE/OItXIY HAH| 0.4 012 OS2 DEXA, CT B3 Hlw (ITT set).... 65
Table 30. W&EXIE/IIGHXIY HAHl 0.4 0/4& 0E2 DEXA, CT B3 HlW (ITT set).... 66

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




@INE2H0I =
Clinical Study Report (Version 2.0)

67
69
72
73
74

77
80
83
88
89

21
43

Protocol No. Kitto oligo_Kittolife 12/93
Table 31. AI0I&H SZZ2AZE (ITT SeL) coiiiee e
Table 32. HEUZ AFE (ITT SEL) oo
Table 33. S8 T2 (ITT SEE, 20) et
Table 34. Ol &tBHS OF (SAFELY SEL) ..o
Table 35. Ol &tBHS SAfELY SEL) oo
Table 36. ORg=ig=yci (Safety set) ...
Table 37. gHEg g AL (ITT SEL) et
Table 38. UEE 9H AE (TTT SEL) e
Table 39. ZEZE & ZAF (ITT SEL) oo
Table 40. = A (ITT SEL) e,
Table 41. HEE AHET ZAF (ITT SEL) oo

Figures
FIGUre 1. S AL JH ettt ettt
Figure 2.  L[SAZ SITAE B A B e
NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

13/93

Appendix

Appendix 14.1

o0
IH

A=

dlJISEA

=
[=)

14.1.2

o0

14.1.3

14.1.4

Appendix 14.2

50
E}
o)

oK

s}
|l
k{0

o
il

14.2.1

10

&I
ol

-

gl O]
=< —

Aol &t

=1
==}

o
= DA;

14.2.2.1

14.2.2.2

H
olo
<t

I

14.2.3
14.2.4

ok

14.2.4.1

2r2)

g, MAXl

SIPN

DEXA(XI Xl gt =,

14.2.7.1

EINES

k

pN|
=

olcl=dl, g40l=eal, sicl/dE0l =dibl, A

=<
=)

14.2.7.3 CT(WEXY ¢, I

X

14.2.7.2

= H|)

gl
10

ot AXl
14.2.7.4 Clinical lab(Adiponectin, Insulin, Leptin, IL-2, IL-4, IFN-y)

14.2.8

0l0
o)
<0

0l

14.2.8.1

ol

=
[m]

ol
@m
ioF
il
o

14.2.8.3

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



EIIE2t0l=
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife 14/93

3. ZclF Dol et Jls

NS HEAU MEES2ZMH, 2 YAE HEAN, 2EHCZ 2E L= KGCP #E, =W
DE et SHANE 0 2= #F Z AU Getd 35012 20t H4E =
gt A= S2otALH 012 2eE AMAL AteES 28, Aglt=s KGCP2 =Ue 2= 2t&
g, 78, 730 Ot SHAE 238 EHME F&ol =8|, 22 g

JlEetolZ ol H et Xl X R=D 0 0IQA0 = AAAIE H
HANUA RTEE HBES GEIIEH0IZNH SA HEGES 6L 27 Y= B A4
NE B 2AE SAl, S EIISSHOIZOH MBSO 5t AADIZUANE B4 I8
St AEHE BRAGIEE BHUCH

SUAMEHEAN K SAANC ot SaAIE &ADI22 S8 SdAE SARAR2(IRB)2 =
elS ERUALH, SHAE s 01F SaAE ZADJ20 HAIZHS AACHILD JISEHUS W
NESdE2E& JtE2sttol 20093 108 142(2009¢ 10 82)0l == HIEgXI SEEN
ASS ZAIGIALH SAAE AR s & JHAIZg2 ) H Lsgkt Adeldes

Table 10i HIAIGtRALEH

FH

AT

ODEX MAJE, MNHUTE, AALX =F0l 02 HEAM HA(version 2.0), SelIIEAN BIE
(version 2.0), S2M H&H(version 2.0), H2Hl BHAN 2 1X HEAN HAO JU/U20, =2
CIUIOIEH e-IRB S0 HE 2X+ HEA BHEHO0| UALD IRBE s2S SotALh 01=F HEAM &
2 WE0l AACH(Table 2).

Table 1. P&AIES & JHAl

oz I BE so® o ooo 2 UEX
=< === protocol version = A3l
JtESiigt
e Dy 2009.08.04 Ver. 1.0 2009.08.24 2009.10.08
2o Lo ™

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




15/93

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

ol

<o
ol
ol
(3
oF

<0
60

0

ol
o

AYAE HEAN HBO O

Table 2.

CRF SoA

Protocol

HE M=

1) WX MeAJI= ¢

g

RO
<+

I
RO
w0
RJ

Ver. 2.0 Ver. 2.0

Ver. 2.0

2009.09.18

RO
<+ R0
=~ B

< &l

—~ ~

o

or B0

™M <t
4]

0

of %0

B Ot

[, Oll&f

o
A

M2A H
S/, o

=E!

o

KHOI A ARELO Al

2010.01.15
=

H22CHIOIH e-IRB S5

\;

TA
il
=

83
/o]
ur
ol
i
ol

(Ho

KO

ol

[m]
z

lop

o)

0l

&

o)

JI TH & AUCH.

Dl

L

o)
%0
uir

o)

0l
Rr
oir

=)
@

0l
|

oFJ

(=2}
=]

M2 At=2 T

I==ye]
= -

'2 Appendix 14.10( ES0IALCH.

OFA
S/

M

O M SotA2MH,

R0
oK
Rr
or

&l

1D
10

&l

20
160
oF

ok

00
Kr
g

=)
1104
JIo
110

K

o)

ok

bl
70
N

=
Uy

Ju
o3

3+

oll
ol
X

o]
o
R

i

o}
Al

-

ol

L

)

-

<0
ol

wrl
-

A

(o8

ok

<0
T

%0
ol
Ww

=

-

K0
iy
all

ol
I
<]

0012+

3+

Il
=

-

20

60

<0
ol

al
&
)
A
0

<
20 80
ol X

il

60

Ju

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

16/93

S AIZGI] &0 LISXIF S2AMU MoIUSS

E=DN

ulJ
0

ol
100

-~

I
oll

3.4

0

~

19}
oll

0l
80

00
=

ulJ
0

K-

1
ol

ol
By
J

Kl

Uk

0l

00
all

10

A
=

MEED &

A= BFE

AE

AHoA 2=

H
==

Kl
KA

o

&)

oK

o0

ot ALt

4]
B0
o
0
Ol
T
=
ol
al
]

NEA A==

-

0o

-

t]

ok

ol
®l

b0

<0
ol

4.2

3+
E

3+
R0

nO

ilor
a1
&0

o
B0
]
0
Ol
T
=
ol
ar
(A

gl
(H0
Mo

4.2.2

ol

ilor

ol
=l
ol
20
E|
ol

& 04 XHCH

[y

&l

A
Ud
RO

ilor
a1
&0

o
B0
]
0
Ol
T
E|
ol
ar
(A

[y

ilor

o
B0
]
0
Ol
T
E|
ol
al
(A

ol

4]
B0
]
0
Ol
T
E|
ol
al
(4

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

17/93

el AL

4.2.4

ol

ol
1]

)]
ol

ol

ol
1]

)]

ol

ol
1]

NS 22X

4.3

OIAH EEdH

CH=

i

21 E2t0l

|S 576-1

AAANE =8I (Contract Research Organization, CRO)

4.4

PUHLFEet

K0
e

NE

U

19978 MAE2I1720 A

0l RUCH

=
-

ol
o0

J
1}

_J
Klo

oJ
B0
Ok

ol

-

al

o
KU

o)

NAHESZ

Ol= =L

o

ol

X

hug

0

|
o

felLtetel

Cth.

tH 20A1 Ol&2 HIZtREE=2 31.8%0112, A2l 35.2%, O1XAt2

S&)0l 25

22 AN

o)

JJ
s}
s
u

Uk

Rl

ol
Ul
<
o0
80

ulJ

m

ol

-

KO

o)
oF

i
|l
K

-

al

ez

F

i

M

J

=20l = &

s d

OlLt

ITe]
s
R3]

Uk
Rl

oI
Ul

o0
&0

ulJ
0

il

o)

Uk
19

I
<l
x
gl
o]

ol

i
Kq
T

ol
H

"

0
Jo

Rr
18

J
ot

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

18/93

o

5
O

o
0
or
rJ

0l
Ho

<l
o

R

o]

J
Klo
ol
0
<

I
9]

il

i

oD

oM

oFJ
o

0l

2
ol

o
r
H

o

X
=

o

&L

o)

oJ

=

<4

nO

s

bSIPNR=Y

&I
ol

ol

J

9]

|1
o1
K-

J

AR 2= CHE W

et
JEase

o4 &t

ShEUe

b

ARAZN F

=
[w—

Ol 0l

0

o

=
10

f

NN

¢}

=13
21

==
o=

oot

Ol=0ot0d HIgh S Xl

01t

0l
o=z

A
=1

oD

o)

X

=
fall

J

i

uir

0

oI

JIEASel

1 2t0+2 A (ob/ob) 0l

< &t

OlA  7EotALH

VB

It

in vivo

al
=

in vitro
KAl

MetAd D&

S HIAL A

F3E

fwe)
— =

JIEZSclNFHO

ok

R
10]
Ok

-

(40
K-

0l
<0

i
i)
30
oJ
X0

-

oJ

0l
o

o)

Ol
0
<0
a0

Rl
oir

ol
L

-l

0
a0

ENVS(PN

Ko

o

=2
=

H

(0:5

i CH&=(Placebo)t H| Gt

cre
o =2

Hae=z JIE=Seld

(=)
ol=

F

| 2
Vg
S

ul

0l
o

Ko

=
()

ol
RI
oir

ol
@

<0
a0

I

0

gisE S

AN
=

==

i0J
£l
<

n0

-

o0

I+
I

0

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

19/93

b

Jo

)

F

00

GIES2D

Ho
T
0

7.1.1 Al

|.

00

: JIESeld

by

IH
70
K-

[

80% 0|4t

o0

HE=AIZE (Placebo)

7.1.2

[
Kl
<
3+
of
il

)
70
K+

ar

w0

7o)

Se8E 250mg(100%) &7; A

=
=)

i A

3

2
S

o0

fill

0

K0

7.2

00
=

o)
o
ELl

0l
__Ho

0
RJ

o0

10

10

e}
RO
oF
KT
o

o
rH
KA

U

.
()

Ig
0

0l
0

-

<0
a0

I

HH 5 A LY,

tS

i

ok
ki

RO

oI

U
9]
RO

A
(i

=
HACcE

BH

D CIEIOIE Ol Al

atAlE

=N uye]
= T —

b

b1, HMeIIl=0l oiE & Al

110
0D

b

KH

Ty

ol
Wk

na

|
(=}

7.3

i

A0
b= o
o

)

-

<0
a0

CH,

33

9]

Bl

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

20/93

B

JJ
[

o8

B k<] DN

el
=)

ANE &Z A

Ul
M

B
[

tE A= o

=
ok

44
Tl

O
o]

o

_

=

0l
00

00

o
all

ol

L

-l

0
a0

aaAEa £

8.1

0
I0]
OF

o)

A

ANEZ(OIES2NE)S WEZ(Placebo) 2te M&E & HMAE,

AEOILCH.

|.

20

N

S22 A0l

oA

of

9]

o

ol

o0

El]

By

ol
Kilo

H

-
1o

K0

i

0

fun

o0

Ul

CT, Clinical lab,

DEXA,

=
=,

AUHH

ANEOUA

8=+

(et

30

digl,

=
=

dl, olcl/d=0l

Clinical

HO4

¢}
JIE=cl

lab(Adiponectin, Insulin, Leptin, IL-2, IL-4, IFN-y)0il CH

A0,

o)

r
it
©
E
o
70
Io
OF

ol
00

|.

o)

K
o

ACHAppendix

KAl El Of

SAIZAH A

H
RO
ol
i
24
0

-

<0
a0

14.1).

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



@IIECHoIZ
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21/93

AlEZ
(ZIESCILE) N\,
==
(Placebo)
LS 222 %23 224
(Screening) (D-0) (D+28, 45) (D+56, 8=)

I | |
| > |

Randomization

Y

Figure 1. A&AIE R

8.1.1 AlIgD|2t

=2 AAANE2 ATeld D12t 1FE ZEs6t =0 9F0ICH
UAMANEAA & D22 LAAE ARLZEH 1822 HEDAJASMH, 2009 108 0820 =
LSO JIE8UeEn A2S4293 IS A 232y S 2009¢ 1028 142 = S5
CROn, 2010E 28 192 OFXY LE X 22060 2F 5IHE S0oF A0l 010 A L
8.1.2 AEZEX & =&
8.1.2.1 AI&SXl ¥ €2|&E
CISOll Yot YMAE XS0 Hgktes dAASEHAN SA L= 2D ACH
@ HEIE/HAINEN Ao B
@ WEXHA SCist 0lah BtS(Serious Adverse Events)0| gast ¥ =2
0l &tEtS(Adverse Events)2 2 QIGH0 LIE X AIE S22 276t 82
@ =8 ™ ZAHHA AR 2t MAESQ] &A= TSI
@ AAAE D2t & or=AEX 28 X2 &= 6t UEA = LEgie ¢Hi
thelelol Ale sS2 e+dle &2
NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




22/93

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

J

_ e e a —

ok

I

THE=:DN

ok

10

o)

I

o
ulo

ok

0

J

El]

INE=DN;

s SdlJISA Il

[
=

ok

ok

e

ol
Kt

o0

Ok
R0

ol
Kt

Ko
iy

o0

-

<0
a0

Hel

t

—

=

St HANEAHEA L0 T

AFIH
k=]

o
o

Ol Al &0 A

o

o

0
Y
040
0
<0
ol
0l
30
_Jn_
110

00
I

f

22 AlOtCH

XS0l OH

=1
==}

I

ol

U
oy
olo
<H

It dF/

SH
==}

I

ol aig

A SA/ESH JIE

(=
==

I

o)

3HALL,

t

ild
0
ki
U

0l
3

=
E=

=]
e}

Hell=E A

1S, 580X

==V

il
=

.

00
S
Ok
R0

ol
)

Ok

J
o3

<+
@_
o

i00
30

o)

o0

60

Al AR

M
~

o 20 =

[¢]

| JITH

<

s

=
l

~
=

2oZ
B2 A=E

=

2|

=)
=
%l

N

st
o

A0 AN EHel(Drop-out)

=

=

o
i00
30

1l

o0
ok

0ir

100

nd
Mo

ol

or
100
ol
2]

8.2

or
00
]
i

8.2.1

t

A

pS|
]

or

__'.!.

o
el

al
=

=L

8.2.1.1 LI&EX

KO 24 Al

(=i
o

I

tO]

[¢]

o LHEO0 T

ok

ol

Ho
[l
x

0l
00

i
ol

(H0

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



EIIE2t0IE
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife 23/93

8.2.1.3 O|&& HAt

~

2 we Al AEBN, B L OSSN, AZB/A L YA, HA/UHERHI, AB/22H
| A

o o
2 A, AZAH, FAAH, JIEH AXMII20 CHE HmE X2 &
Al
=

I~

12

2 SE20A TIEXUA 102 0ld HHYHE RAAZ = B ) 2= SFot0 JISotUt
2t S20A SEe ZHIE 0[S0t Set A0 S2et LIgkte 22 s2e Agl2
gt =dott

8.2.1.5 atdHe| At

LGB AE AAICHH LI HAXNQ HLAHEHE BEIIGIALH Al

o MM AHA: WBC, RBC, Hb, Hct, Platelet count, Neutrophils, Lymphocytes,
Monocytes, Eosinophils, Basophils, MCV, MCH, MCHC

o HMGISIA AHAL: Glucose, Urea nitrogen, Creatinine, Total protein, Albumin, AST(GOT),
ALT(GPT), Alk.phosphatase, Total bilirubin, Direct bilirubin, Gamma-GPT,
Total Cholesterol, Triglyceride, HDL-Cholesterol, LDL-Cholesterol,
Sodium, Potassium, Chloride

o A~HAAL: Glucose, Color, Leukocyte, Bilirubin, Ketone, Specific gravity, Occult blood, pH,

Protein, Urobilinogen, Nitrite, WBC, RBC
o LA A TSH (HE210IAMEH A AAl)
o MBS AL Urine HCG (3¢ JtD| ({2t oS

F2uois ANHISE HIZAX DI

-

S10fLE

rr
0o
0z
0%
o
N
=
[N
=]
rr
=
o
=
S
=
o
=
10

HH
o

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




24/93
OFJI =l HLE

Ol
=

ot

I
S

I JIZEAM(CRF) AL 2/ (Comments) et

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

=
S

&I
ol
o1
)

o

tE” HOoIXIoN &

AbH
o

| SdlJIZEAM(CRF)2 0l

9]

8.2.1.6 AET HA

CSH, B=2= SdlJISK(CRF)

A

10

K

oI

Ol JI=0ot ALt

ol
a0
RF

130

b0

(=i
==

1(Screening visit, week -1)0=

=
[

|.

g
o

week 0)

2(Baseline visit,

U

(Baseline visit, week 0)0ll Al

& & 3(Interim visit,

A otRUCH

[
@p____

Gl
il

-
w]

9]
Jlo

ﬂ

ha

S
gl

week 4)1t &2 4(Closing visit, week 8)0IM= 2 &2

ol

ALJIS -0 2

B0
o0
IH
oll

all

Kk

oI

00

)]

2, 3, 40iAM

week 8)0HI M

4(Closing visit,

=
[

|.

g
o

UL,

9]
r
It
@p____
ol

J
0

<

1o

1o
oI
0H

9]

ol
o

o <
- o0
N30
0 _
.H_w_'o oK
5
83
© 3
= o
<Aoo
o <
0 o
SR
) W
OF ©
| .
T
W o
0H o
a3 2
oo
0
50 ©
5 ©
. ol
g
|:u._”_ __o_.
— o0
T 5
e
0l 1o
0 .
T M|
o %
Ul
1]
I~
= o
=
= <
30 —
5 %

=
-/

8.2.1.8 AN

un

HEEX =, olcl=dl, d40l=el, ocl-FE0l=al HI(W/H ratio)

22 =(dlel,

AIA|

=E DI
SH=dle

M tapez

JlZo2 0.1 kg
N2

=R

S EHOII A

2|
[=]

t

X

L2
=

ot ALt

K

Confidential

[¢]

KILEA

M=)

a0
==

l= &IEHO0I A BH

AN

(@]
AHOI0A IF

A
o =al:

AHEH
S o

NeoNutra co., Ltd. (www.NeoNutra.com)

« olcl =dl:



25/93

8.2.1.9 DEXA (DEXA; Dual Energy X-ray Absorptiometry)

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

I
s}
RO
KIr

JF

oI
Rr
KA
-
&l

ol
ulo

-

10

el

[=)
E=Y

KOIA
0/= LunarAtel prodigy DEXA

|
[

It

J)

=

=
=)

A

Bl

0k

o)

K

0
fif

rJ
w

0l
il

-

10

ArE3H0 Total Body(%

=

=

—

[—

&AM
Fat), XXl (Fat), MXl 22 (Lean body mass)2 & &2, 40

[w—

L=
8.2.1.10 CT (CT; Computerized Tomography)

)

o

HOIl A

& OH

3bottle=S

2, 401 0.5mI%

=
[

LHAXI& HA(Mesenteric fat area),

=13
=]

H

_
HE B2

0

?
=

=

=

2, 40

o
[

fat

™ M Y| (Mesenteric fat area/ Subcutaneous fat area)E &&2, 401

§og

Adiponectin, Leptin, IFN-y 2ZAl

0

?
=

=

=

™ & (Subcutaneous

ot ALt

Insulin, IL-2, IL-4 Z At
}5!

8.2.1.11 Clinical lab

| SFAIE

=
[

(/3

2

=4 &KX -70°TCOol

eloto

=
[

8.2.1.12 dFJIE/NAJIE & (WX

AMA=(3I,

A,

KA
Al

Wk
1]

a

ol
ol

ir
B0

KA

B4
ol

0
0D

Ko
un

Kl

| dEII=/HII=0 A

6.28

ok

100
—

2 & =(Non-

_'
ALOL Ol

23

E=PNVID|

8.2.1.13 0|

& Xkt

I

t

~J

P

0K
10

JJ

)
()

il
0

7o)
o

ot 04

directive questioning)

0

<]
)
)]

0
<
o

n0
aY!

00
0

0
a0

)
fall

ok

ok

!

o

==
1o

TS

o3
o
o0
IH

ulo

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



26/93

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

i) M ~ 0 o© 0l i
=i w0 Ho w_n RT x
< 0 o
= 2 _— Jo ol a0 1o
™ p o A0 ol 83
U = = —
5 T L 2 =
RT e LY 0 <
ok ° = 5 i~
- 3 D ok i
_Jn_r _.QM m ol @ ol =
) B o W3 2 =l -
R > o0 o1 o 1l
- I B oo 80 M
oF "o & ol = o =
<! o x o s
O S =0 o= = %0 _: 16 .
1o D Fﬁw ml._ ﬂ.AI _II,.II4 (1) H.AI L:)
™ 0ORT 50 1 a0
— i < | = — o . -
o i v - < 0 e ol
Q0 O_ Cn_ ~ m . _ :_O () 0
3 w g U ¢ S5 5 Rowm X
D T o o 2 5 ) < = S
- e Wy 5 . w & mda =
ot o of = = | — L
b RN 5 g pd S ¥ wm I
BZEs B L 3 TF ¢ EwE o©
= D N 2 £ R
s 2° TS ~ o3 = c = fa) 3 K0 o) 0] O O
I c® g5 @ M & S 5 << w
) — o jul h = oo =
= 2 B = 0 =0 =) o S = _ E._u RO e A < OF
5 = 00 3 n S O ol = N
5 mME=w = L o oW W T oW WW
~ o s = o £ 0 2 e o = o om
[ < < WA 20 2] o3 = Hoo o S S W
B H om0 oy 0o 1 I n0 A0 < 3
= o ="® 45 @ = @ KD Ly O N VA I
o <H o~ w___ =0 Al 10 o o7 <0 R 0O R K W mo o) W m
W < Moy TR 2SS O m MM R D IR D
mn 9 gl < T p@w =HNEEIBDAI
~— o= N |D v =1 ml N = -
e < “"mzmx N B g FTId o o006
X D0 Ok
w0 00 a\ N = W w0 N a\ il
< W ® W& @ D= o AT w =

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

27/93

8.2.2.2 21 &2 (Baseline visit, week 0)

| Ltisol o

=20
= —

Ol= 7 OlLHoll Ct

T

JRI2ID|

ot Hd&IIE

St
=

7o)
%0
oF
RM
o-

o)

2

o
30
el

® DEXA

® Clinical lab ZAIE AlAl

o)
Rr

o

o0

8.2.2.3 3 &2 (Interim visit, week 4)

FOd Al GHRAULC.

¢}

| LHEol CH

ol ths2

=
-

28 (x7¢)

o)

7o)

o

un
o}
il

1D
of
00
0

ok
Al

I3
Ok

a

ol

W
el
uw
70

it

stad X
= o

AHAHS &

®

w
el
uw
70

10

-

20

ok

N &
[

A S22 BH

o)

oJ
o

H
olo
<H

ok

00
I

o)

T

i
olo
<
B

e)

o0

®

8.2.2.4 4x} ¥#& (Closing visit, week 8)

FOI Al GHRULCY.

¢}

| LHESOol CH

ol ths2

=
-

562 (+£5¢)

o)
&0

fun
na

(/3
KO
ar
il
ok

K

=

<

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

28/93

7o)
~
B0

s}
ol
o

e
ol

T
o)
0

Kr

o)

el
o

E

il
of

<l

o)

fun

i
el
iy
70

U
Rl

<0

®

o)

el
o

30
&

Clinical lab ZAIE

@

Z (B2 A

0
Kt

It

8.2.2.5

9]

SV PE=

| Table 30lA &J12 LK

BE=]

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



29/93

i

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

10l

Table 3.

IO OF StCt.

H

<1
o

220t Al

gt

LN
% > SO0 S SO0 S
L
C
(O]
=
..qm N
o < > S SIS SIS
[ +
(O]
>
e
Q
<
> > SO0 >
lg
£
o AN > ASHAN >
o
O
)]
3 3
[l o
o}
N 0 5]
~ i<
= il
3 R0 b od
= ) ok T 000
o ~
b= 0 I 50
b < Ao s Slal| | ok
al|z Kq .mA_”_ el E| m %0 ok | mm =
2 | oT | &M= | A | o W | 0 = |5 |Ho| oo &)
o XS Wl | K& R W|x| A < O |oF || o |Uf| W
T QS |B|H|A|=|Ar R|Z|3 5| = | S| Rr| %0 | 20| 00| o
> 2 | x| Al | |a|a|0|0|k|= |5 |H|er

B 1= OILHO

=
e

RO

ol

]3]
10

Ol

1[2]
10

i0J
oo
5
ol
ol

ok

NE=PARS

i0)

no

ol
or
100

ol

tol Tt

03
<k
oll

=
1o

Confidential

: Adiponectin, Insulin, Leptin, IL-2, IL-4, IFN-y

4) Clinical lab 2AM&g=2 st 2L

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

30/93

el 83

S
=

i

8.3

8.3.1 OH&Xt

8.3.1.1 HEJIIE

o0

D, N sAMUM MBS At

tel ol g

9]
of

(H0
un

K0

ol

&l
)

20Al Ol4t 65A1 Olo

ok

@

o el Xt

® XHMZEZXI(BMI) 25 kg/m? 0l

HM2IDIE

8.3.1.2

o]
By

J
19}

oK

H
mr
ulo

I

b0

U

JtXlet

i10J

= =
(LY

2 UMM s 22 M2

o)

-

ol
il
B

J

oy
o%

X

0l 126 mg/dl Ol&0IHLE &=

f0l 140/90 mmHg 0| &tel XZ& g

&0
=9

®
@

0

U

a9l FR, &

0l 200 mg/dl Ol

& CF
=o

& CF
=o

=
=

M0

o)

|2 5% Ol

S

®

]
Kl
<l
RO

ol
Ul

4
KO

ol

Klo
ur
K0
Wl
™
oll

KIo

]
ol
&0

Ko
ol
ok

ol otk
[== R

), Ol'=Al, I

=
=)

=M, A=K

F=MolMl & &

=
=

BI2FXI = XI(

Hsol gg= 0IXl=

)

Uy
R0

J
o3
_Jn_
1o
Hr
iy

Hds 224

AHIZO0IEXMA, O

ok

0

U
0%

9]

Uy
R0

o)

oI

@ AEAZLZ2LH 3002 ol &

ok
R0
I
M
)
EX

ol
By

o
&3

<+
ioll

oI
0H

0l
o)
R

Ar
Rl
rJ

7o)

<0

@©

At

J

dlZ2J10F

b

oll

ol

nE
Al

!

ulo

a A, M=

@ XS4 HIEet

[
<+

ok

IF

<J
ol

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



EIIE2t0IE
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife 31/93

rr
=
on

ANt 2 SeAIgN fFEEoC BtEot

8.3.2 SHE IEXNY = X &3 2

8.3.2.1 IEXY =

2215(18%)2 1ot HIEX &F, HMAJIE0 XEst 80YS &HECH =E0ES 6t 1,
ProtocolOif HAIE PPII=0 Hest 28 Radd)t d+=2 66% 048 =29 33% 0l&)=
Z40)12 HE= oL
Table 4. SE& T8N =+
ANBZ(GIES2IDY) EZ(Placebo) o
ZISEotdl= (PP) 33 33 66
Drop-out(18%) D210 40 40 80

2 AAAIES LA =H2 F0I2 8F = AL E(%Body Fat) 24 SOt AIEZ0
=2 (placebo)dt HIWatH SLEoICte NS SHOL DA GHALE.

® 50| &M(Baseline visit, week 0), £01 =(Closing visit, week 8) A&z HEZ2

HMA & E(%Body Fat) 24 Hlw

oo

2 o130 AEAIZQ JEZ22DYN UE JIEQ HARE FUA =2 MAEY SLE =

HotH=01 AL E(%Body Fat) =20 UHAH Rt Z2HE 22 Kaats GR et

al.(2006)Y29 oijol ZERE 0|REIH UIE FRSH AMAIE A

ANEZ0 X222 MXYE(%Body Fat) S=20M IJIX X (baseline)?t AIEE2 Al B5129
8+

(mean)lt EE=2X(s.e.m)It 22 -0.

=

0
-
10
1>
i
b
@
12
(S
0

a= =l 0.299} 0.4+0.322 AIER0A SHEC2
SOI5HH LAGIRUCH & EEQIES 02510 S8 EEHAS T & 1,962 =X & £
QUL

Bl HEE 1.962 Pols BES S 20

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




EIIE2t0IE
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife 32/93

= v"? < SE, = V46 = 0.20 = 1.9668757

= = /492 = 2999
= 5=\ X SE=VA2x03=10442222

Ol22H &= (Pooled variance)® =6tH,

=X+ 21) x5 =1.9561085 = 1.9
u_ﬂ—'\’; nytn,—2 =1.495 5=1.96

OICt.
= g7° madt Lgkh =8 &Eol)| fot tss IHEEth

1) & A

2) | 2= Z(Level of significance), 5%, ¢4=2 38

3) A 28 2F(B)= 0.22 ot Z &S (Power of the test)2 80%E =Xl

4) ANEZ0 HEZ2S AIE0 =2 Hls2 2.

5) JI& LHAHIRE Sot A2 XS %body Fat H3atEol xi0l= -1.2 0112
1.96 OICt.

| & (Superiority test)

Ol Z&ot| g SEAEe Itz s €0

Ho: Ut = U (AIESEZ Al AIET 2 %Body Fatit LHEF 2| %Body Fat o 2fA&2 20).
10 Ht < Ue (AIEEE Al AIE T2 %Body Fat 24201 (AT 2| %Body Fat 2 24220

ac.

?12 1) - 5)8 JtEoIRE [ SHAE0 28t AMEl== s 20 (2

ik
0y
02

2X (Za + ZB) %% o°
A2

OJIAl, Z, = 1.645, Z, = 0.84

A Aloz=2H ZY H29 3D|(n)E FotY ChSt 2Lt

2x (1.645 +0.84)%x 1.96
1.2°

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

33/93

)

9]

<

U]
<+

ol

il
=

0l

"

-

<0

Bl

e

10
r

8.4

L BN =2=(IIE2211Y 3.75 g/day)

o NEIZ(IES2IDY):
e (== (Placebo) :

-

~J

00
o

(GIES2IDY) T= HXAZ(Placebo)2 8

BAE

Al

8.4.3

O,

Ie]

r
iy
53

3+

oll

KO
0

i

o
R0
Ju
)
Wk
ol

ol

J
=

ol
00
30

60

-

0

ol

i

60

ak

BIEVEREETI=

A= S

ArEE HEAMO T

O
[

3

(Ho

o

-

0

ol
ulo

(o2}
AN

10
fo
ol

I
K0

-

~J

b0

<0

ol

0l
oHl

ry

ol

ol
o
[}

=g

|
H &I

(0]
[y

- & HotAl,

DO:]
e HIBHXIZ HI(
e Ol'=Al, Il

), CHOIHE 23 <=

=
=)

SEN, ASANA

=
o

ol
=

0

S|
f, ZHIZO0IZHMK, O

S A
==
=

=

se=H

=

(o] Ne)
(==

o
Jo

-

n0
™~

)]

)
6

9]

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



EIIE2t0IE
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife 34/93

e
e
%
N

85 R=d % &4

8.5.1 ®=&4 Bt

DEXAE St N X & E(%Fat)

N E
- slelsd, ggolsal, 521/2H0l SalbI(WHR)
- HIEEEX 4 (BMI)

SE HXILE, ML

.,_
(=]

o
-CTS S8 WEXY BN, Dot BN, & S2XY BN, WX Y/ o

- Clinical lab: Adiponectin, Insulin, Leptin, IL-2, IL-4, IFN-y

Ja

Bl

]

St MXNEE(% Fat)2 e EX0IH, §H &, F0 S& Al

SIACH S0 2 & Z2t2 e FEE HlWsto SHE2

21 =ad "otH=== Hs, odl=dl, dE0I=dl, oel/2E0l =dldl, iﬂ’é%ﬁl#, DEXAE
St MXAgE, Mg, CTE st WEXY 8A, otk 8, 5 SN 5, HEXE
/OlstXgs @AY, Clinical lab(Adiponectin, Insulin, Leptin, IL-2, IL-4, IFN-y)OE gotst M
d FZ0I0H, §0H H, EH =2 AM(E= AlE SX AU SESIESE ot §06 @2 £ =2

2ol i BEE BlWot SAHESZ 228 X0IJt A=K 24 oHRUCH

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




35/93

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

R R0 0l PO S
v W _ 0
3w TR wo g M o
el ﬂ_ ot O A R
o < _ ®© __o_vr 7 Ko o1 WH
ol - o = o= 0
w2 0 o 3 50 B <
< ol ~ © <
—_ - m_@w_ ol
< ol ok M <0 oy i
AT |m ol do O 5 A = g1 O %
RIS o ¥ ol T B3 =
or A Kl pH 20 J — o= = __ Ju
. 0 = o3 oo K0 N o ©soN -
G < = _© S e
o= o0 i R oo 3 o) R S
~ 0 K0 - 1o (00 1o ~
Uio S L = m = o
A Rl ol o D % - 10 w2
H mm Mu % 5 WS 5 gm ~ 16
o < I “ _H.H .Jll
- ~ H o = < ol = || ~ 1o
0 — KO ol o = == pall] ol = Q
P o) & A OX 5 O n = efv s EL
0[0 o ALY o= VR IH X0 &7 =
- = = m R =
= 3 g =5 A @wmu 35 kK U=
0 A|o ol H H0 - o — K ~ o ol X
< A ol
- ° m E L T T T T 5 wp O
for LI 2 5 b Mz 3 ol = = O _ﬁ
o = 0l0 — 2 . = Oz I
10y — I = ==
= ~ o K 2 %o Gl %m X i mu__,u = RO 0
_ > = oo o 3
B s ° o L m w2 O ° Mm_ﬂ__o_
"o M = RO © <« W gz oK o Koz P
oo W = A S N e Nk of K 5 3
< ol o £ S S o) NoHX0 o B I EIRE
il ol il 20 5 = 9 =~ Ll o = = 2 WS
S T m PG DR M DR =~ M REED
- meE g 2 Swm o L 0R 5 = o o= i
- n p— - — - - - R
% g Qw ol | ) S m_m = = = ~ 0 ™ ) o0 ) o c3_ m_n_u .
zl 3 o B0 K0 3 il ® — ol 0l0 ~ 00 W G5 R0 — ~ ..
5! Q<0 AR a=xan L o3 Yg_ "y ol g s
° S o0 W <0 = 3 m LS 2 ° Zz o < X CI gimi.. 3 D
" N T a 2 bz Py Wy Flypy o B
N N T N kK 4 5 B0l S 5l 5 D)ool Ko & ) Z 0 5
10 0 ) T 2 = a 0 % 2 .@ ~ = 2 3 3
o © © EREY o0 OF 2 S Mo W g ~ 0 . s = iy

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)




36/93

i

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

I Eetol

il
UE
IH

kK

-

oJ
oll

Kk

Il

no
ulo

010
ol

20

11

Mild(1) :

Moderate(2) :
Severe(3) :

RO
o

Al

b0

-

0
a0

e

2

=

'.

[
o

| AIZFE =A 0t E

| 2240l AUZ (Definitely related)
Ct

tACH

[¢]

JITH

Ok
R0
JJ
)
B0

- & 0 (Rechallenges)Jt It

F

22

RO

O] =
M

2dAHAN

i ol0l

0

o CH

KU

J

Ho
o

~0
&
00
0
<0
o0

00

o)

.

<0

ulo
OF

by

)
!

iy
ofu
)]
BJ

o
)]
oll

! (Probably related)

AH 2+ &
(=R =]

g0l ACHL

t

1
[

@

ol

o

~0
Y
040
0
<0
ol

o
Jo
~0
&l
o
il

<0
ol

M UA

=

2
-

I

0l

o0l 2

o
Jo
~0
&l
o
il

<0
ol

0l ”AZ (Possibily related)

d

A
(=]

=
=)

=

AN

o

HRA 0l

1
[

®

KK

ol

Confidential

! (Probably not related)

[=]

AH 2+ &
(=Tou|

g0l gty

t

1
[

NeoNutra co., Ltd. (www.NeoNutra.com)

@



@INE2H0I =
Clinical Study Report (Version 2.0)

Protocol No. Kitto oligo_Kittolife 37/93
- AHANEE HBIISAHE EH = 200t SH0IHU 258 B2
- GHANEE HdZIISAE MEWH 200t SH0IHU B8 22 S
® Yt 2240l 81S (Definitely not related)
- Ol A EESOl CHoll CHE 210l UeE 8=
- YMANEE HAISAHE S0 S 2001 242 B2
- JAMANEE HYIISAE MEW 2 S4H2 3R
£3% (Unknown)
3) LAAEE ABI|IsASN 23S XX
®el8 @ 2 @ AL = WEHW @ Sz
4) &2 e
® OtLI2(0tRd& XIZE otAl 2=l @ (¢¥2/8lesE Xg)
5) 21t
O 2dNINR(ERS UAB) @ AR(ERS US)B A#HE @ I7H =4 B AL
6) SUE Ol&ES =R
@ otLle @ o
(2) &=HAH OlAXI0 CHE EOI
1) Eotst=
@O EHstE 2 Al WBC, RBC, Hb, Hct, Platelet count, Neutrophils, Lymphocytes,

Monocytes, Eosinophils, Basophils, MCV, MCH, MCHC
@ gHgtstd AHAL: Glucose, Urea nitrogen, Creatinine, Total protein, Albumin, AST(GOT),
ALT(GPT), Alk.phosphatase, Total bilirubin, Direct bilirubin, Gamma-
GPT, Total Cholesterol, Triglyceride, HDL-Cholesterol, LDL-Cholesterol,

Sodium, Potassium, Chloride

® &AM Glucose, Color, Leukocyte, Bilirubin, Ketone, Specific gravity, Occult blood, pH,

Protein, Urobilinogen, Nitrite, WBC, RBC

® YAIBFS A AL Urine HCG (3¢ JtDl (HEH G

NeoNutra co., Ltd. (www.NeoNutra.com)

Confidential



38/93

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 Eetol
2) o=

B = s = . o WA m W 3 & 5
5 © & Ol 20 O e S - - . < ;
e <4 00 75l oA 3 WM< Moo W el _ £
T I " ) ol 5 TN, W = - mv_m <
110. = —. b= AL = P~ i
WE S o o of Rgd Mg o= 3 T
KJ <r = m o . ~ — -7 Kk S B
Ol _ i — = o [ o
< S Jlo - -] = o ¢ '7 s = Yl ok
<0 = = ok = 35 - T IS Ar 2 =) <N 0 c
RO Km0 R o 4 X = 2 5 < ol = = o ke
= U % :w 0 =3 J0wr S 0 m___ NS or B
. = S 3 . DN ) = — S} - ©
%2 = ok W & 0o w s Mo ~ ol 5
Z0 oo % 00 ol ™ Ko TR (/A N 1S o
RO o0 <0 %0 oo - > AN O = g ]
. G R0 = R0 = 023 A <t % - AU
N M3 20 LA R I ~y o v B
- 50 R N ol |_J_.|_ 50 ..A..Ao = 0 3 Kio " S 1 > =
T =% O AL S TR = H = weo..
o moor = = ol LA 4 = N 0 o5 J
| A = < ) ad - X
n O Wz = I =] ___Am < 0 o4 X Wy R0 O 83 =
R - 2 % of O il Mz s S or °
<X © g oo R N W T 0l0 <0y W]
of A0 . oF E zr = Ko w o 9 S 3 © U
ET - J =) of = = w0 Ar oF 0 20 - S X
N mm om_. Rl S __M il El_Au_ u 2 W < R0 > mw R M
I == ) _ o:ﬁmpr_m w2 T °
° 8% 0 = w =z =z 0 B W = =)
I <o z e = =)
Wy W EREN) R < = ™ L & o O = o0
=k ﬂ [} ) Qw = .E@_. %0 ﬂ Ko 1 W Ww o OF = = M = =
£} SRR ok o) @ H o0 = o oo &0 c = _ =
o L2y gy S2ZWEow S &R
) AL LN W2 5° S o oy oW
WO e} Eal 0 1IE! % = T = =< @\ R = N mm m n .MMV_ = o
U < o% r 0 o0 0 Mr Uo 20 ok wo =~ o % B = E, % D I wo
o W _ = N <y Da, dxF’ N T e .
052 ooy ee MM B, - 535  %wow=
R~ = r U D L= n Moo=y 3l K -
- A ol X = ol = <k ({0 Ko = 0 = ol U - =
= or W ow 00 a0 B 0 o) a0 0 RO o ~ 0w ol _T_Mﬁ a0
o 2w N omawms 23S B RR fHnogpos W= R Bl
o B o) @ W < TS EUTe = T3 S Ue: B 3 s 0 o ~ 0
B0 < R m @ S g a0 T U0 < B o0 A 3 _ _ Kb 5 =
0 X0 20 ~ ~
- = = (@] ™
ol o0 o0 O IH N . . . . .

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



39/93

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

21 E2t0l

KIO

tACE.

8.6.1 AEHEAS s

i

o}
oM
oF

<0
__d|g

-

20
a0

Aol B3
Y

=

=

8.6.2 AIEH
o2l Xt

A XFLE

ioll
%0

21

9]
10
i)l

&0l A

=

=

ZelA

o)

=40

8.6.3 &AM

CRAUOI

CHC}
=]

& FUL=Ed

Ul

b0

-

<0
a0

CRA

ZUBHE2 KGCPOI [et

=2 2 ZLIHE ZIALCH

0

Sl

il

o0

%
I

Ho

8.7

2 #2=+== 0.052 &%

s
~

IH
ulJ
0
ulo

Ly
It

m
El
0
e

ol

I
H

130
X0

o
Ok

o
It

D
B0
B4
ol

oJ

tRAL2
PP(Per

[¢]

Confidential

NS DI NS PN
=AY

S|
(=]

A CE.

[¢]

HAE A

0
ITT(Intent-to-treat)

PINIS D) DNIDN PN

| p-value 20l CH
S|
o

A A4

0

M= X0 T

| p-value gt0l <0.05

9
Ao
H O

=

NeoNutra co., Ltd. (www.NeoNutra.com)

0, RLE 24
protocol) =



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

40/93

ol
<
s
m
50
X0
1od
Ok

B

S)
Wk

-

<0

T

o)

o

0l

Ly
IH

fun

(et

S A A=A

ol

3
Kt
o

xr
JIfg]

B
15}

o]
il
r
[

oI

EX=3= )

(Missing)0l SID{LE LAAIEO]

=
=

J O AIBUA 2

ot

H LOCF(Last observation carried forward)0ll 2l

getttH

Et
= T

SO0 IIE Kt

ESEPIE PN I

A

il

ulo

o0

130

i

t-test

ot =g 0l 2=

o
F

Bl

KH

fun

(Fisher’s exact test)

L
IH

0l

%
Bl

m
0
e

lod
Ok

k)
Il

<+
B

£0

R
i0f
O

K

1

8.7.3.1

o

=
- —

al

S0
ot A LH.

T Ol A

2t
2

M=
t-test2 Hluw

0

DEXAE S& HMXNZE(% Fat)ol

oJ

<
i)l

30

0
i0]

o)

cC
a-

2

o 5=

=
=g

A0l=

9]

F

2
[

paired t-test, E0 =

=
[a—

X0l

=2
=

22 AH2 A (ANCOVA)

XOIE

k)
Il

<+
B

H0

R
iof
OF

=

2

8.7.3.2

=
=

{I& & X<, DEXA

%

olcl=dl, d40l=dl, alcl/dg0l =dltl,

IS,

%

Rr

7o)

Hl, Clinical lab(Adiponectin, Insulin, Leptin, IL-2, IL-4, IFN-y)0l

cUHOIA 0 &

)
=8

wl
4

U

>

ol
~J

paired t-test, £ &

Xol=

@]

=
- —

2+
=

HA =

0

CH

o)

test2 HlW

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



i

21 E2t0l

Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

41/93

S=&E24(ANCOVA)S Sot dl

L
IH

0l

~
A0

Al

5
R

<0

F
K0

ol

olo
ol

<0

7o)
%0
KIr

ol
Rr

<0
ol

U
30

X0
K]
ol

ot ALt

ot ool 2H

0lo
o]
<0

ol

8.7.4.1

oI

2 A (x? test)

el
=

JtOI A

U]
<+

1)
oll

olo

o

td 8 (Fisher’s exact test)

X~ S
o T

e

ITe)
10y
1
W

paired t-

0l =3 (Continuous type)Xtz= W Hl=

FXI2F &
=

ZA

&I
ol
)

=
o

il
ok

B4
ol
3

il

KIr

HEZ t-test= 0|

0l
2 US0 McNemar Z2&sS

=
=

J

3, 2242

—
il

10

AA

ot U Hlw

ZAZ 0 O

ot

8.7.4.3

0] =2 t-test

paired t-testE O|

=
[a—

LH Bl

o

iN
=
fal

na

oF
KO
ar
ol

un

AEET ZA

8.7.4.4

A0
ol
<
0H
0

o
10

e)

[}
a2 &A

2 U0 McNemar

=g

I =L Hiw

9]

Z 00l CH

Confidential

NeoNutra co., Ltd. (www.NeoNutra.com)



EIIE2t0l=
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife 42/93

9.1 LK S&AE EH0LEH

2 YHAEE UHS E2 HI2ITUHAM JIESCINEs FHYE U M= £ MY, E2X
& A% 2Es Rad ItH+S Sol WX (Placebo)t BlWotH REE Rads 2=
gSolll g 0l=SUH, SPHAME, AU LAAZ0IL IESCIDNGS Rsd & HEyd
IIE floll 82t SHUANEE HHIIsAZES FOHoAL

2 LA E 2009 108 82 =H 2010EF 2& 19YNtKl A& UCH

= SHAEAE Hget LIghE dd8ob)| ?lo & 8782 LEXM oA Screening &t
£ Aot dE/HAJI=0 Hgst 80F 2 LIZAI =2 aAsge Hakz 2ELAHE &
A2H, 0 & 802 LKA SAANEE HdZIIsASS FHIE OIFHR/ULH 0l= 0laErsS
2 Il SSEe, FHIAMANS MRZ 882 LI STEHEN & 7282 LE (A

og
(o))
02
2
P
M
w -
[0)}
08
I
0°
0z
>
og
o
o
5]
Qj
9
O

gaAgI2t S STEHEE LSS AMAEL Ars FHZEZ U6t Table 501 &c2lat

ACH Figure 2= YAAIE AR OIZ2H 242 AIBNKC LEXC AMAE HOAEHE Qo
st 210ICH
Table 5. 2XH1E = €& LEX
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A& 2 (Kitto oligo) Ol=m20z sgge WET CH &= (Placebo)
N=39 N80 N=41
g2t(N=2) gat(N=1)
* SOE3I(2) * SOH3FI(1)
- . . ITT set
A& 2 (Kitto oligo) 15] OlAF 01 = S84 Il Al I == (Placebo)
N=37 Ne7v N=40
g2t(N=4)
g&2t(N=1) * 0] &HEES(1)
e SOE3I(1) o =RATN(2)
* SOIH3|(1)
_ . Completion
A& 2 (Kitto oligo) B oo 0 % 2 (Placebo)
N=36 - ijz - N=36
= . . PP set
A& 2 (Kitto oligo) HEMNZ UAABS 225 T8 CH == (Placebo)
N=36 Ne72 N=36
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o
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ITT set

KHOlAL ITT
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=)

I
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1oF
K0

NMzsgt g0 et

778(ANE= 378, O
36%8)2 Lgktz A4 UCH

=
[=]

2 8.7.1001M
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PP set=

set?

E
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&l
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ol
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=
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A2 Table 60 2

A

et =8 &8 S

E

il
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Wk

ol
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Ul
0

ol
K]
00
Hr

o)
60
I+
i
TH
0
&r
ol

oJ

ol
10
=
7o

K0

0
<0
o0

I

o2 g42 73(18.92%), oid=2 30 (81.08%), O

S 924(22.50%), HAS 31%(77.50%) OIUCHp

40.11+8.85AMl, tHEX=Z2 38.93+8.62A1 AUCHp

o0

ol
5
7

ol

100
=

o)

K0

o0

-

20
a0

=2 71.69+10.33
Confidential

A& 20l 27.75+2.60 kg/m?, TH=

H
=)

0.6988).
&2 Al

X

—

0.5543).

0.6852), BMI
0.7723).

(SN
o

kg, IE22 72.59+9.14 kg 0l (p

20| 27.92+2.26 kg/m? 0| ACHp

T2

o

[w—
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Table 6. MEXQ QI8N Hy U =28 & =4 (ITT set)

=& s T

ANEZ tHx=
GlEE22 1Y) (Placebo) p-value
N=37 N=40

A, n(%) 7(18.92) 9(22.50)

o 014, n(%) 30(81.08) 31(77.50) o068t

o424 (Al) Mean+SD 40.11+£8.85 38.93+£8.62 05543+
Min, Max 26.00, 60.00 24.00, 59.00

A E(em) Mean+SD 160.43+7.71 161.0417.28 07091
Min, Max 145.20, 178.00 145.70, 176.50

HE(ka) Mean+SD 71.69+£10.33 72.59+9.14 06850
Min, Max 53.90, 98.10 56.80, 93.80

BMI(ka/m?) Mean+SD 27.75+2.60 27.92+2.26 07793
Min, Max 25.00, 38.50 25.00, 33.60

ant(3)) Mean+SD 75.11£9.46 73.35+£8.49 03908+
Min, Max 54.00, 98.00 54.00, 88.00

S 2912 (mmHa) Mean+SD 120.11£8.37 120.80£8.40 07186
Min, Max 105.00, 140.00 103.00, 136.00

012912 (mmHa) Mean+SD 78.59+7.46 78.10£6.76 0.7610s
Min, Max 69.00, 102.00 66.00, 91.00

SOEEE: Mean=+SD 1856.77+449.95 1687.68+386.52 00803+

(keal/day) Min, Max 829.02, 3048.30 698.89, 2535.65

2s3at2p Mean+SD 57.87+£133.98 64.78+167.40 0 84050

4 22 (keal/day) Min. Max 0.00, 639.90 0.00, 789.91

*: p—value by t-test
T: p-value by Chi-square test

NeoNutra co., Ltd. (www.NeoNutra.com)

Confidential



@IIECHoIZ
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

46/93

=}
2
s
[al
>
é
-
]
%
Hu
AL

ot CHTable 7).

Table 7. 38 /+=% (ITT set)

S 7
T2t =228 X0le AUCHPp=0.1780). A EH L FHHA2 SAIISMU JIESHU2MH
=

ANEZ ==

GIE2212g)  (Placebo) = b”
N=37, n(%) N=40, n(%) aw) et
2 25(67.57) 21(52.50) 46(59.74)
= 0.1780
2 12(32.43) 19(47.50) 31(40.26)
ALHID| 2t
HEENT(Head, Eye, ENT) disorders 19(20.88) 13(16.67) 32(18.93)
Respiratory disorders 15(16.48) 5(6.41) 20(11.83)
Cardiovascular disorders 1(1.10) 1(1.28) 2(1.18)
Gastrointestinal disorders 10(10.99) 12(15.38) 22(13.02)
Genitourinary disorders 1(1.10) 8(10.26) 9(5.33)
Neurology disorders 1(1.10) 0(0.00) 1(0.59)
Hematology and lymphatic disorders 0(0.00) 1(1.28) 1(0.59)
Endocrine/Metabolic disorders 4(4.40) 3(3.85) 7(4.14)
Musculoskeletal disorders 6(6.59) 10(12.82) 16(9.47)
Dermatology disorders 17(18.68) 3(3.85) 20(11.83)
Psychiatry disorders 0(0.00) 0(0.00) 0(0.00)
Immunology/Allergic disorders 0(0.00) 2(2.56) 2(1.18)
Others 17(18.68) 20(25.64) 37(21.89)
SF I 3% 91(53.85) 78(46.15) 169(100.00)

T: p—value by Chi-square test

B SEIA(AS)
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A4celd 30E 0l &= 58 & 80| Us

H(29.73%), HE=Z0l 82 (20.00%)0IU2H =

A=2 SAIIEAH0 JIMStESE StRA2M Ol Met &N

Table 8. A3¢2ld 3E 01 AS=8H (ITT set)

Y =
Q!
>
rr
O

19%(24.68%)22 AlE=0| 11
SiACH(p=0.3225). =8¢t
22 =Fot%UCHTable 8).

ANEZ

E=

=l [
EI=n=)] (Placebo)
valuet
N=37, n(%) N=40, n(%) n(%)
=} 11(29.73) 8(20.00) 19(24.68)
ASAEUHE 3225
(=] 26(70.27) 32(80.00) 58(75.32)
Alimentary tract and metabolism 9(18.37) 11(26.19) 20(21.98)
Antidiarrheals, intestinal anti—inflammatory/antiinfective
1(2.04) 2(4.76) 3(8.30)
agents
Drugs for acid related disorders 3(6.12) 3(7.14) 6(6.59)
Drugs for functional gastrointestinal disorders 1(2.04) 1(2.38) 2(2.20)
Laxatives 1(2.04) 1(2.38) 2(2.20)
Mineral suppliments 2(4.08) 3(7.14) 5(5.49)
Stomatological preparations 1(2.04) 1(2.38) 2(2.20)
Antiinfectives for systemic use 7(14.29) 8(19.05) 15(16.48)
Antibacterials for systemic use 6(12.24) 5(11.90) 11(12.09)
Antimycotics for systemic use 0(0.00) 1(2.38) 1(1.10)
Vaccines 1(2.04) 2(4.76) 3(3.30)
Antineoplastic and immunomodulating agents 1(2.04) 0(0.00) 1(1.10)
Immunosuppressive agents 1(2.04) 0(0.00) 1(1.10)
Cardivascular system 7(14.29) 1(2.38) 8(8.79)
Agents acting on the rennin—angiotensin system 1(2.04) 0(0.00) 1(1.10)
Beta blocking agents 2(4.08) 0(0.00) 2(2.20)
Calcium channel blockers 2(4.08) 1(2.38) 3(3.30)
Lipid modifying agents 2(4.08) 0(0.00) 2(2.20)
Dermatologicals 3(6.12) 1(2.38) 4(4.40)
Antibiotics and chemotherapeutics for dermatological
1(2.04) 0(0.00) 1(1.10)
use
Antipsoriatics 2(4.08) 0(0.00) 2(2.20)
Corticosteroids, dermatological preparations 0(0.00) 1(2.38) 1(1.10)
Genito urinary system and sex hormones 1(2.04) 0(0.00) 1(1.10)
Other gynecologicals 1(2.04) 0(0.00) 1(1.10)
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ANEZ2 xz _
(GlE2210g)  (Placebo) = b
N=37.n(%)  N=a0.n(%) ) et

Musculo—skeletal system 5(10.20) 4(9.52) 9(9.89)
Antiinflammatory and antirheumatic products 3(6.12) 3(7.14) 6(6.59)
Antigout preparations 2(4.08) 0(0.00) 2(2.20)
Muscle relaxants 0(0.00) 1(2.38) 1(1.10)
Nervous system 3(6.12) 2(4.76) 5(5.49)
Analgesics 3(6.12) 1(2.38) 4(4.40)
Psycholeptics 0(0.00) 1(2.38) 1(1.10)

Respiratory system 11(22.45) 10(23.81) 21(23.08)
Antihistamines for systemic use 2(4.08) 3(7.14) 5(5.49)
Caugh and cold preparations 4(8.16) 5(11.90) 9(9.89)
Nasal preparations 5(10.20) 2(4.76) 7(7.69)
Sensory organs 1(2.04) 0(0.00) 1(1.10)
Ophthalmologicals 1(2.04) 0(0.00) 1(1.10)
Systemic hormonal preparations, excl. sex hormones and 1(2.04) 5(11.90) 6(6.59)

insulins

Corticosteroids for systemic use 1(2.04) 5(11.90) 6(6.59)

F Al 3 49(53.85) 42(46.15) 91(100.00)

T: p-value by Chi-square test
o SEEAHRS

e HEX 518E a2 ZAEtE HAAE Aot AlgZ22 Lgi 378 =
(64.86%)S LRIt LalBtES HALE AAIGHA LD, 13%H(35.14%)2 TIERIF LAlgt
£ AAIGHA HUCH =2 LWEA 408 & 273(67.50%)2 LI Balets &
Aot L), 13Y(32.50%)2 LIEXIL LalBtsS ZAE AAIGHA R UCH DI Al A
O XZALE TEXIL 169, HE2Z XZAte HEXIE 10B2E ZAZIJACH Jalgt
dAlE 2= TWEMUAN SE2 200t LIEHGCH(Table 9).

=
i

oY
>

il

Table 9. &AIELS A (ITT set)
[<a|

NEZOIESR2IDY) th =2 (Placebo) &
N=37, n(%) N=40, n(%) n(%)

O &LAl 13(35.14) 13(32.50) 26(33.77)
Al 24(64.86) 27(67.50) 51(66.23)
= 24(100.00) 27(100.00) 51(100.00)
&% 0(0.00) 0(0.00) 0(0.00)

00 Hu 0
rr
o

o ox

N
N

0l0
Y
> (02

2
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ATelY AIEUHM LIEXe 2MEXN=2SE2(TSH) Z AN CISHH ZAGHACEH. TSH ZARZ ot
AlEZE 1.99+0.99 pIU/MI, tHE==22 2.58+1.54 pIlU/MI 22 22t 228 XH0|JF &Y
OLH(p=0.0470), &= 25 FAHHSR Ol ZUAUCH Fa/HIEAC=z2 UsO Hluwst 2,

DQ_

ANS20A 382 TSI BlE340IL S F2AF0l SHALH, HEZUA 482 LISt

pS|
o o o —/
HEAOIU HaH R2AH0l AS2E ZAMEIALH(Table 10).

Table 10. Z&&HANSSEE M (ITT set)

ANEZOIES2IDY) =2 (Placebo)
p-value
N=37 N=40
TSH(uIU/MI) Mean+SD 1.9940.99 2.58+1.54 0.0470+
4 n(%) 34(91.89) 36(90.00)
1.0000%
w] PSP n(%) 3(8.11) 4(10.00)
*. p—value by t-test
I: p—value by Fisher’s exact test
10.3 Sa4d TIENe HAl ¥ &4
10.3.1 249 Yutxol
AMANES REad EitHa= 1A R84 It H20 MALYE(%Fat) P 2ad Bt

gd40l =didl, MEEX=, ML, ML, W
S

Al X, , & S2XY oA, WE/UsHAE HAY|, Clinical lab(Adiponectin,
Insulin, Leptin, IL-2, IL-4, IFN-y)OIC}t. HIE XS LAAEE HYIISAME E0 =2 2EE
HA=E 0|0t MEABOOIESE DY) Raed= HIGHIG

10.3.2 4 BofH=0 st &4

10.3.2.1 1X S48 It B

(1) DEXAE S8t H XIS (%0Fat)

Table 112 0%, 80 DEXASE Sofl S&8 MAZEE(%Fat)0ll Ciet HatE ITT sets a2

HALE0 et BHetE 24%= M AlIS

HJ

8= =

2 0.43+£1.44 % ZAEULH, HEZE
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0.03%£1.41 % SOtotlt. &= 25 Z2UWH 728t X0le 2EEX LUALH, 22t F2 8 XH0|
T 2ELXN LAUACHp=0.0804).

PP setll Cigt E2H0A ST FAtSH Z20F LIEHS CH(Table 12).
Table 11. HXILE B3 Hlw (ITT set)
ANEZOIESCI DY) tH &= (Placebo)
N=37 N=40 p-valuex p-valuex*
Mean+SD Mean+SD
Baseline(& 2 2) 39.60+4.93 39.51+5.86
Tissue 8= (&L 4) 39.17+£5.54 39.54+6.34
(%Fat)  Change from baseline -0.43+1.44 0.03+1.41 0.0804 0.0988
p—value 0.0777 0.8935
*. Compared between groups; p—value by t —test
»+: Compared between groups; p-value by ANCOVA(A 0|8 HE W 2SZLR2|ARHCZ EF)
[: Compared within groups; p—value by paired t—test
Table 12. HXIZLE B35 Hlw (PP set)
ANEZOIES2I DY) =2 (Placebo)
N=36 N=36 p-valuex p-valuex*
Mean+SD Mean+SD
Baseline(& & 2) 39.39+4.83 39.63+5.97
Tissue 8 (&2 4) 38.95+5.45 39.66+6.49
(%Fat)  Change from baseline -0.44+1.46 0.03+1.49 0.0877 0.1102
p-value] 0.0777 0.8937

*. Compared between groups; p—value by t —test

*x: Compared between groups; p—value by ANCOVA(&! 01 & 5 2F 0t

[: Compared within groups: p—value by paired t—test

10.3.2.2 2% &S HIL Bl
) J=E
Table 132 0=, 45, 80U AN =&Tst M= BHIE ITT set2 HALZE =2

ANEZ0A HS2

0.29+1.11 kg, 0.33+£1.07 kg SIt=ULH. ZUHUHIAHE

b, X
T=2He XOINME =28t X0le 2FEX EUACHp=0.5334, p=0.

S

PP setOll CH

o

SHUME SAE Z0F LIENS

H0

Z0) 22t 0.31+1.03 kg, 0.09+1.22 kg ZI}tEAC

S0l 8t

Ct(Table 14).

sSZzeAR

ol 2E X
1

goz BE)

, HEZ20AE

LAUSH, &
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Table 13. ME B3t Hlw (ITT set)
ANEZOIESC D) =2 (Placebo)
N=37 N=40 p-valuex p—valuex**
Mean+SD Mean+SD
Baseline(& 2 2) 71.61+10.64 72.40+9.09
4= (S22 3) 71.92+10.62 72.69+9.38
= Change from baseline 0.31+1.03 0.29+1.11 0.5334 0.5280
(ka) p-value/ 0.0780 0.1099
8= 4) 71.70+£10.56 72.7349.22
Change from baseline 0.09+1.22 0.33+1.07 0.1843 0.1847
p-value| 0.6592 0.0614
*: Compared between groups; p—value by t —test
*+x. Compared between groups; p—value by ANCOVA(AMO| & &0 2SI 22822 BE)
[: Compared within groups; p-value by paired t—test
Table 14. HS B3t Hlw (PP set)
NEZOIES2 1Y) == (Placebo)
N=36 N=36 p-valuex p-value*=*
Mean+SD Mean+SD
Baseline(& & 2) 70.82+9.63 71.41+£8.52
4 =22 3) 71.14+9.65 71.69+8.81
= Change from baseline 0.32+1.05 0.29+£1.10 0.5478 0.4951
(ka) p—-value] 0.0753 0.1254
8 (L= 4) 70.92+9.54 71.77+£8.72
Change from baseline 0.09+1.24 0.36%1.12 0.1681 0.1610
p-value] 0.6594 0.0613

*x. Compared between groups; p—value by t —test

*x. Compared between groups; p—value by ANCOVA(A! 01 & 5 & 0t

[: Compared within groups: p—value by paired t—test

(2) olcl=dl, dE0I=dl, olcl/gE0l =dltl

Table 152 0=F, 4
ITT setS a2 245 ZWOICH

I
[0¢]
ay
2
x
I
0z

cicl=dl BHatE Al

H0

sZ2AE

oz 2F)

I

gt sicl=cl, 2d40l=dl, olcl/AdE0l Sdldlol et BHatE

.39 cm, 0.58+1.80 cm &4

oM, HEZ0H A= 0.66+£1.64 cm, 0.79+1.91 cm ZAGHACH ZWHE Bln#HS M 4=,
80 WEZUHAME Rolst ZAIF HEZJASCH, 22t KLt X0l LIEFLERT &£ QUCH
(p=0.9466, p=0.6861).
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olcl/2E0l Sdidlel BatE 4HEH Algz22 45
2FA

#om, WEZ0AS 0.00£0.01, 0.00+0.02
0/l A O
p=0.7241).

S0/

iy

20t

PP setOl CHet 2AMME SASH Z20F LIEHSCH

Table 15. &lcl=dl, dY0l=dl, 5cl/78E0| =aldl B3t Hiw

LIEtS LM, =22 =<

0.09+1.43 cm &4,
=UWE Bl

2t
Aol 2EEX

0.35+1.54 cm &

s M 830l

2 ACH(p=0.9174,

| 2t2t 0.00+0.01, 0.00+0.02 &=

2% 2UE
H0l=  LIEHLIA]

(Table 16).

(ITT set)

sH
=

M 4==0i CHX

& ACHp=0.8098,

ANEZ0OIESe DY

CH =2 (Placebo)

N=37 N=40 p-valuex p—valuex*=*
Mean+SD Mean+SD
Baseline(& 2 2) 89.1247.51 88.09+7.13
4= (S22 3) 89.0317.70 87.4317.64
51213 Change from baseline -0.09+1.39 -0.66+1.64 0.9466 0.9404
(cm) p-value] 0.6811 0.0148
8 (L2 4) 88.5417.72 87.3017.32
Change from baseline -0.58£1.80 -0.79£1.91 0.6861 0.7027
p-value] 0.0580 0.0128
Baseline(& & 2) 102.32+5.44 102.284+5.03
4 =22 3) 102.42+5.87 101.95+5.07
orei0| = 3| Change from baseline 0.09+£1.43 -0.33%£1.20 0.9174 0.8954
(cm) p-value| 0.6894 0.0936
8 =(L24) 101.97+5.82 101.84£5.03
Change from baseline -0.35+1.54 -0.44+1.21 0.6078 0.6004
p-value] 0.1726 0.0277
Baseline(&t & 2) 0.87+0.06 0.86+0.06
4= (S22 3) 0.87+0.06 0.86+0.06
521/21800 Change from baseline -0.00£0.01 -0.00£0.01 0.8098 0.8339
| p-value] 0.5708 0.0405
8 =L 4) 0.87+0.06 0.86+0.06
Change from baseline -0.00£0.02 -0.00£0.02 0.7241 0.7557
p-value] 0.4207 0.0655
*: Compared between groups; p—value by t —test
*x. Compared between groups; p—value by ANCOVA(MO| &2 SSZL2|ARCZ BF)
[: Compared within groups; p-value by paired t-test
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Table 16. dle2lEdl, dH0I=dl, dlcl/7gH0l Sdldl H3l Hw (PP set)
AMNEZOIES2I D) CH =2 (Placebo)
N=36 N=36 p-valuex p—valuex*=*
Mean+SD Mean+SD
Baseline(& 2 2) 88.8217.38 87.63+6.99
4= (S22 3) 88.72+7.57 86.86+7.50
sa1=y Change from baseline -0.10%+1.41 -0.76+1.70 0.9631 0.9615
(cm) p-value] 0.6812 0.0106
8= (L2 4) 88.221+7.58 86.7517.14
Change from baseline -0.60£1.83 -0.88£1.99 0.7301 0.7614
p-value] 0.0579 0.0125
Baseline(& & 2) 101.75+4.23 102.06+5.03
4 =22 3) 101.79+4.52 101.65+4.98
orei0| = 3| Change from baseline 0.04+1.41 -0.40+1.18 0.9241 0.9068
(cm) p-value] 0.8604 0.0485
8 =(L24) 101.391+4.67 101.57+5.01
Change from baseline -0.36+1.56 -0.49+1.27 0.6451 0.6390
p—-value] 0.1727 0.0275
Baseline(& & 2) 0.87+0.06 0.86+0.06
4= (S22 3) 0.87+0.06 0.85+0.06
5121/21800 Change from baseline -0.00£0.01 -0.00£0.01 0.8708 0.8988
ay| p-value] 0.6485 0.0273
8 =L 4) 0.87+0.06 0.85+0.06
Change from baseline -0.00£0.02 -0.01£0.02 0.7479 0.7954
p-value/ 0.4210 0.0654
*: Compared between groups; p—value by t —test
*x. Compared between groups; p—value by ANCOVA(MO| &2 SS2L2|ARCZ BF)
[: Compared within groups; p-value by paired t-test
(3) HME&X=(BMI)
Table 172 0F, 4%, 850K =H& MZXH(BMI) 515 ITT sets (4= 245

Z 10| CH.

BMIQ HI3IZ2 AHEH ASEZ0UAME 43, 8501 22 0.13+£0.42 kg/m?, 0.03+0.51 kg/m?
ZI1E9 D, WXEZUAME 0.11+£0.44 kg/m?, 0.13+0.42 kg/m? ZSII5IRULCH. 2 25 ZUWH
Solst X0l HEEXA  wgA20, =2 IMOIHME SHEL=Z Ko 0ls
21U CHp=0.5686, p=0.1748)

PP setOll st 240NMS RAFSH 21004 LIEHSCH(Table 18).
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Table 17. BMI B3} Hluw (ITT set)
NEZOIES2 1Y) CH == (Placebo)
N=37 N=40 p—valuex p-valuex=*
Mean+SD Mean+SD
Baseline(& & 2) 27.73+£2.78 27.85+2.25
4 (Y2 3) 27.85+2.73 27.96+2.40
BMI Change from baseline 0.13+0.42 0.11+0.44 0.5686 0.5485
5 p-value] 0.0754 0.1211
(kg/m?)
8F(YE 4) 27.76x2.71 27.98+2.40
Change from baseline 0.03+0.51 0.13£0.42 0.1748 0.1728
p-value] 0.7020 0.0528
*: Compared between groups; p—value by t —test
*x. Compared between groups; p—value by ANCOVA(MO| &2 SS2L22|ARCZ BF)
[: Compared within groups; p-value by paired t-test
Table 18. BMI B3l Hluw (PP set)
NEZOIES2 1Y) CH == (Placebo)
N=36 N=36 p-valuex* p-value*=*
Mean+SD Mean+SD
Baseline(&t & 2) 27.41+2.00 27.75+2.18
4 =2 3) 27.54+1.97 27.86+2.31
BMI Change from baseline 0.13+0.43 0.11+0.44 0.5856 0.5371
5 p-value] 0.0689 0.1410
(kg/m?)
8 =(L24) 27.44+1.91 27.89+2.35
Change from baseline 0.03+0.52 0.15+0.44 0.1594 0.1496
p-value| 0.7022 0.0527

*. Compared between groups; p—value by t —test
*x: Compared between groups; p—value by ANCOVA(A! 0] & | 2t
[: Compared within groups; p—value by paired t—test

n

sSZRer2Hoz EH)

H0

(4) DEXAE S& MXgE, XL

Table 19 0=, 850Xl DEXAE Soil &g MALE, MALEU et BHatE ITT sets

Ty

atez =45 Z00ICH

HEH Al

I

MXgg Hals 4 &
156.70+1055.77 g SItotULt. =
°olgt M0lE= 2 X EACHp=0.0802).

0]
M
{0
o 0

(]

c
ol

10

A

(00]
M
o
é
pal
0z
op
Mo
o

22 194.24+1116.27 g 2AUOD, OX
£ 22U R X0ls UEILX &%,

HJ

M
1o

SAZ0A=E 414.89+1072.13 g, Ux=ZE 162.30+1137.78 g
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SOOI 2H AIEZ0UAL 2 sost SIHE LEWOH(p=0.0242). =22t |28t X0l=
ZHEE X ZUACHp=0.1601).
PP setlfl Cigt E2H0A ST SAtSH Z20F LIEHS CH(Table 20).
Table 19. MXIZE, MALE B3 Hw (ITT set)
NE8ZOIES2IDY) CH &= (Placebo)
N=37 N=40 p-valuex p-value**
Mean+SD Mean+SD
Baseline(& 2 2) 26641.11+4969.37 26951.90+5167.89
Fat(q) 8 (L2 4) 26446.86+5184.51 27108.60+5516.17
g Change from baseline -194.24+1116.27 156.70£1055.77 0.0802 0.0976
p—-value| 0.2969 0.3537
Baseline(& & 2) 40879.08+7826.74 41390.35+7342.52
Lean(q) 8 F=(H24) 41293.97+8071.87 41552.65+7571.80
. Change from baseline 414.89+1072.13 162.30£1137.78 0.1601 0.1825
p-value] 0.0242 0.3725
*x. Compared between groups; p—-value by t —test
*»x. Compared between groups: p—value by ANCOVA(AOIE &1 SSAZe|ARHCZ EH)
[: Compared within groups; p—value by paired t-test
Table 20. MXIY¢er, MY #H3 HW (PP set)
ANEZOIESCIDYH) tH =22 (Placebo)
N=36 N=36 p-valuex p-value**
Mean+SD Mean+SD
Baseline(&4 & 2) 26138.89+3975.08 26683.53+5185.09
Fat(q) 8 (L2 4) 25939.25+4223.84 26857.64+5578.93
g Change from baseline -199.64+1131.62 174.11£1113.06 0.0811 0.0991
p-value] 0.2971 0.3544
Baseline(& 2 2) 40624.25+7780.53 40734.56+7048.03
Lean(a) 8 (L2 4) 41050.67+8047.59 40914.89+7329.73
¢ Change from baseline 426.42+1085.01 180.33+1199.64 0.1823 0.2174
p-value] 0.0241 0.3733
*x. Compared between groups; p—value by t —test
*x. Compared between groups; p—value by ANCOVA(XOIEF & SSLUZ2ADHOZE BH)
[: Compared within groups: p—value by paired t—test
(5) CTE S8 UZAXY M=, M3IXY M, & 22XY o=, WEKL/I5IXY SR
Table 212 0=, 8F0UHAM CTE Sofl =&st =22 WEXNY HE, Lot HE, & S2AY

o o EI
HA, WEXZ/IotN HHEE2 HalE ITT sets &2 =48 Z200IC0H
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LHAXIY SIXol BEE AHEH, A2 9.15%48.79 cm? LAZASH, UWZEZ
3.23+£14.93 J .5 ojgt X0l ZHEEX U2 =
A0l 2ZEE X @A (p=0.0730).

EXIZ/O6HAY SHAEHe BaE AHEY, AME8zZ=2 0.05+0.26 24, UHEZ0HAM=E
0.06+0.31 SJtotd ] &= 25 ZUW R X0l 2EEHX AL 22 =28t A0l=

SHEEA ZUCH(p=0.0504).

PP setlil thet =A40WAMZ RAHE 2004 LIEHCHTable 22).

Table 21. WEXE A, L6tNY HAE, & S2AY S, WEXNL/L6HNY HALHQ #HS Hlw
(ITT set)
ANEZOIESCI DY) =2 (Placebo)
N=37 N=40 p-valuex p-value*=*
Mean+SD Mean+SD
Baseline(& & 2) 144.35+55.37 119.67+41.13
LH& X2 8 =(L24) 135.20+50.48 122.90£43.59
(cmz) Change from baseline -9.15+48.79 3.23+£14.93 0.0730 0.0693
p-value| 0.2614 0.1790
Baseline(& 2 2) 257.31£61.15 268.00+66.86
Tkl PNR= 8 =2 4) 252.90+56.00 267.69+75.83
(cmz) Change from baseline -4.41+29.57 -0.31+£18.70 0.2368 0.2449
p-value] 0.3698 0.9168
Baseline(& & 2) 401.66+69.84 387.67+76.77
EEE NN 8 =(L24) 388.09+£72.16 390.59+88.07
(cm?) Change from baseline -13.57+48.67 2.92+24.03 0.0342 0.0342
p-value] 0.0985 0.4469
Baseline(& & 2) 0.61£0.33 0.48+0.24
LH&/ToHNY 8 F (U2 4) 0.56+0.27 0.54+0.38
Y| Change from baseline -0.05+0.26 0.06+0.31 0.0504 0.0506
p-value/ 0.3031 0.1984

*. Compared between groups; p—value by t —test
*%x. Compared between groups; p—value by ANCOVA(A! 0] & F| &}
[: Compared within groups; p—value by paired t—test

I

SZIABHECZ EF

)

H0

NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




@IIECHoIZ
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

57/93

Table 22. WZXIY A, ToHAY HE, & SEAY A, WEXL/O6HKNY HAEHS B35 Hlw
(PP set)
AMNEZOIES2I D) Ol == (Placebo)
N=36 N=36 p-valuex p—valuex*=*
Mean+SD Mean+SD
Baseline(&Z & 2) 143.72+56.02 114.19+35.40
LH &Kl 8=(&LZE 4) 134.31+50.90 117.78+39.05
(cm?) Change from baseline -9.411+49.45 3.59+15.72 0.0702 0.0729
p-value] 0.2615 0.1794
Baseline(& & 2) 254.61+59.73 268.93+66.87
I ot K| & 8 =2 4) 250.07+54.05 268.58+76.80
(sz) Change from baseline -4.544+29.98 -0.35+19.74 0.2431 0.2599
p-value] 0.3700 0.9169
Baseline(& & 2) 398.32+67.78 383.12+75.69
E =2XY 8 F (L2 4) 384.38+69.51 386.36+88.51
(cm?) Change from baseline -13.95+49.30 3.24+25.35 0.0342 0.0384
p-value] 0.0985 0.4477
Baseline(&4 & 2) 0.61£0.33 0.45+0.22
LHE/OIotRE 8 (U2 4) 0.57+0.28 0.52+0.38
HEH| Change from baseline -0.05+0.27 0.07£0.32 0.0492 0.0481
p-value/ 0.3033 0.1989
*: Compared between groups; p—value by t —test
*x. Compared between groups; p—value by ANCOVA(MO| &2 SS2L2|ARCZ BF)

[: Compared within groups: p—value by paired t—test

(6) Clinical lab: Adiponectin, Insulin, Leptin, 1L-2, IL-4, IFN-y

Table 232 0%, 8F0A =3&s Adiponectin, Insulin, Leptin, IFN-y2| H3IE ITT set2
Hatoz 248 Z0t0|C.

Adiponectin® H3E AHdHEH AlE8x22 0.0841.93 ug/mL 24, UWEZES 0.28%+1.73
ug/mL 3Itotfd] 2 2F ZUW 228 X0le 2HEEHX LULL F 2242 XO0IHMEZ
S9oIst 0l & LUACHpP=0.8075)

Insulin® H3E AHEH AEZS 0.13+£6.84 pU/mL 24, X222 1.53+5.61 pU/mL
Sototd ) S 2E ZU RS X0l ZEHEA 2LUCHL F 2242 XHO0IHME =&t
A0l= HEEX LUACHPp=0.1222).

Leptin® BiIgIE &ATHEH A8Z2Z2 0.34+3.85 ng/mL, OiZ=zZ2 0.51+£3.50 ng/mL
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Ao F2 25 W =28 M0l 2FLHX EACH & =22 XOIMAME

H4HEH AI@FZE 0.01+2.36 pg/mL, Wx=Z2 0.30+2.22
0

10

l= 2HEL-X EUACH & =22 XOIUAME

1o
ro

pg/mL

=olet

L-2, IL429] ZAIZ = 2F 60%0| 40| Detection limit 0I5H(Below 1.0, Below 3.2)& LIEHLE

SAWHAUHA M2 AT

PP setlil et =A40WAMZ RALS 2004 LIEHCHTable 24).

Table 23. Clinical lab ¥3} HlW (ITT set)

NEZOIES2 1Y) == (Placebo)
N=37 N=40 p—-valuex p-valuex=
Mean+SD Mean+SD
Baseline(&Z & 2) 5.954+3.66 5.36+2.83
Adiponectin 8 (Y2 4) 5.87+3.37 5.64+3.41
(ug/mL) Change from baseline -0.08+1.93 0.284+1.73 0.8075 0.7821
p-value/ 0.7967 0.3083
Baseline(& & 2) 10.59+7.03 8.92+5.33
Insulin 8 =(L24) 10.45+5.65 10.45+6.20
(U/mL) Change from baseline -0.13+6.84 1.53+5.61 0.1222 0.1251
p-value] 0.9054 0.0919
Baseline(& 2 2) 8.05+5.42 8.56+5.57
Leptin 8 F (U2 4) 7.71£4.79 8.04+3.77
(ng/mL) Change from baseline -0.34+£3.85 -0.51£3.50 0.5798 0.5819
p-value/ 0.5911 0.3600
Baseline(& & 2) 7.50£1.72 7.42+1.43
IFN—y 8 =(L24) 7.51+1.49 7.72+1.60
(pg/mL) Change from baseline 0.01+2.36 0.30+2.22 0.7090 0.7421
p-value/ 0.9785 0.3991
*: Compared between groups; p—value by t —test
*x. Compared between groups; p—value by ANCOVA(MO| &2 SS2L2|ARCZ BF)
[: Compared within groups; p-value by paired t-test
Table 24. Clinical lab #3} Hlw (PP set)
NEZOIES210Y) == (Placebo)
N=36 N=36 p-value* p-value*=*
Mean+SD Mean+SD
Adiponectin  Baseline(&4& 2) 6.06+3.65 5.52+2.83
(ug/mL) 8 =(L24) 5.97+3.36 5.83+3.46
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HZOIEs2I Y Ol == (Placebo)
N=36 N=36 p—-valuex p-valuex=*
Mean+SD Mean+SD
Change from baseline -0.08£1.96 0.31+£1.82 0.8125 0.7837
p-value] 0.7968 0.3090
Baseline(& & 2) 10.18+6.66 8.63+4.81
Insulin 8 F (L2 4) 10.04£5.12 10.33+£5.93
(uU/mL) Change from baseline -0.14+6.94 1.70+£5.90 0.1145 0.1239
p-value/ 0.9055 0.0919
Baseline(&4 & 2) 7.58+4.66 8.74+5.74
Leptin 8=(LZE 4) 7.2313.84 8.17+3.79
(ng/mL) Change from baseline -0.35+3.91 -0.57+3.69 0.5953 0.5997
p-value/ 0.5913 0.3607
Baseline(& 2 2) 7.583+1.74 7.35+1.46
IFN—y 8 =(L24) 7.54+1.50 7.68+1.65
(pg/mL) Change from baseline 0.01+£2.39 0.33+2.34 0.7168 0.7533
p-value] 0.9785 0.3999
*: Compared between groups; p-value by t —test
*x. Compared between groups; p—value by ANCOVA(RIO| & F &l SS2UZ2/ARHOZ EH)
[: Compared within groups; p—value by paired t-test
10.3.3 R®a4d FIHE=0 Ust FIIEH
FIOZ g™ SHZ 2ol DEXAE Soff SE& MALE, MALSE, ML CTE Sl =
ot IAAY X, D6iNY §F, & 22Ny S, WIXY/D6HKLY SXHI0l (5t BMI
dlcl=dl, WWEXL/OsHXE HAELINH e FIESS A AIGHAUCH
10.3.3.1 BMIOI & R4 BIIEAL

ITT setOlAl BMI 30 kg/m?S 2
BMI 30 kg/m? 0|4 OE(ANEZ 6%,

et R84 TIHSE BAHGHA,

X2 6%)2

W

(1) BMI 30 kg/m? 0I1¢t OE

|Z02 BMI 30 kg/m2 0I2t IS(AME2 31Y
Aoz 0=

, T 349),

=0l DEXA%t CTE =oh

8% = BMI 30 kg/m 018t 082 MAYE, MASF, MK, |8t ®A, OiotAg
HAE S S2AY oA, WEKXE/OcHAY B8 ZF0HA & 2242 gt X0l= 2EE X
% ACHTable 25).
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Table 25. BMI 30 kg/m? 0]g+ &9 DEXA, CT B3t Hlu (ITT set)

NEZOIES2 1Y) CH == (Placebo)
N=31 N=34 p-valuex p—valuex*=*
Mean+SD Mean+SD
Baseline(& & 2) 39.431+4.82 38.80+5.29
Tissue 8 =(L24) 39.03+5.46 38.8315.83
(%Fat) Change from baseline -0.40£1.55 0.04+1.50 0.1283 0.1309
p-value/ 0.1632 0.8914
Baseline(& & 2) 25373.39+3574.85 25733.65+4223.14
Fat(q) 8 F (L2 4) 25277.42+4009.22 25856.79+4642.94
Change from baseline -95.97+1141.97 128.15+1128.57 0.2199 0.2227
p-value] 0.6432 0.5290
Baseline(&4 & 2) 39309.90+£6798.98 40840.32+6982.45
Lean(q) 8 =(L24) 39767.94+7036.42 40914.44+7019.50
Change from baseline 458.03+1103.29 74.12+£1097.98 0.0825 0.0885
p-value] 0.0279 0.6964
Baseline(& & 2) 139.89+57.68 117.32+41.02
LH& Xl 8 F (L2 4) 133.64+54.10 118.35+42.65
(cmz) Change from baseline -6.25+51.86 1.03+£13.32 0.2267 0.2190
p-value/ 0.5076 0.6551
Baseline(& & 2) 247.13+55.80 253.894+58.59
Il ok Xl 2t §=(Y= 4) 243.52+51.26 250.97+64.22
(cmz) Change from baseline -3.61+31.88 -2.92+17.26 0.4577 0.4831
p-value| 0.5332 0.3313
Baseline(& & 2) 387.02+64.52 371.20+63.98
s =S2XY 8 F (L2 4) 377.16%£70.55 369.31£70.99
(cmz) Change from baseline -9.86+51.10 -1.89+21.68 0.2128 0.2195
p-value| 0.2912 0.6146
Baseline(& & 2) 0.61+0.34 0.50+0.26
LHE/TIGHA S 8 F(H2 4) 0.58+0.29 0.51+0.27
HEH| Change from baseline -0.04£0.29 0.01£0.07 0.1723 0.1599
p-value/ 0.4668 0.2907

*. Compared between groups; p—value by t —test
*x: Compared between groups; p—value by ANCOVA(&! 01 & 5 2F 0t
[: Compared within groups: p—value by paired t—test

SLzLARHCZ BH)

n

H0

(2) BMI 30 kg/m? 0|& OE

= BMI 30 kg/m? 0|4 082 MXL, WEXY HN, Dol 6N, & S2XY 6y

A & Z2t2 |28 X010t 2 & RAUCH Table 26).

4

8% = BMI 30 kg/m? 0l&h 082 XMXgEtS AER0AE 702.00£881.96 g ZAEA2H,
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HEZZU A= 346.83£486.77 g SOIotlt. &2 2% 22U R2st M0l 2FEEX LJA2LE
S 22te X0l E =28t XH0IE EUCHp=0.0144)
BMI 30 kg/m2 Olat OEQ WAXY HAE2 AEFRUHAME 24.16+£26.04 cm? ZdAEAUCH,
WEZUAME 15.70+£18.67 cm? ZII5tQLH S22 25 ZUWH K98 X0l= 2ECX LpASLE
S 22te X0l E st xH01JF 2&E & ACHp=0.0062)
BMI 30 kg/m? 0l& 1E9 L&Y HES AE@ZS 8.58+13.14 cm? 2ALUCH,
HWEZONAME 14.474£21.25 cm? S50 S22 25 22U |98 H0l=s 2 X LgA2L
S 22te X0l E sl xH01JF 2&E & ACHp=0.0237)
BMI 30 kg/m? 0l&f 189 & =2=2XY HE2 A2 32.74+29.32 cm? 2ALUCH,
HEZ0 A= 30.17£18.80 cm? ZJI6tQJULCH S 25 W K28 XH0|J¢ 2EEARSH, =22t
=gt Xol& 2EEACHp=0.0007).
Table 26. BMI 30 kg/m2 O0l4 &2l DEXA, CT H3 Hl (ITT set)
ANEZOIES2I DY) th &= (Placebo)
N=6 N=6 p-valuex p-value**
Mean+SD Mean+SD
Baseline(& & 2) 40.50+5.88 43.55+7.75
Tissue 8 (L2 4) 39.90+6.43 43.55+8.13
(%Fat) Change from baseline -0.60+0.74 0.00+0.82 0.1065 0.1277
p-value] 0.1029 1.0000
Baseline(&4 & 2) 33191.00+£6299.07 33855.33+4829.46
Fat(q) 8 F(HE 4) 32489.00+6693.17 34202.17+4901.62
¢ Change from baseline -702.00+881.96 346.83+486.77 0.0144 0.0247
p-value| 0.1087 0.1414
Baseline(& & 2) 48986.50+8340.07 44507.17+9220.82
Lean(a) 8 F=(H24) 49178.50+9111.06 45169.17+10174.55
Change from baseline 192.00+£949.44 662.00+1337.23 0.7507 0.6080
p-value] 0.6414 0.2794
Baseline(& 2 2) 167.39+36.74 133.01+42.87
LH & XI& 8 F(HE 4) 143.22+26.25 148.71+43.35
(cm?) Change from baseline -24.16+26.04 15.70+18.67 0.0062 0.0353
p—value] 0.0721 0.0944
Baseline(& & 2) 309.91+65.39 348.00+£56.34
Ik UNEEY 8 F=(H24) 301.34+58.77 362.47+70.36
(cmz) Change from baseline -8.58+13.14 14.47+21.25 0.0237 0.1047
p-value] 0.1707 0.1563
T =S2XY Baseline(&4 & 2) 477.30+44.20 481.01+£81.55
(cm?) 8 F(HE 4) 444 56+55.39 511.18+81.88
Change from baseline -32.74+29.32 30.17+£18.80 0.0007 0.0096
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NEZOIES21Y) == (Placebo)
N=6 N=6 p-valuex p-valuex*
Mean+SD Mean+SD
p-value] 0.0410 0.0111
Baseline(& & 2) 0.58+0.26 0.394+0.12
LHE/IsHNY 8 F:(H24) 0.50£0.16 0.74+0.78
™ N H| Change from baseline -0.09+0.12 0.35+0.77 0.1118 0.1167
p-value/ 0.1314 0.3118

*. Compared between groups; p—value by t —test

*%x. Compared between groups; p—value by ANCOVA(A! 0] 4 | 21

[: Compared within groups; p—value by paired t—test

10.3.3.2 slcl=do O =
ITT setlil A S2
2

(L

o8O

€y

®
ol

2+ 25| 91 CH(Table 27).

g4 gt

AL
x

149, X2 149), &X 90 cm, G A+ 85 cm 0|
0%, 850l DEXA% CTE =l

olcl=dl €A 90 cm, AF 85 cm 0|2 O

I

f

S2UR2ATLOR 2H)

H0

[2te] D=0l dlel=dlE JIE22 &4 90 cm, GA 85 cm 012 S (AIE

JS(AEZ 238, X2 26%)2 Of

slel=ell €A 90 cm, 04X+ 85 cm 012 1182 MXAZEUHA & 22t2 |28 X0t

cicl=Sel X 90 cm, G4 At 85 cm 012t &2 MXAZE=2 AMEZ0A=E 761.14+£910.98 g,

HEZOA S 86.86+744.09 g 202 ZII5IAOH Al 20l AlCH
2L 29/8t 20| LIEFACHp=0.0208).

CH(p=0.0080).

o LA

Table 27. di2lEdl X 90 cm, A 85 cm 0|2t &2 DEXA, CT H3al Hlu (ITT set)

ANEZOIES2 D)

tH =2 (Placebo)

N=14 N=14 p—-valuex  p-value*=*
Mean+SD Mean+SD
Baseline(& & 2) 39.06+4.45 39.14+£5.35
Tissue 8 =(L24) 38.57+5.04 38.91+6.34
(%Fat) Change from baseline -0.494+1.32 -0.23+1.58 0.3223 0.4011
p-value] 0.1921 0.5981
Baseline(& 2 2) 23620.50+2615.88 23704.57+3579.04
Fat(q) 8 (Y2 4) 23631.36+£2925.78 23610.57+£4395.16
Change from baseline 10.86+941.19 -94.00+1200.97 0.6005 0.6723
p-value] 0.9662 0.7743
Lean(g) Baseline(& 2 2) 37139.07+£5298.67 37018.36+£5301.87
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HEZOIESCNY) th &= (Placebo)
N=14 N=14 p-valuex p-value**
Mean+SD Mean+SD
8 (&I 4) 37900.21+5468.85 37105.21+£5228.50
Change from baseline 761.14+£910.98 86.86+744.09 0.0208 0.0373
p-value| 0.0080 0.6695
Baseline(& & 2) 107.27+29.76 87.86+25.24
LHE X & 8 (LT 4) 105.74+32.84 86.07+26.29
(cmz) Change from baseline -1.53+18.78 -1.794£9.00 0.5188 0.5108
p-value] 0.7659 0.4696
Baseline(& 2 2) 230.43+37.98 234.68+48.87
Il oF XI g+ 8 (&2 4) 229.95+36.03 231.50+62.39
(cmz) Change from baseline -0.48+26.70 -3.18+22.74 0.6122 0.5586
p-value/ 0.9475 0.6098
Baseline(& & 2) 337.70+£35.47 322.54+48.083
F =S2XY 8 (Y2 4) 335.70+44.94 317.57+£60.02
(sz) Change from baseline -2.00+37.08 -4.97+25.71 0.5961 0.5506
p-value/ 0.8428 0.4823
Baseline(& 2 2) 0.49+0.20 0.39+0.15
LH& /TIOR8 (22 4) 0.47+0.18 0.40+0.18
™ AN H| Change from baseline -0.02+0.09 0.01+0.06 0.2022 0.2266
p-value| 0.5508 0.5434
*. Compared between groups; p—value by t —test
»+: Compared between groups; p-value by ANCOVA(A 0|8 HE W 2SLR2lARHCZ EF)
[: Compared within groups; p—value by paired t—test
(2) slel=dl €A 90 cm, XA 85 cm 014 O&
8% = olcl=d X 90 cm, X 85 cm Ol& OS2 MAZY, & S2XY HAHWA S
P10 R9|8F X}0|Jt 2E & UL Table 28).
olel=d €A 90 cm, O{At 85 cm 0l& &2 MAIH2 AMEZUAM= 319.09£1213.46 g
ZACUCH, HEZUHAME=E 291.69+£966.79 g SIIoIULH & 2F U |28t X0l= &&=
IR LYOL F 22O X0l AE R2E X0IZ 2ACHpP=0.0281)
olclEdl X 90 cm, At 85 cm 0l& 082 & S2Ag HAE2 Al€=22 20.61+54.09
cm® ZAEAD, WEZUAME 7.17422.44 cm’® SIS 2 2% 22U 828 x0ls
ZEE X AU F Z2t2 XO0IHME =2lst Xt01JF 2E & ACHp=0.0147)
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Table 28. si2lEdl X 90 cm, O{XF 85 cm 0] 4}

1529 DEXA, CT #3 Hlm (ITT set)

NEZOIESe DY)

=22 (Placebo)

N=23 N=26 p—valuex p-value*=*
Mean+SD Mean+SD
Baseline(& & 2) 39.93+5.27 39.71+6.21
Tissue 8 =(L24) 39.53+5.90 39.88+6.43
(%Fat) Change from baseline -0.40+£1.58 0.17£1.32 0.0860 0.1118
p-value| 0.2294 0.5178
Baseline(& & 2) 28479.74+5198.59 28700.46+5090.88
Fat(q) 8F (Y2 4) 28160.65+5550.74 28992.15+5184.68
Change from baseline -319.09+1213.46 291.694+966.79 0.0281 0.0353
p-value] 0.2205 0.1365
Baseline(& & 2) 43155.61+£8326.49 43744.50+£7281.41
Lean(a) 8 =(L24) 43359.74+8783.70 43947.42+7627.71
Change from baseline 204.13+1125.97 202.92+1314.03 0.4987 0.5766
p-value/ 0.3940 0.4384
Baseline(&& 2) 166.92+55.55 136.80+£37.90
LH &Kl 8F (Y2 4) 153.12+51.42 142.73+37.91
(cmz) Change from baseline -13.79+60.22 5.93+16.85 0.0706 0.0561
p-value] 0.2839 0.0846
Baseline(& & 2) 273.68+67.28 285.95+69.10
Il ok Xl 8=(Y=E 4) 266.86+61.85 287.18+76.27
(cmz) Change from baseline -6.81+31.52 1.23+16.42 0.1302 0.1464
p-value| 0.3114 0.7050
Baseline(& & 2) 440.59+55.24 422.75+65.87
s 52X 8F (Y2 4) 419.98+67.22 429.91+£75.05
(cm?) Change from baseline -20.61+£54.09 7.17+22.44 0.0147 0.0109
p-value/ 0.0812 0.1160
Baseline(&& 2) 0.68+0.37 0.53£0.27
LH&/TotKY 8 F(HE4) 0.62+0.31 0.62+0.44
A= H| Change from baseline -0.06+0.33 0.09£0.38 0.0656 0.0607
p-value] 0.3621 0.2227
*: Compared between groups; p—value by t —test
*x. Compared between groups; p—value by ANCOVA(MO| &2 SS2L2|ARCZ BF)
[: Compared within groups; p-value by paired t-test
10.3.3.3 HEXL /706N HEH| 0 OE &4 BIl=4H
S22 WEX/UotXg HAEEJF 0.4 012H0IE UotXde =542, 0.4 0/&01H LHE XS
3 =22U/po2 PRS0 H2tA ITT settl Al 220 WAXY/IISKY HXEIE JIEC2 U
X g/Osteg HAHl 0.4 012 OS(MEx 11%, X 15%), WEXIE/II5HAY HAY|
0.4 0l& OE(NMEX 26%, X 25%)= HA2Z 0=, 850l DEXA2t CTE Sol E&¢&t
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2ad BilH+E ZHoHRULC

(1) WEXIL/06HK S HAH| 0.4 0|2 O

8% & U&EXIE/HeXY HAY 0.4 012 OS(LGHAYE ==24|2H)2 HetAY HA, =
S2EXNY HEWWA F 2242 R2/e X0I1IJF 2E & ACH Table 29).

LHE X EH/IGHA S MRl 0.4 018 OE9 TatNY HE2 AEZ20AM= 23.97427.05 cm?
LZAZACH, HEZHAE 3.64+21.88 cm? SIIGIQULCEH. AIE@Z0AMEH 2 S8 XH0IE 2
Ol 220t 10(p=0.0148), =2t 728t X0IE EUCHp=0.0042).
LHEXIR/IIGHA 2 X 0.4 0|8t D89 & =E2XY HE2 AIE§Z22 27.29+44.32 cm?
2ZACUD, HEZOUAME 7.94+27.78 cm? SIIGIULL. S22 2F ZU |8t Xtols
2EE X LFUACH, & 2248 XUOIHME ot X0IJt 2FEUCH(p=0.0100).
Table 29. W&XIY/UI5IXY HAEHl 0.4 0|9 1ES2 DEXA, CT g Hlu (ITT set)
NEZOIES2 1Y) CH == (Placebo)
N=11 N=15 p-valuex p—valuex*=*
Mean+SD Mean+SD
Baseline(& & 2) 40.03+£3.77 42.76+6.29
Tissue 8 =(L24) 39.60+3.87 42.57+7.06
(%Fat) Change from baseline -0.43+1.84 -0.194+1.70 0.3666 0.4151
p-value/ 0.4587 0.6767
Baseline(& & 2) 26451.73+4223.22 28713.583+5713.82
Fat(q) 8 F (L2 4) 26329.82+4750.64 28803.20+6226.17
Change from baseline -121.91+1445.69 89.67+1310.90 0.3502 0.3969
p-value] 0.7854 0.7949
Baseline(&4 & 2) 39669.18+6437.91 38231.80+5055.24
Lean(a) 8 =2 4) 40005.45+6435.90 38553.80+5132.71
Change from baseline 336.27+1040.53 322.00+£1048.50 0.4864 0.5222
p-value] 0.3090 0.2541
Baseline(& & 2) 95.93+33.22 88.74+27.80
WPSPNR-Y 8 F (L2 4) 92.62+31.46 93.04+38.97
(cm?) Change from baseline -3.31+23.88 4.30+17.33 0.1728 0.2083
p-value/ 0.6553 0.3528
Baseline(& & 2) 302.41+53.56 305.06+58.28
T ke UNR=!S 8§=(Y= 4) 278.44+59.21 308.70+70.17
(cmz) Change from baseline -23.97+27.05 3.64+21.88 0.0042 0.0087
p-value/ 0.0148 0.5304
E SR Baseline(& & 2) 398.35+83.20 393.80+80.93
(cm?) 8 F (L2 4) 371.06+86.63 401.744+96.61
Change from baseline —27.29+44.32 7.94+27.78 0.0100 0.0183
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ANEZOIES2I DY) th &= =2(Placebo)
N=11 N=15 p-valuex p-value**
Mean+SD Mean+SD
p-value] 0.0684 0.2872
Baseline(&4 & 2) 0.31+£0.07 0.29+0.06
LHE/OotKe 8 (2 4) 0.33+0.07 0.30+0.10
HAH| Change from baseline 0.02+0.06 0.01+£0.05 0.6048 0.5937
p—-value| 0.3932 0.3825
*. Compared between groups; p—value by t —test
*xx. Compared between groups; p—value by ANCOVA(AI 0| & F &) 2SUZ2AREHOZ BF)
[: Compared within groups; p—value by paired t—test
(2) WEXIL/0I6HKE HAH| 0.4 0|4 &
8 = UWEXY/LOoXY HAEH 0.4 04 IQS(UWEXNZEHE =s52H2HES JdALE,
LR XIS/IIGHAY SHRHI0IM § 22t K28t XH0IJF 22 & U CHTable 30)

WEXI /06N HAd 0.4 0l& 82
ZUHAME 0.16+1.22 g SItotRULH
Ol = =28t XHO0IDt

0.4 Old 189 UWEIY/LoHNY HAH Hal= AlgzZ2
0.07+0.31 24U, HEZUHAME 0.09+0.39
< AOl0AM=E =elst X

0l

3
22
[w)

Table 30. H&XIY/LIGIXY HAEHl 0.4 014 1F2 DEXA, CT B35 Hlu (ITT set)
NEZOIES2 1Y) CH == (Placebo)
N=26 N=25 p-valuex p-value**
Mean+SD Mean+SD
Baseline(& & 2) 39.42+5.40 37.56+4.71
Tissue 8 =(L24) 38.99+6.17 37.72+£5.19
(%Fat) Change from baseline -0.43+1.28 0.16+1.22 0.0490 0.0521
p-value| 0.0978 0.5186
Baseline(& & 2) 26721.23+5329.50 25894.92+4609.89
Fat(q) 8 (Y2 4) 26496.38+5447.01 26091.84+4895.00
Change from baseline -224.85+977.26 196.92+896.86 0.0576 0.0596
p-value/ 0.2518 0.2832
Baseline(& & 2) 41390.96+8409.28 43285.48+7919.87
Lean(a) 8 =22 4) 41839.12+8730.14 43351.96+8294.81
Change from baseline 448.15+1103.75 66.48+1198.69 0.1212 0.1310
p-value] 0.0489 0.7839
NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




@IIECHoIZ
Clinical Study Report (Version 2.0)
Protocol No. Kitto oligo_Kittolife

67/93

NEZ0OIES2 DY)

tH =2 (Placebo)

N=26 N=25 p-valuex p-value**
Mean+SD Mean+SD
Baseline(& & 2) 164.83+50.05 138.23+36.63
LH & Xl 8 =(L24) 153.21+46.24 140.82+36.20
(cmz) Change from baseline -11.62+56.37 2.59+13.63 0.1112 0.1144
p-value] 0.3032 0.3520
Baseline(& 2 2) 238.23+54.44 245.77+62.52
Tkl PNR= 8 =2 4) 242.094+52.01 243.09+69.21
(cmz) Change from baseline 3.86+26.96 -2.68+16.53 0.8499 0.8436
p-value] 0.4721 0.4257
Baseline(& & 2) 403.06+65.18 384.00+75.62
s E2AY 8 =(L24) 395.29+£65.70 383.91+83.88
(sz) Change from baseline -7.77£50.07 -0.094+21.52 0.2394 0.2402
p-value] 0.4363 0.9833
Baseline(& & 2) 0.73+0.31 0.60+0.24
LHE/IsHKY 8 F (U2 4) 0.66+0.27 0.69+0.41
™ A H| Change from baseline -0.07£0.31 0.09+0.39 0.0475 0.0484
p-value/ 0.2490 0.2314

*. Compared between groups; p—value by t —test
*%x. Compared between groups; p—value by ANCOVA(A! 0] & F| &1}
[: Compared within groups; p—value by paired t—test

H0

[, CH

S2UR2ATLOR 2H)

I

AMEZ0M 1856.77+449.95 kcal,

220 M= 64.78+167.40 kcal

=2 AMOIEHE

o
TT
222 22 R M0IE 20X EAUACH, 2= S& ZZ22AZ2E0 et

0T 22 SAATOIA Baseline(Z22) AolExS

HE20IA 1687.68+386.52 kcal2 S =22+2l £2/8H XH0l= 91%1CHp=0.0803). Baseline(
22) 2S222|A222 ABR0HAE 57.87+133.98 kca

2 S 229 293 X0l= AUCHP=0.8428). L3t 0|2 AIEIIZ SO &

U 2E22? i o O

B35S QL QUCH Table 31).

Table 31. 20|18 Y 2PsZLZ22IAZ2E (ITT set)

NEZOIESe DY)

=2 (Placebo)

N=37 N=40 p—valuex
Mean+SD Mean+SD
AOlEH e Baseline(& & 2) 1856.77+£449.95 1687.68+386.52 0.0803
(kcal/day) 43=(Y=23) 1739.25+451.92 1678.83+376.66 0.5247
Change from baseline -117.52+381.51 -8.85+£430.35 0.2462
p-value] 0.0691 0.8971
8 (Y2 4) 1806.77+£398.82 1752.61+368.11 0.5373
Change from baseline -50.00+£367.62 64.93+449.16 0.2252
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ANEZOIESCI DY) th &= =2(Placebo)
N=37 N=40 p-valuex
Mean+SD Mean+SD
p—value] 0.4135 0.3662
Baseline(& & 2) 57.87+133.98 64.78+167.40 0.8428
4= (Y2 3) 57.87+133.98 64.78+167.40 0.8428
2szzel Change from baseline 0.00+0.00 0.00+0.00
AQE p—value] ) )
(kcal/day) 8 (Y2 4) 57.87+133.98 64.78+167.40 0.8428
Change from baseline 0.00+0.00 0.00£0.00
p—value]
*. Compared between groups; p—value by t —test
[: Compared within groups; p—value by paired t—test
10.3.5 E&E& X (Drop-out) £= ZFX|(Missing data)2l X<l
SEEE N0 UGolME LAaAEE HLIIsSAES E0HE &Y 0l E0ot] a4 HotH=s
o HiolAtel Y HIOIAZIQ 01F HIIDF U= RIS 2= NENRPH 201X A2E
D5 240 ZESI/ACH £ B =222 26 Z2=X(Missing data)dt 2Mst A0l 2
ZX0F LME AIFNAN JHE D2 NE 2SR ZEXS WAIGHH BIIsHE LOCF(Last-
observation-carried-forward) 4% EHE 0|SotA L

10.3.6 LEAE ZUA=2 HAl

S0z 8 A OIEX R4 A== Appendix 14.200 HMAIZIO UCH

10.3.7 %=-%= ¥ A=-ZYEHU2 A=

= YAAIE D12t SO JAAEE HALIISASH S =86 A=0 ol ZALE A AlGHAT
HEAEE2 ATC codell [tet &F/L A0 CHTable 32)

=2 YHAE It & EEA=E 2EZE0l U= L8H= AMEZ 7H(18.92%), =z 79
(17.50%)0IA 1D & =22 SHE L=z K28 X0z UAACH(p=0.8719). AMEZES SSIIHA
(Respiratory system), tHi==2 A301H 2 CHAH(Alimentary tract and metabolism)0l A Dt
Z =2 Hss8 22 EEU=2 A2 UEEHT
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Table 32. EE%& A& (ITT set)
ANEZ thE= _
(GlE221D%)  (Placebo) i b
N=37.n(%)  N=40, n(%) n(%) valuet
2 7(18.92) 7(17.50) 14(18.18)
ASAMEHE 0.8719
=] 30(81.08) 33(82.50) 63(81.82)
Alimentary tract and metabolism 9(24.32) 17(42.50) 26(33.77)
Antidiarrheals, intestinal anti-inflammatory/
3(8.11) 0(0.00) 3(3.90)
antiinffective agents
Antimetics and antinauseants 0(0.00) 2(5.00) 2(2.60)
Digestives, INCL. Enzymes 1(2.70) 2(5.00) 3(3.90)
Drugs for acid related disorders 1(2.70) 6(15.00) 7(9.09)
Drugs for functional gastrointestinal disorders 2(5.41) 6(15.00) 8(10.39)
Laxatives 0(0.00) 1(2.50) 1(1.30)
Stomatological preparations 2(5.41) 0(0.00) 2(2.60)
Antiinfectives for systemic use 11(29.73) 4(10.00) 15(19.48)
Antibacterials for systemic use 7(18.92) 2(5.00) 9(11.69)
Antivirals for systemic use 3(8.11) 0(0.00) 3(3.90)
Vaccines 1(2.70) 2(5.00) 3(3.90)
Antineoplastic and immunomodulating agents 1(2.70) 0(0.00) 1(1.30)
Immunosuppressive agents 1(2.70) 0(0.00) 1(1.30)
Blood and blood forming organs 0(0.00) 10(25.00) 10(12.99)
Antihemorrhagics 0(0.00) 2(5.00) 2(2.60)
Blood substitutes and perfusion solutions 0(0.00) 8(20.00) 8(10.39)
Cardivascular system 0(0.00) 4(10.00) 4(5.19)
Calcium channel blockers 0(0.00) 1(2.50) 1(1.30)
Diuretics 0(0.00) 1(2.50) 1(1.30)
Peripheral vasodilators 0(0.00) 2(5.00) 2(2.60)
Dermatologicals 3(8.11) 0(0.00) 3(3.90)
Antipsoriatics 3(8.11) 0(0.00) 3(3.90)
Other dermatological preparations 0(0.00) 1(2.50) 1(1.30)
Musculo—skeletal system 8(21.62) 7(17.50) 15(19.48)
Antiinflammatory and antirheumatic products 4(10.81) 4(10.00) 8(10.39)
Muscle relaxants 0(0.00) 3(7.50) 3(3.90)
Other drugs for disorders of the
4(10.81) 0(0.00) 4(5.19)
musculo—skeletal system
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ANEZ thE= _
(GlE221D%)  (Placebo) i b
N=37.n(%)  N=40, n(%) n(%) valvet

Nervous system 4(10.81) 6(15.00) 10(12.99)
Analgesics 4(10.81) 0(0.00) 4(5.19)

Anesthetics 0(0.00) 3(7.50) 3(3.90)

Other nervous system drugs 0(0.00) 1(2.50) 1(1.30)

Psycholeptics 0(0.00) 2(5.00) 2(2.60)

Respiratory system 12(32.43) 3(7.50) 15(19.48)
Antihistamines for systemic use 9(24.32) 0(0.00) 9(11.69)

Cough and cold preparations 3(8.11) 1(2.50) 4(5.19)

Throat preparations 0(0.00) 2(5.00) 2(2.60)

Sensory organs 2(5.41) 0(0.00) 2(2.60)
Ophthalmologicals 2(5.41) 0(0.00) 2(2.60)

Sutemic homond preparations, BXCL S 7 ieso) 2060
Corticosterodis for systemic use 1(2.70) 1(2.50) 2(2.60)

Various 0(0.00) 1(2.50) 1(1.30)
All other therapeutic products 0(0.00) 1(2.50) 1(1.30)

SF Al 3 51(48.57) 54(51.43) 105(100.00)

T: p—value by Chi-square test

i F=HIA(AF)
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91.11%, HE=22 94.51%= SHA

70
0
a0

ulJ
0

m

=0.0678).

tOIOF BLRACH P
FOIOF /AALLH(p

0.0101), &= 25 =8 =3T<= 80% 0l&0IUALCH

=0.7893).

FOIOH SIACH p

= (ITT set, %)
NEzOIES2

010
<H

00
I

Table 33.

=2 (Placebo)

t

00
B

p—valuex

N=40

Mean+SD

N=37

Mean+SD

N

64.50, 102.60 40

Min, Max

72.60, 118.30

Min, Max

0.0101

94.17+£10.35

88.08+9.85
94.14+10.06

37

@
0

0.7893
0.0678

140.60

72.60,
72.60, 113.80

94.85+12.76

114.50 40

76.80, 103.90 40

63.80,

37

94.51+8.87

91.11+£7.03

37

Total

*x. Compared between groups; p—value by t —test
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AbH
o

o0

-

<0
a0

i
ay

=P

2
[

3

T

ABZ 75(17.95%, 1221), IE2 112(26.83%, 12H)02 EAEACH,

A=

oL

HER 1%(2.44%, 121)22 AL

(2.44%, 174)°22 <

=1.0000).

ACHp

&3

# QO (Safety set)

Table 34. 0|4

(Placebo)

M
KA

]

f)

00
B

NEZ0OIESe

41

39
4= (%)

(=}

p-value

ol =
12

1

ol ==

gk Al
=

0.3417t

1 (26.83)

12

(17.95)
(0.00)
(0.00)

7
0
0

1.0000%
1.0000%

(2.44)
(2.44)

1
1

1

.

il
Iy
Ko

i)

ol

0l
0

T: p—value by Chi-square test

I: p—value by Fisher’s exact test

S2 HMAl
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ol
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11.2.2 0|

ot A Ch.

Gt Table 3501 XAl

Influenza like ilnessJt 7.69%(324)2 & =H Z& 5t} 12, Chronic sinusitis,

—
[a—

AEZ 0l A

Chronic periodontitis?t 4.88%/(2

—
[a—

O 2= Ol A

FE0l ZARZ RUCH

AbH
O

Allergic rhinitis 2| 0l
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2)& JIE = 286t 1, Cystitis, Common cold S2 0|AEFS 0] T AL AL

Table 35. 0|&EE 2F (Safety set)

ANEZOGIESE1DY) = Z(Placebo)

System organ class Preferred term N=39 N=41

ol 2 EZ(%) ol 2 M= (%)

Infections and infestations 1 (2.56) 3 (7.32)
Cystitis 0 (0.00) 1 (2.44)
Chronic periodontitis 0 (0.00) 2 (4.88)
Chronic sinusitis 1 (2.56) 0 (0.00)
Immune system disorders 1 (2.56) 0 (0.00)
Allergic rhinitis 1 (2.56) 0 (0.00)
Nervous system disorders 1 (2.56) 0 (0.00)
Fever 1 (2.56) 0 (0.00)
Eye disorders 2 (5.13) 0 (0.00)
Allergic conjunctivitis 1 (2.56) 0 (0.00)
Disorder of lacrimal gland 1 (2.56) 0 (0.00)
Vascular disorders 0 (0.00) 1 (2.44)
Venous insufficiency 0 (0.00) 1 (2.44)
Respiratory, thoracic and mediastinal disorders 1 (2.56) 1 (2.44)
Common cold 0 (0.00) 1 (2.44)
Chronic pansinusitis 1 (2.56) 0 (0.00)
Gastrointestinal disorders 0 (0.00) 2 (4.88)
Constipation 0 (0.00) 1 (2.44)
Gastroesophageal reflux disease 0 (0.00) 1 (2.44)
Skin and subcutaneous tissue disorders 1 (2.56) 1 (2.44)
Urticaria 1 (2.56) 1 (2.44)
Musculoskeletal and connective tissue disorders 0 (0.00) 1 (2.44)
Arthralgia 0 (0.00) 1 (2.44)
Reproductive system and breast disorders 0 (0.00) 1 (2.44)
Adenomyosis 0 (0.00) 1 (2.44)
General disorders and administration site conditions 3 (7.69) 0 (0.00)
Influenza like iiness 3 (7.69) 0 (0.00)
Investigations 1 (2.56) 1 (2.44)
Increased AST/ALT/y-GTP 1 (2.56) 0 (0.00)
Increased ALT 0 (0.00) 1 (2.44)
Injury, poisoning and procedural complications 1 (2.56) 0 (0.00)
Open wound finger 1 (2.56) 0 (0.00)
Surgical and medical procedures 0 (0.00) 1 (2.44)
3" molar extraction 0 (0.00) 1 (2.44)
2 Hl 12 (30.77) 12 (29.27)

*
i
1A
it}
x
™
i
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4= (%)
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ol ==
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ANEZOIES2INY) UXx=Z(Placebo) =yl
dl == LMEZ(%) d 2ME(%) dxr ZLME(%)
25 P’l' HAD
F=ol 280l & (12.82) 8 (19.51) 13 (16.25)
(Definitely not related)
£ 3 (Unknown) 0 (0.00) 0 (0.00) 0 (0.00)
T: p—value by Chi-square test
I: p—value by Fisher’s exact test
11.3 SOist ol&eES 2 JIE SR8 0|48S
11.3.1 SUSt OlatEtsS
= LAaAIE D2t = 2Ast SOst o|aersS2 25 1HO0I/UACH HEZO0A st Soist o0&t
g2 3825 (Adenomyosis, CS-R044) 0IACH LAMAEE HAL)|sAITHe Add:=2
‘HEg| 20| S 22 AE XN SloH BT UCH
11.3.2 SUSt 0latEtS &HAl
CS-R044/KKO
= HEke A2z 200943 118 62 R2&HLUHEO0l & = Chronic cervicitisz2 &l &4
mgitz EA&Al pelvic pain0l AN 2009 128 152 2 Mz =2 AA34682S
(Adenomyosis)2 2 = AR AJASHAULD, 2009 12 162 Total laparoscopic
hysterectomy without adnexectomy ==& &I CH. 20093 128 192 ElJoI¥U 1D LAAE
2 ALIsASNS L2 ‘HEG 20| US' 2= AIEXO0 2ol TS RUCEH
=2 A2 2009F 12E 312 2 J|& IRBOl 20&AUCH.
11.4 AEAX 0laerSol B}
11.4.1 JHOIY ABA ZALXISH 014 8HS | HIA|
2t DEE 2MEQ AEA HAALXI= Appendix 14.20 HIAISHACY.
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A
[=]

UMAIBOA ABA AAE
4)7} ¢

A, = BAE L0 EOHE RUCH

o

o

g Z1(Screening visit, week -1)1t
fZ4(Closing visit, week 8)UHI A Al E AL,

g8 &Z3(Interim visit, week

Al =]
=

ABA AAME BUSE AL, HUGEH

(1) 2SR 2A
SosEN HANN CHe 24 Z1E Table 370 HIAIGHSCE.
sHECcz &0 W S2gt X0IE LEYW Sodstd  HJAZMdsE AMEE UWUHA
Neutrophils(224 &%), Lymphocytes(224 24) 0191, X2 WUHAME Ht(223, 4
&%), Monocytes(Z#=4 &4), Basophils(2=4 24), MCV(Z2&3, 4 &35), MCHC(Z&3
Z2A) OI/ACH. dHU B &5 S22 25 FAHS Ol Z2UE BJLH 0122 Rt
HIE 2B0l= SZAX= S ACH
£ =zt SHELZ Rolst XO0IE Bo s HAX= 2E40lA Hct(p=0.0402),
PCT(p=0.0346) U2, AEzUlME &2, WEZWAMe &A&s2 UERU &0 = &2
25 FAMEH Ol Z2UE 29U
Table 37. $2% EHEH AA (ITT set)
ANEZOIES2IDY) =2 (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
8= 1 37 6.44+1.94 40 6.00+1.29
8e3 37 6.45+1.89 40 6.29+1.57
Change from baseline 37 0.00+1.33 40 0.29+0.99 0.2755
WBC p-value] 0.9922 0.0670
8= 4 37 6.49+1.93 40 6.27+1.81
Change from baseline 37 0.04+1.34 40 0.27+1.23 0.4399
p-value/ 0.8422 0.1721
8= 1 37 4.57+0.33 40 4.52+0.38
8e 3 37 4.60+0.34 40 4.57+0.40
Change from baseline 37 0.03+0.17 40 0.05+0.20 0.7262
RBC p-value] 0.2561 0.1356
S 37 4.53+0.33 40 4.56+0.40
Change from baseline 37 -0.04+0.19 40 0.04+0.19 0.0810
p-value] 0.1915 0.2475
Hb g9rE 1 37 13.57+1.21 40 13.26+1.21
NeoNutra co., Ltd. (www.NeoNutra.com) Confidential




@INE2H0I =
Clinical Study Report (Version 2.0)

Protocol No. Kitto oligo_Kittolife 78/93
ANEZOIESCINY) CH == (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
8@E3 37 13.67£1.17 40 13.40%1.22
Change from baseline 37 0.10+£0.52 40 0.14+0.62 0.7474
p-value] 0.2499 0.1565
gHE4 37 13.46+1.13 40 13.37+£1.27
Change from baseline 37 -0.11+0.62 40 0.11+0.55 0.1010
p-value| 0.2831 0.2119
BHE 1 37 40.63+£3.32 40 39.80+£3.04
&@E3 37 41.05+£3.31 40 40.45+3.18
Change from baseline 37 0.42+1.53 40 0.65+1.75 0.5466
Hct p-value/ 0.1009 0.0238
8§E 4 37 40.36+3.02 40 40.32+£3.30
Change from baseline 37 -0.27+1.75 40 0.52+1.56 0.0402
p-value] 0.3596 0.0409
BHE 1 37 264.86+55.47 40 254.45+46.43
&@E3 37 268.19+52.25 40 260.48+47.79
Change from baseline 37 3.32£19.61 40 6.03+£25.46 0.6057
PCT p-value| 0.3094 0.1426
8§E 4 37 258.03+53.67 40 259.93+49.91
Change from baseline 37 -6.84+21.22 40 5.48+28.18 0.0346
p-value] 0.0578 0.2265
HE A 37 53.01+£8.24 40 53.47+6.28
%e 3 37 53.35+7.43 40 53.44+7.20
Change from baseline 37 0.34+9.72 40 -0.03+£5.55 0.8386
Neutrophils p-value/ 0.8324 0.9707
8§E 4 37 56.48+7.55 40 54.84+7.17
Change from baseline 37 3.46+£9.19 40 1.37£6.11 0.2460
p-value/ 0.0277 0.1657
gHE A 37 36.64+7.94 40 36.75+£5.71
%E 3 37 36.18+7.29 40 36.55+7.09
Change from baseline 37 -0.46+9.30 40 -0.19+£5.24 0.8809
Lymphocytes p-value] 0.7668 0.8153
8E 4 37 33.68+8.00 40 36.11+6.67
Change from baseline 37 -2.96+8.51 40 -0.63+4.94 0.1521
p-value| 0.0415 0.4232
HEA 37 6.66+1.62 40 6.99+1.72
%e 3 37 6.80+1.57 40 7.16+1.41
Change from baseline 37 0.14+1.51 40 0.18+1.64 0.9011
Monocytes p-value] 0.5889 0.4915
8E 4 37 6.66+1.63 40 6.42+1.67
Change from baseline 37 -0.01+1.36 40 -0.57+1.72 0.1166
p-value] 0.9808 0.0431
Eosinophils 22 37 3.20+2.42 40 2.34+1.63
HE3 37 3.21+£2.48 40 2.39+1.66
Change from baseline 37 0.01£1.18 40 0.06+1.14 0.8683
NeoNutra co., Ltd. (www.NeoNutra.com) Confidential
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ANEZ2OIESCI D) =z (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
p-value/ 0.9450 0.7506
HEZ24 37 2.79+1.94 40 2.27+1.41
Change from baseline 37 -0.41+1.31 40 -0.07+1.33 0.2589
p-value] 0.0665 0.7592
HE A 37 0.49+0.28 40 0.46+0.22
%e 3 37 0.47+0.23 40 0.45+0.24
Change from baseline 37 -0.02£0.31 40 -0.01£0.21 0.8477
Basophils p-value] 0.6723 0.7605
8E 4 37 0.40+0.20 40 0.38+0.16
Change from baseline 37 -0.09£0.32 40 -0.08+0.21 0.8810
p-value] 0.0926 0.0161
HEA 37 88.99+3.86 40 88.15+4.67
2%e 3 37 89.284+3.37 40 88.67+4.61
Change from baseline 37 0.29+0.92 40 0.52+0.93 0.2828
MCV p-value/ 0.0630 0.0012
8E 4 37 89.25+3.66 40 88.58+4.58
Change from baseline 37 0.26+1.06 40 0.43+1.07 0.4907
p-value] 0.1406 0.0148
22 37 29.72+1.56 40 29.34+1.90
HE3 37 29.73+£1.36 40 29.37+£1.94
Change from baseline 37 0.01£0.52 40 0.03+0.48 0.8499
MCH p-value/ 0.9005 0.6709
8E 4 37 29.76+1.54 40 29.35+1.96
Change from baseline 37 0.04+0.55 40 0.01£0.49 0.8148
p-value/ 0.6577 0.8739
221 37 33.39+0.84 40 33.28+0.84
HE3 37 33.29+0.75 40 33.10£0.91
Change from baseline 37 -0.094+0.42 40 -0.184+0.53 0.4090
MCHC p-value/ 0.1908 0.0346
HE4 37 33.33+0.89 40 33.12+0.89
Change from baseline 37 -0.05+0.65 40 -0.16+0.52 0.4401
p-value/ 0.6156 0.0615

*. Compared between groups; p—value by t —test
[: Compared within groups; p—value by paired t—test

SoHotst A ZAHO OHet 24 Z21E Table 3801 MIAlIGHALCEH

SHECZ F0 ZU S8t X0IE LEHH EHesty HAZ2UsE Mgz WOlA Urea
ES

), Total protein(2#23 45), Albumin(2#23 435), y-GTP(224 24),

)
2
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Q
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w
0
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Total cholesterol(& =3, 4 2'4), Potassium(2&4 Z4), Chloride(&&3 24) 0/,
== WU M= Urea nitrogen(&#&4 &%), Total cholesterol(&#&3 4&'&), HDL-
cholesterol(&#=3 &&), LDL-cholesterol(&3 4A&), Potassium(2&3, 4 24),
Chloride(&=3 Z4) OIRULH L &0 &% S 25 H&HLR 0le 2WHE 2L
01212 Kolst HEIE B0le 2AMIE SHAUTH

S0 222 SHE2Z K298 X0IE 2o EgHgstd HAMXN= LE30A  Urea

nitrogen(p=0.0371), Total cholesterol(p=0.0035), LDL-cholesterol(p=0.0045),
Potassium(p=0.0326), & =40 M Urea nitrogen(p=0.0286), Total cholesterol(p=0.0429),
HDL-cholesterol(p=0.0498) 2Lt £ = = 25 H&HSR 0l Z2HE 2L

Table 38. $=28 EHFSIH HAI (ITT set)

ANEZCIESZI DY) == (Placebo)
N=37 N=40 p-valuex*
n Mean+SD n Mean+SD
2= 1 37 92.65+8.42 40 94.35+7.23
&= 3 37 92.7618.23 40 96.38+8.77
Change from baseline 37 0.11£7.14 40 2.03+9.25 0.3147
Glucose p-value/ 0.9271 0.1739
HE4 37 94.92+8.19 40 96.58+8.80
Change from baseline 37 2.27+7.38 40 2.23+8.58 0.9803
p-value[ 0.0694 0.1090
2= 1 37 13.09+3.24 40 12.39+3.00
&= 3 37 12.02+£2.94 40 12.78+3.04
Change from baseline 37 -1.07£2.73 40 0.39+3.24 0.0371
Urea nitrogen p-value 0.0230 0.4535
LH=24 37 12.94+2.48 40 13.90+2.87
Change from baseline 37 -0.15+£3.25 40 1.51+£3.26 0.0286
p-value] 0.7823 0.0057
2= 1 37 0.72+0.17 40 0.73+0.13
&= 3 37 0.72+0.18 40 0.73%£0.14
Change from baseline 37 0.01+0.08 40 0.01+0.06 0.9543
Creatinine p-value] 0.6583 0.5774
LH=24 37 0.71£0.16 40 0.71£0.12
Change from baseline 37 -0.0110.06 40 -0.01+0.07 0.7497
p-value] 0.4175 0.2651
2= 1 37 6.95+0.33 40 6.97+0.33
%423 37 7.04+0.34 40 7.05+0.36
Change from baseline 37 0.08+0.24 40 0.08+0.32 0.9541
Total protein p-value 0.0414 0.1269
LH=24 37 6.94+0.36 40 7.05+0.32
Change from baseline 37 -0.02+0.31 40 0.08%0.31 0.1779
p-value| 0.7553 0.1068
Albumin 2E 1 37 4.3440.24 40 4.3340.20
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ANEZOIESCINY) CH == (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
&=23 37 4.39+0.23 40 4.38+0.26
Change from baseline 37 0.05+0.15 40 0.05+0.20 0.8715
p-value] 0.0373 0.1361
U424 37 5.44+6.52 40 4.38+0.24
Change from baseline 37 1.10+£6.49 40 0.05+0.19 0.3283
p-value| 0.3083 0.1382
HE A 37 21.30£6.09 40 23.083+£11.55
&=23 37 20.95+6.24 40 21.95+13.18
Change from baseline 37 -0.35+4.58 40 -1.08+5.25 0.5228
AST(GOT) p—value| 0.6439 0.2029
&H=24 37 20.22+£5.87 40 22.88+13.40
Change from baseline 37 -1.08+3.59 40 -0.15+6.85 0.4533
p-value] 0.0755 0.8905
HEA 37 25.43+14.62 40 26.73+£19.07
&=23 37 24.27+£12.62 40 30.55+39.91
Change from baseline 37 -1.16+£10.90 40 3.83+£31.72 0.3536
ALT(GPT) p-value| 0.5207 0.4502
&H=24 37 23.03+11.49 40 31.95+40.54
Change from baseline 37 -2.41+£10.88 40 5.23+£32.90 0.1718
p-value] 0.1871 0.3213
HE A 37 54.35+18.083 40 51.80+14.66
%e 3 37 54.19+18.82 40 53.08+16.37
Alkaline Change from baseline 37 -0.16%£5.76 40 1.28+£5.37 0.2608
p-value] 0.8649 0.1415
phosphatase
&H=24 37 53.27+£17.32 40 52.60+£16.42
Change from baseline 37 -1.08+5.88 40 0.80+6.06 0.1714
p-value/ 0.2708 0.4086
gHE A 37 0.69+0.25 40 0.70+0.22
%E 3 37 0.66+0.28 40 0.75+0.28
Change from baseline 37 -0.03%£0.20 40 0.05+0.25 0.1141
Total bilirubin p-value| 0.3653 0.1897
8E 4 37 0.67+0.23 40 0.72+0.23
Change from baseline 37 -0.03£0.19 40 0.02+0.23 0.3357
p-value] 0.4269 0.5551
HEA 37 0.17£0.07 40 0.18+0.07
%e 3 37 0.16+0.08 40 0.08+0.07
Change from baseline 37 -0.00+£0.05 40 0.01+0.07 0.5943
Direct bilirubin p-value] 0.8032 0.6273
8E 4 37 0.17+0.07 40 0.18+0.07
Change from baseline 37 0.00+0.05 40 0.00+0.06 0.8559
p-value] 0.5639 0.8001
y-GTP 22 37 38.97+32.56 40 37.454+43.83
HE3 37 37.84+31.85 40 38.53+£60.37
Change from baseline 37 -1.14+11.11 40 1.08+23.65 0.5975
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ANEZOIESCI DY) =z (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
p-value/ 0.5381 0.7753
HE4 37 33.30+£26.05 40 39.63+£62.15
Change from baseline 37 -5.68+11.44 40 2.18+£25.34 0.0816
p-value/ 0.0046 0.5903
HE A 37 200.97+£31.70 40 193.88+29.80
%e 3 37 194.78+28.93 40 200.25+32.97
Total Change from baseline 37 -6.19+16.97 40 6.38+19.43 0.0035
p-value| 0.0329 0.0446
cholesterol
8E 4 37 191.81+30.16 40 193.95+28.80
Change from baseline 37 -9.16+22.57 40 0.08+15.78 0.0429
p-value/ 0.0184 0.9762
HEA 37 125.95+62.09 40 140.05+89.92
2%e 3 37 122.59+63.39 40 129.25+72.25
Change from baseline 37 -3.35+50.04 40 -10.80+£68.47 0.5899
Triglyceride p-value/ 0.6861 0.3246
8E 4 37 115.35+80.08 40 131.55+74.41
Change from baseline 37 -10.59+57.19 40 -8.50+75.40 0.8918
p-value] 0.2672 0.4801
22 37 52.38+10.27 40 50.20+10.24
HE3 37 52.68+10.16 40 52.23+10.88
HOL- Change from baseline 37 0.30+5.85 40 2.03%+6.05 0.2074
p-value/ 0.7590 0.0408
cholesterol
HE4 37 51.244+9.65 40 51.55+11.50
Change from baseline 37 -1.14£5.02 40 1.35+5.85 0.0498
p-value/ 0.1773 0.1522
221 37 119.49+26.67 40 110.85+22.84
HE3 37 115.43+£22.86 40 118.63+£27.39
LDL- Change from baseline 37 -4.05+14.73 40 7.78+£20.04 0.0045
p-value/ 0.1027 0.0187
cholesterol
HE4 37 115.35+27.88 40 113.63+£26.70
Change from baseline 37 -4.14+21.41 40 2.78%+17.00 0.1197
p-value] 0.2478 0.3084
22 37 140.92+2.05 40 140.63+1.66
HE3 37 140.54+1.88 40 140.23+1.29
Change from baseline 37 -0.38+1.62 40 -0.40+1.43 0.9506
Sodium p-value/ 0.1645 0.0844
HE4 37 140.51+1.64 40 140.33%£1.72
Change from baseline 37 -0.41£1.76 40 -0.30%£1.83 0.7974
p-value] 0.1686 0.3058
Potassium HE1 37 4.32+0.29 40 4.39+£0.28
%423 37 4.35+0.27 40 4.27+0.30
Change from baseline 37 0.03+0.28 40 -0.124+0.30 0.0326
p-value/ 0.5629 0.0175
HE4 37 4.21+£0.28 40 4.19+£0.23
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ANEZOIESCI DY) =z (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
Change from baseline 37 -0.11£0.26 40 -0.20+0.27 0.1526
p-value/ 0.0106 <0.0001
HE 1 37 104.78+1.69 40 104.58+1.93
g$E3 37 104.03£1.76 40 103.63+1.98
Change from baseline 37 -0.76+1.57 40 -0.95+1.75 0.6130
Chloride p-value[ 0.0058 0.0015
HE4 37 104.92+2.03 40 104.03+1.93
Change from baseline 37 0.14+1.73 40 -0.55+1.89 0.1029
p-value[ 0.6385 0.0739

*x. Compared between groups; p—-value by t —test
[: Compared within groups; p—value by paired t-test

(3) & A

L AN B 24 ZIE Table 3901 MAIGIRCH = ZAIS2S 2AF ZDXI0 CHEHO
HAMBACR US0 22U ¥ 22 HIDEIRCH (22109 ZD9h %23 L 2240 A
AHOIO] SLA o)

SEHECZ ENW ZU S£28 XI0IE ULEH = ZAIRRELE AIEZ2 WA Urine pH(EE4),
Urine Leukocyte(2=3, 4) 0IA D A= WU A= Urine pH(&2&4), Urine Leukocyte(2=
4), Urine Occult blood(2&4), Urine RBC(&&4) OIRULH HIF &AL Z EH=E A2 32, Al

X0 2ol ‘LAaE Ro/40l el (Non-clinical significance)’0l EZHEHE| A CH,

kA

S =2 SAHE2Z K9
Leukocyte(p=0.0035, p=0.0047) 2Lt AIEXO 2ol ‘LAH KRIHO

significance) 0| TS T AL,

o

A0IE 2ol = SBMI= EHE3, 40AH Urine
o

£©

2(Non-clinical

Table 39. 228 & ZAl (ITT set)

NEZOIES2I10Y) CH == (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
HE A 37 1.02+0.01 40 1.02+0.01
%423 37 1.02+0.01 40 1.02+0.01
Urine S.G Change from baseline 37 -0.00£0.01 40 0.00+£0.01 0.4299
p-value| 0.5673 0.5775
U424 37 1.02+0.01 40 1.02+0.01
Change from baseline 37 -0.00£0.01 40 0.00+£0.01 0.2476
p-value/ 0.6071 0.2595
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ANEZOIESCINY) th &= =2(Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
Y= 37 5.89+0.91 40 6.08+0.94
82 37 5.59+0.75 40 5.78+0.75
Urine pH Change from baseline 37 -0.30£1.00 40 -0.30+0.98 1.0000
p-value/ 0.0770 0.0599
8§E 4 37 5.54+0.62 40 5.58+0.98
Change from baseline 37 -0.35+0.96 40 -0.50+1.08 0.5373
p-value/ 0.0318 0.0059
Urine Glucose
223 24
221 N p-value§ N p-value§
&4 gl & &t =2 B4
a4 37 0 37 0
37 37
AE 2 HI&E & 0 0 0 0
p-value§ - _
&4t 40 0 40 0
40 40
== Hl & &t 0 0 0 0
p-value§ - _
Urine Color
823 24
821 N p-value§ N p-value§
4t Hl & At oA HI & A
A 37 0 37 0
37 37
ANEZ HIA A 0 0 0 0
p-value§ - _
4 39 0 39 0
40 40
== HI&E & 1 0 1 0
p-value§ - _
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Urine Leukocyte
823 8§24
221 N p-value§ N p-value§
54t Hl & At oA HI & A
PN 12 2 10 4
37 37
ANE 2 HI&E & 12 11 12 11
p-value§ 0.0075 0.0455
0.0035 0.0047
X At 12 5 13 4
40 40
== gl & &t 11 12 12 11
p-value§ 0.1336 0.0455
Urine Bilirubin
823 824
821 N p-value§ N p-value§
PSRy Hl & At oAt HI & A
A 37 0 36 1
37 37
ANEZ Hl & At 0 0 0 0
p-value§ - _
a4 40 0 40 0
40 40
== HI&E & 0 0 0 0
p-value§ - _
Urine Ketone
dE3 224
821 N p-value§ N p—-value§
PSRy bl & &t oAt HI & A
A 35 1 34 2
37 37
AlE 2 PSP 0 1 1 0
p-value§ 0.3173 1.0000 0.5637
0.7055
A 37 1 36 2
40 40
== Hl & At 2 0 2 0
p-value§ 0.5637 1.0000
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Urine S.G
223 824
221 N p-value§ N p-value§
54t Hl & At oA HI & &t
a4 34 0 34 0
37 37
ANE 2 HI&E & 2 1 2 1
p-value§ 0.1573 0.7055 0.1573
0.7055
&4t 35 4 35 4
40 40
== gl & &t 1 0 1 0
p-value§ 0.1797 0.1797
Urine Occult blood
823 824
821 N p-value§ N p-value§
PSRy Hl & At oAt HI & A
& at 20 5 22 3
37 37
ANEZ Hl & At 3 9 4 8
p-value§ 0.4795 0.7055
0.0881 0.1266
a4 11 10 10 11
40 40
== Hl & &t 4 15 3 16
p-value§ 0.1088 0.0325
Urine pH
28 E23 824
821 N p-value§ N p—-value§
PSRy bl & &t oAt HI & A
A 35 1 36 0
37 37
AlE 2 PSP 0 1 1 0
p-value§ 0.3173 -
1.0000 0.5637
& at 39 0 38 1
40 40
== Hl & At 1 0 1 0
p-value§ - 1.0000
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Urine Protein
823 24
221 N p-value§ N p-value§
54t HIA A oA HIA
a4 30 3 31 2
37 37
ANE 2 HI&E & 3 1 4 0
p-value§ 1.0000 0.4142
0.5930 0.5637
&4t 30 5 32 3
40 40
== gl & &t 3 2 3 2
p-value§ 0.4795 1.0000
Urine Urobilinogen
823 24
821 N p-value§ N p-value§
PSRy HIA A oAt HIA
A 37 0 37 0
37 37
ANEZ Hl & At 0 0 0 0
p-value§ - _ _
a4 40 0 40 0
40 40
== Hl & &t 0 0 0 0
p-value§ - _
Urine Nitrite
28 E23 24
821 N p-value§ N p—-value§
PSRy HI& A oAt HIA
A 36 1 37 0
37 37
AlE 2 PSP 0 0 0 0
p—-value§ - _
A 40 0 40 0
40 40
== Hl & At 0 0 0 0
p-value§ - _
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Urine WBC
g=3 224
221 N p-value§ N p-value§
54t HIA A oA HI & &t
PN 20 9 25 4
37 37
ANE 2 HI&E & 5 3 5 3
p-value§ 0.2850 0.7389
0.2568 0.6698
&4t 25 8 25 8
40 40
== gl & &t 6 1 5 2
p-value§ 0.5930 0.4054
Urine RBC
g3 EIESY)
821 N p-value§ N p-value§
PSRy HI & A oAt HI & A
A 16 6 16 6
37 37
ANEZ Hl & At 5 10 9 6
p-value§ 0.7630 0.4386
0.2513 0.4328
a4 13 6 10 9
40 40
== Hl & &t 2 19 2 19
p-value§ 0.1573 0.0348
§: p—value by McNemar test
11.4.3 IS A 2029 D
SN0l st 24 ZUUHAN EO 2 & 22 SHES=Z

A AUCH(Table 40).

Table 40. $E8 EAZ=Z HA (ITT set)
ANEZOOIES2I DY) tHZ&==2(Placebo)
N=37 N=40 p—valuex
n Mean+SD n Mean+SD
OH gt S22 37 73.89+7.82 40 72.98+9.63 0.6495
(3l) %23 37  76.68%£10.45 40 74.0348.13
Change from baseline 37 2.78+9.26 40 1.05+8.52 0.3947
p-value/ 0.0756 0.4403
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ANEZOIES2I DY) th &= (Placebo)
N=37 N=40 p-valuex
n Mean+SD n Mean+SD
2@E 4 36 75.08+9.63 36 74.33+£8.42
Change from baseline 36 0.89+8.42 36 0.53+8.29 0.8550
p-value/ 0.5306 0.7046
gE2 37 118.78+11.28 40 118.65+8.82 0.9538
2@E 3 37 120.62+9.44 40 118.43+9.59
P Change from baseline 37 1.84+12.60 40 -0.23+7.55 0.3919
oo p-value| 0.3810 0.8515
(mmHg)
2HE4 36 115.94+11.04 36 117.06+8.23
Change from baseline 36 -2.444+10.81 36 -0.504+9.78 0.4261
p-value/ 0.1834 0.7608
S22 37 76.84+7.64 40 77.73+£8.17 0.6248
2HE 3 37 77.65+7.85 40 77.20£7.73
NS, Change from baseline 37 0.81£7.58 40 -0.53£7.45 0.4379
T p-value| 0.5193 0.6581
(mmHg)
BHE4 36 75.86+9.14 36 76.92+6.64
Change from baseline 36 -1.00+8.29 36 0.33+7.04 0.4645
p-value/ 0.4741 0.7780
*x. Compared between groups; p—-value by t —test
[: Compared within groups; p—value by paired t-test
11.4.4 AHET AL 202 Bt
S0 M= AMAET AN O 2 20N EH U ZE Z2H0A SHESZ R8st
AOlE QUACH, S01 NS0l HIFMOZ BSE F2 ABXN i 2F YA R0y
22 (Non-clinical significance)’'0l B & *UCH Table 41).
Table 41. &28 A&T 2ZA (ITT set)
924
821 N p—-value§
& A HIA A
4t 28 2
A2 36
H| & A 4 2
CIESCILNY)
p-value§ 0.4142
0.7815
A 25 5
== 36
gl & &t 2 4
(Placebo)
p-value§ 0.2568
§: p—value by McNemar test
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- Clinical lab: Adiponectin, Insulin, Leptin, IL=2, IL-4, IFN-y
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S84 Bl 242 11 R4 Tt 2Xt K4 Boe= 2 ZU0IN S0 822 X0lE= paired t—test, £0_=22k
A0le S8 0l E=2 t-test2 Hlw SASIQICHL E&F A0IEHE Y 2S222A2E02 2HIM FH =2t2 M0IE
SE2AMZ4(ANCOVA)E S6t0 Hlu S446HACH
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Ut REA IR0 HXLE(%Fat)0l CHolo] ITT set2 U&= & 2M0M £0 8 = AlgZ2 0.43+1.44 %
2AZIAOH, IXZ2 0.03+1.41 % SIOIOIRILE =2 25 U |28 X0l= 22X FALH, 22+ =28t A0l 2E (K
S ACHp=0.0804).
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Table. 1. Composition of experimental diets

>

YUHSSREE TUSO 1 T2t SSUEA 20|
HAUER, DAYAO|Z (R0l 5 A0|5Eo|
1% MFAOZ 810 AIN-93M 0.3%, 1%, 3%

2t 10 of2|4 THEEE STt 20t Aols AEO|

Ingredient (g) Control HF HF+0.3%CO HF+1% CO HF+3% CO
Casein 140 173 173 173 173
Cornstarch 465.692 209.79 206.79 199.79 179.79
Dextrinized cornstarch 155 155 155 155 155
Sucrose 100 100 100 100 100
Soybeanoil 40 40 40 40 40
Lard 200 200 200 200
Fiber 50 62 62 62 62
Mineral mix 35 43 43 43 43
Vitamin mix 10 12 12 12 12
L-Cystine 1.8 22 2.2 2.2 22
Choline bitartrate 2.5 3 3 3 3
t-Butyl hydroquinone 0.008 0.01 0.01 0.01 0.01
Chito-oligo - - 3 10 30
Total (g) 1000 1000 1000 1000 1000
Total (kcal) 3802.8 4711.2 4699.2 4671.2 4591.2
Carbohydrate (kcal%) 75.8 395 39.3 389 379
Protein (kcal%) 14.7 14.7 14.7 14.8 15.1
Lipid (kcal%) 9.5 4538 46.0 46.2 47.0
kcal/g diet 3.80 47 4.7 4.7 4.6
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DRG0l gxz OiHl reldez o] Helkl= A £& =Qlet = 0| EMZ

#Ae|l Gene Ontology £ HIECZ 7|5 =2ZFE TSI A pathway

analysis & =35}t

(A) (B)

Raw data
(Total 25697 probes)

v

Pre-Processing : Selection probes
Normalization

|| 13389 probes ||

v

T s — i i s Statistical Test (LPE test, P<0.05) &
|Fold change|22, (HF vs Control)

v

DEGs selection
(P<0.05, 3% CO vs HF)

Clustering
(Hierarchical & K-means cluster)

Functional classification &
Pathway analysis related to obesity

Fig. 1. Quality control of RNA extracted from epididymal adipose tissue (A) and the flow chart

of cDNA microarray (B).

= G0N Y2 ZHYZIE meantSEM 2= LEILYID SPSS A mi7|X|E 0|&5H0]

TASIALE = A|ZXZ|2e| KHO|E HOtEZ| 2[5t T-test & HASHLD, SAH

Fol+E2 P<0.05 F=FO0|AM HSSIRACE Or0|2=20{20| H|O|E2] &S meantSD = LIEILHYUL
So|q ™Kt (Differentially expressed genes, DEGs)E MEGI7| /510 fold Zf 3 LPE test &

AIA|SHRCH (P<0.05).
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Fig. 2. Effect of chito-oligosaccharides supplementation on body weight change for 21 weeks in

mice fed a high fat diet. Values are expressed as mean + SEM (n=10/group).




5 NONFTS BIYUT L2 &2 XA FP HAHO|H H) W2 Ao ¥FE
2oLt 7|E22|nY MO WE Aol HIJOME KOIZ HOK 20 Aol Z8L 3%

IEZE|nY YGFTOM DXLAO] YFT CHH FoH2=z ROMMCE ol2e ZUE & M

—

N
Hm
o
L]
=
o
10
>t
of
oy
>
fot
H
N
1=
Jo
H
ra
oy
R
rir
1=
o
rx
ot
k=]
i
1=
o
[x
ki
oy
>
HU
ro
jels
I
m
rC

FU7 oPdS & & YUNICH I 2 L YW IO DX FBS AHE D DXYAO|
YN ROIMOR 7+ S SIEYD 3% JIES2DY MITHM Ao HY (EZ
+FEOE QOISP 2t AT WOMHCL E@ 5 LERWO Z DAWAOZAN RoNoz
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Table 2. Body weight and food intake in mice fed experimental diets

HF+0.3%
Control HF HF+1% CO HF+3% CO
co
Final body
36.3 + 1.3 448 + 1.2 458 + 0.9 442 + 1.5 417 + 1.1
weight(g)
Weight gain(g) 133 £ 1.0 218 + 1.0 227 £ 0.7 211 + 1.2 18.6 + 0.8*
Total intake(g) 541 + 12 462 + 9 470 + 17 466 + 15 472 + 11
0.025 + 0.047 + 0.048 + 0.045 + 0.039 +
FER
0.008 0.008 0.007 0.010 0.008*
Liver(g) 123 + 006 179 + 0.18 2.00 + 0.16 1.61 + 0.15 1.29 + 0.08*

Total visceral fat

(9)

237 + 0.28 3.83 + 0.11 3.72 + 0.08 3.72 £+ 0.21 3.52 + 0.20

Epididymal 133 £ 016 185 + 0.10 158 + 0.11 182 + 0.13 1.85 + 0.10
Perirenal 0.59 + 0.07 1.14 + 0.07 117 + 0.04 1.07 + 010 0.92 + 0.07*
Mesentric 035 + 0.05 0.64 + 005 0.74 + 0.04 0.61 + 0.08 0.57 = 0.05

* P<0.05 compared to the HF group
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290l FA Bt 3% 7|ESE|nY HF2e EF RANMLE AST £X|7} HOpRL. HE

[x

ALT X BHUEE sF22 HOF2L) N7zt Xo|7F HE HM SAH Rold2 EOlX|

BRUACE. T AX|MO] YdFAl 2 RAHEZE ORI 03% Z|IES2RTY HFA

ret

oxoz BEOL JELS2TY 1% 3% MHTAME DXWA0| HHRT Rol8 Xt0|S
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Table 3. Effect of chito-oligosaccharides supplementation on serum biochemical parameters in

mice fed a high fat diet

Control HF HF+0.3% CO HF+1% CO HF+3% CO

4+
4

AST (U/L) 230.7 £ 23.2 253.7 + 24,5 2253 + 147 213.3 + 184 1819 * 17.7*

+
4

1+

18.8 814 + 15.8

+

ALT (U/L) 821 + 9.8 185.3 * 52.0 155.0 + 245 118.6

Glucose

(mg/dL)

+
4

116.7 £ 9.2 1623 + 6.0 212.7 + 12.5* 177.7 + 127 177.8 = 6.9

* P<0.05 compared to the HF group.
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Fig. 3 Effect of chito-oligosaccharides supplementation on serum adipocyte secretory proteins,

leptin and adiponectin in mice fed a high fat diet. . Values are expressed as mean + SEM

(n=10/group).
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Fig. 4. Effect of chito-oligosaccharides supplementation on serum cholesterol (A), TG (B) and
free fatty acid (C) level in mice fed a high fat diet. Values are expressed as mean + SEM

(n=10/group). * P<0.05 compared to the HF group.
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Table 4. Differentially expressed gene by chito-oligosaccharides in high fat diet-induced obese

mice
. HF+CO 3%  Genebank
Fuctional group Gene name HF vs Con Cluster
vs Con number
Cytokine CD84 antigen (Cd84) 528 + 061 274 + 043 NM 013489 1
production Fc receptor, IgE, high affinity [,
. 3.09 £ 0.34 189 + 016 NM 010185 1
gamma polypeptide (Fcerlg)
C-type lectin domain family 7,
299 + 048 138 + 0.30 NM 020008 1
member a (Clec7a)
solute carrier family 11 (proton-
coupled divalent metal ion 289 + 047 209 + 0.26 NM 013612 1
transporters), member 1 (Slcllal)
caspase 1 (Caspl) 284 + 030 153 + 032 NM 009807 1
CD83 antigen (Cd83) 222 + 049 1.07 £+ 020 NM 009856 1
CD209b antigen (Cd209b),
. ] -3.22 + 097 -1.22 £ 091 NM 026972 2
transcript variant 1
Immune cell  integrin, alpha D (Itgad) 1118 + 019 415+ 065 NM001029872 1
activation linker for activation of T cells
family, member 2 (Lat2), transcript 7.74 £ 0.56 454 + 029 NM 022964 1
variant 2
lymphocyte cytosolic protein 1
ympnocy y P 565 + 044 264 £+ 021 NM 008879 1
(Lepl)
interleukin 7 receptor (I7r) 5.51 + 0.68 2.68 + 040 NM 008372 1
B-cell linker (BInk) 5.00 + 040 249 + 042 NM 008528 1
T-cell, immune regulator 1, ATPase,
H+ transporting, 448 + 0.56 3.03 £+ 0.22 NM 016921 1
lysosomalVOproteinA3(Tcirgl)
vav 1 oncogene (Vavl) 3.28 + 0.34 206 £+ 035 NM 011691 1
tumor protein D52 (Tpd52),
. . 312 + 040 168 + 022 NM 009412 1
transcript variant 5
Immune system MYyosin IF (Myolf) 7.70 + 0.57 410 £ 048 NM 053214 1
process

cell adhesion molecule 1 (Cam1) 540 + 0.83 173 + 0.24 NM 018770 1

coronin, actin binding protein 1A
(Corola)

444 £ 037 204 £+ 0.79 NM 009898 1

protein tyrosine phosphatase, non-
. 397 £ 034 232 + 0.22 \M 001077705 1
receptor type 6 (Ptpn6), transcript
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variant 2

G protein-coupled receptor 109A

-214 + 0.67 103 + 031 NM 030701
(Gpr109a)
Inflammatory chemokine (C-C motif) ligand 4
6.08 + 0.68 203 + 060 NM 013652
response (Ccl4)
chemokine (C-C motif) ligand 3
260 £ 051 126 £+ 019 NM 011337
(Ccl3)
chemokine (C-C motif) receptor 5
484 + 042 2.07 + 037 NM 009917
(Ccrb)
CD180 antigen (Cd180) 473 + 0.53 278 + 028 NM 008533
toll-like receptor 8 (TIr8) 343 £ 0.39 169 + 055 NM 133212
toll-like receptor 13 (TIr13) 5.60 + 0.59 2.63 + 0.25 NM 205820
Fc receptor, IgG, high affinity 1
333 £ 0.34 1.82 + 0.25 NM 010186
(Fcgrl)
tumor necrosis factor receptor
superfamily, member 11a 324 £ 042 159 + 0.26  NM 009399
(Tnfrsflla)
lymphocyte antigen 86 (Ly86) 3.08 + 0.36 184 + 019 NM 010745
complement component 1, q
subcomponent, beta polypeptide 269 + 039 150 £+ 019 NM 009777
(Clgb)
complement component 1, q
i 254 + 047 142 + 016 NM 007574
subcomponent, C chain (C1qc)
mast cell protease 6 (Mcpt6) 242 + 146 1.02 £+ 0.25 NM 010781
interleukin 17 receptor E (Il17re),
) ) -243 + 051  -138 + 033 NM 145826
transcript variant 1
orosomucoid 1 (Orm1) -2.87 + 0.57 -1.67 £+ 040 NM 008768
Fat cell ectonucleotide pyrophosphatase/
. L. . 237 + 053 128 + 0.28 NM 008813
differentiation  phosphodiesterase 1 (Enppl)
resistin (Retn) -213 + 031 -1.20 + 0.37 NM 022984
adrenergic receptor, beta 3 (Adrb3) -2.68 + 0.28 -1.10 £ 0.17 NM 013462
cDNA sequence BC054059
) i -2.84 + 048  -158 + 042 NM 145635
(BCO54059, Adipogenin, Smafl)
Lipid metabolic prostaglandin D2 synthase 2,
o 5.79 + 0.55 219 + 029 NM 019455
process hematopoietic (Ptgds2)
arylacetamide deacetylase-like 1 466 + 060 276+ 039 NM 178772




(Aadacll)

thromboxane A synthase 1, platelet

312 £ 0.56 161 + 036 NM 011539
(Tbxasl)
RIKEN cDNA E330036I19 gene
. 3.10 £ 047 208 £+ 0.27 NM 144915
(E330036119Rik)
epoxide hydrolase 2, cytoplasmic
-220 + 039  -148 + 022 NM 007940
(Ephx2)
hospholipase A2, group IIE
PRoSpRoTp group -237 £ 051 -1.14 + 056 NM 012044
(Pla2g2e)
aldhehyde dehydrogenase family 5,
) -243 + 030  -146 £ 022 NM 172532
subfamily Al (Aldh5al)
fatty acid synthase (Fasn) -243 + 0.25 -1.24 + 0.08 NM 007988
acyl-CoA synthetase medium-chain
) -287 + 068 -181 + 0.72 NM 178758
family member 5 (Acsmb5)
Lipid transport  apolipoprotein B mRNA editing
enzyme, catalytic polypeptide 1 406 £ 0.20 196 + 0.33 NM 031159
(Apobecl), transcript variant 1
adipose differentiation related
) 223 + 030 130 + 0.30 NM 007408
protein (Adfp)
apolipoprotein C-I (Apocl) -226 + 049  -131+ 058 NM 007469
retinol binding protein 4, plasma
-488 + 052 -268 + 0.69 NM 011255
(Rbp4)
retinol binding protein 7, cellular
-5.23 + 0.39 -2.34 £ 066 NM 022020
(Rbp?)
Protein cathepsin K (Ctsk) 7.95 + 0.78 2.85 + 029 NM 007802
metabolic
process dipeptidase 2 (Dpep2) 6.01 £ 0.63 281 + 040 NM 176913
matrix metallopeptidase 12
499 + 091 164 + 057 NM 008605
(Mmp12)
a disintegrin and metallopeptidase
) 478 + 0.58 2.81 + 027 NM 007403
domain 8 (Adam8)
plasminogen activator, urokinase
3.88 + 031 188 + 0.07 NM 008873
(Plau)
legumain (Lgmn) 375+ 0.26 242 + 042 NM 011175
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alanyl (membrane) aminopeptidase

362 £ 0.57 214 + 028 NM 008486
(Anpep)
tissueinhibitorofmetalloproteinase
. . . 314 + 0.67 143 + 010 NM 011593
1 (Timp1l), transcript variant 2
protein kinase C, beta (Prkcb) 3.09 + 046 154 + 041 NM 008855
matrix metallopeptidase 14
. 3.02 + 0.29 165 + 049 NM 008608
(membrane-inserted) (Mmp14)
Rho GTPase activating protein 30
3.00 £ 0.29 1.64 + 0.32 \M 001005508
(Arhgap30)
cathepsin S (Ctss) 295 + 031 141 + 0.37 NM 021281
protein tyrosine phosphatase,
290 + 0.38 157 + 0.30 NM 011216
receptor type, O (Ptpro)
mast cell protease 4 (Mcpt4) 289 + 135 123 + 028 NM 010779
carboxypeptidase A3, mast cell
288 + 133 102 + 037 NM 007753
(Cpa3)
testis derived transcript (Tes),
. . 247 + 050 128 + 0.22 NM 011570
transcript variant 1
lutaminyl-peptide cyclotransferase
I .y Pep / 238 + 0.74 1.05 + 042 NM 027455
(glutaminyl cyclase) (Qpct)
matrix metallopeptidase 3(Mmp3) 216 + 058 112 + 014 NM 010809
matrix metallopeptidase
213 + 0.34 115+ 029 NM 008607
13(Mmp13)
chymase 1, mast cell (Cmal) 205 + 1.33 -1.10 + 030 NM 010780
F-box protein 21 (Fbxo21) -2.16 + 0.37 -1.22 + 0.26 NM 145564
Others minichromosome maintenance
deficient 6 (MIS5 homolog, S. 237 + 031 1.35 + 0.23 NM 008567
pombe) (S. cerevisiae) (Mcm6)
IQ motif containing GTPase
o . 226 + 0.26 135+ 037 NM 016721
activating protein 1 (Iggapl)
tubulin, beta 6 (Tubb6) 221 + 032 1.22 + 018 NM 026473
actin, beta (Actb) -2.15 + 0.16 1.12 + 0.96 NM 007393
v-myc myelocytomatosis viral
oncogene homolog 1, lung -375+ 049  -167 £ 055 NM 008506

carcinomaderived(avian)(Mycl1)
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Fig. 9. Pathway analysis from differentially expressed genes by 3% chito-oligosaccharide diet in

high fat diet-induced obese mice using Ingenuity system 8.6.
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