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4. AN TR 7| HEEIP
II. A EM S HZE A9 28H M (Completeness of Protocol, CRF)

5. A=MO| +HEEE Bl=71?

6. Al=lM2t S|7ISM 2| Epd0f OHOHO|Lt a2 Q=71

FH

V. 87 A & SI7HH 0| MM (Study design & methodology)

7. 7 20| ol EfFet?

12. @712 MERI?

V. CHAXE MH 9| MMM (Study population & inclusion/exclusion etc. )

16. CHEALE] X|2|7|2=0] B=hetrt?

18. HHEArS] 2EHAYO| HIelrt?

VI. o] EMutH =0| MMM (Study procedure, Effectiveness & Safety etc. )
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AL ISAE 718 /i Al ANMBARS =H QUMESAIR 2|7 |E(Guideline for Good Clinical
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(Ref: AbuMweis SS 2|. Optimizing clinical trial design for assessing
the efficacy of functional foods. Nutr Rev 68(8):485-499, 2010)

(323 2] ARSI LA HRHOIA])

028 ‘ LT ISAHE HLXIS L/t IMESAIE A JH0I= [212I01 OHHA




3-1. Algd A

‘I8 H=Y JlsdE MMz YSol| fleh UMMEAIE2 HI0IHO| £12[g0] 22 Z0{0F 5tH,
Azl Helgs =017| laiMs Hekbias)2l YIS Zlastohs X0| SQ0IT

oo

Hekbias)2 QUMMESAIRS A&, 3, &4 % 21} oM S IFYOIM g FFXIS FHAUMAM
HOLPA == 2450| ASHY deds Fotle A2, HIEE, Hoetl: Sh=t 2 AUAUM=

50|21 7452 SIZCL

HMSAIZZ AFO| ot= A2t Heks 20| Slof7 1= oEY| M=o 7ts
F2IE 712 00F SIT.

o

5t 2lAasfsize St

QUMHEA AN HEO| Yot 2AS2 IR Lot B0 Of Mo ANKHSAIZHUN Heg 2017

5
SISt 71 23t AIF A W#0| 2X2{6E(randomization) 2t &7 12 (blind)0|C.

H 2 Z2]HiZE (Randomization)

Tl
4>
)
rr
H
rn
El
e
rE
1>
!
]
k
1
[0
HU
ofm
>
el
3
0
2
1
oM
fo
ro
fo
b
o
O

SEOHY WHOBE i PALIMTI H2 DX S0| UL T PILIHTOR, FARIL
LAES 0185(0] EO{E £XI0] 205101 RIS HHEeH: WHORM TS Rl TSt 22| HiYs
01551717+ 27H55H, SHBOIZ0] 2J5t0] A RIS 47} SO IR HIT T 201 BIS)= R
A7} BIZEE 2 7| 4 ks WHOICL B2 PAIHOIRt

, g U8 9l 27 ot = 749
= St== S=5| A7 SHOF SHAIZE 25 LHOAM
LA E = 20l =X GI=0HK| 2 2E0| S2et 27|= #F0{0F o}, AN} TE QES0|
A
e

223712 U 4 YEE 57| Uoi0l S237IS 27 014 AZ510] DHRIZ 2 220| M EI5E =
2

Ch7 |2 QUMM AR R0 SAYE Bits SY(SEE M 32 fAR2E FEots 712HolM
TElot Zt QUMK EAIE HAZ| 20| M2t B9 g

A2 M2t B2t StAL = Ho| et 25
Q8 7|1 =54S(AU==89, U0, 98 )0 ot Szh= 2 & oA FHE BiE0| 7t

ofiz=l, 0| A2 A2 0| QUMMEAHN HS FE0IH.

AZolopmorr AZolEorEEk | (29

KE BlY8ixIic - € 1Hvd




A
|:,|-A oxio
““L,E;"TI ol Zictst T2 @
8 JHs3HH, Ol ZOIM HIXIX| IEE A2 B0/(E2 5Y)2
7 o

o
USO SN 2ES UYL W JHSot0 FA9= S 22E 2Tok= YEY

- A =71 1008 Olote 3 =2t At 7|2 54 0| HIE0| HE 7t5d0
@@ =O0IX|H, 0|Z E¥5t7| flol 25 FA2HHE YEE A8e
sz oxo | AEO 2t 0| 255 USH 2 25 WM 2ARAUHYEE US0 AIEE
HY = Of: A2t B2l = 7tX| S 20| 12, A0f| 2F, BOi| 24 &Tot= YE2 S 671K

(AABB, BBAA, ABAB, BABA, ABBA, BAAB)

(EH: Doig GS et al. Randomization and allocation concealment: a practical guide for researchers. J Crit Care. 2005;20:187-91)
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3-2. A& CIXKI(Study Design)

QIMNMEA RS A= A7 HYCZE MYE ANFHUHAXEE AT EZN A2 Hi™GHH
H|Wat=0l O|2&Es F7HX| A M7 Q1 It (parallel design)t wAHSH(crossover design)Z
TR UACH

H 23 24 (Parallel design)
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Assessed for eligibility (n= )

o 3= * o AIRtHYASOIIA S Al Z00f thet QA 20l
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(MU0 st 2 2 UAASS 32 6RE B[R
c ANE HO 7|2S ST AIFEN MU, Al SF0 SME Hel A 5 2
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° « 27| 712 SUGAL HAGAL, AO0IZ=AL HE Al SE 7IECR S AYH
W (U BIIGHD, FRIX0) Cish Q1@ 22 0|RE H7Y|)
« = =Sy =1 | =P Je) pSpSE=a
_?_E‘f-?—l HH@ - __LLOH (_)|6—.'_‘7f:|-4 T—|T| HHO S
- 2h 2 B Qlpi4 HY|
=1 A3 ARV E0 EHEes BY"
ST + 2 QIR W] 22 QIRIAE HUOID 22 092 7|8
- NE B2 3 WIS OS24 S2 ek, SA 21 24M outlier 59 21
NEBRS | 2N 03t 255 Y= BI|3
ZADK| 2M < SN ER = BE HHA Qs HY|(HE ARE ML =29 22 & MEtl F=
2401 BraEig
=2 82 B 4 7|HEI0{0F BH= Flow diagram 2 CH29) MAIS THE 4 S

Excluded (n=)

- Withdrew consent (n= ]
- Not meeting inclusion/ exclusion

criteria (n=)
- Tracking failure (n=)

Randomized (n= )

|

Allocated to Active group (n=)

Allocated to Placebo group (n=)
- Received allocated intervention (n= )

Completed follow-up (n= )

Lost to follow-up (n= )

- Withdrew consent (n= )

- Received allocated intervention (n= ) | Allocation

Completed follow-up (=) | .

Lost to follow-up (n= ) Follow-Up

Safety analysis (n=)

Efficacy analysis, FAS (n=) .
————————— Analysis

Excluded from efficacy analysis (n=)
- Not meeting exclusion criteria (n=)

Safety analysis (n=)

Efficacy analysis, FAS (n= )

Excluded from efficacy analysis (n= )
- No data after randomization (n=)
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H u Xt &HI(Cross-over Design)
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oI IR0 2t T 4 UC,

AY7ISHE 7ML Al UMEEAIY EA0 HEL 4 Uz WXL UAEAE Mg AAUHYAES
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2 3 42 WPt REN W 22, US| SIS Y B 4 Q01 WAt 947 BHEsI,
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4-1. CHEAH 8™ & Ml J1=

CIMMEAEUAN HAAE HEG EfYot MESH=E A2 AMAEZAIES AZlek= o AN IR
ZQ%H HA0|H, HAXE AF| ZSAI7|= MAET7|Z(inclusion criteria)dt AIEA QA7 =
X217 |Z(exclusion criteria)0il 2loH CHAIXIS] Alg] &0 O4E7t HIHEICH

HEAtE AIRSHO Oeh ARAE 7IsdE %%35'1#
DAt 280 o, 94, 2F, MS-MESX=EBMI), &
=8 GF, O dd7IsA=2 8FI0E, L2, MHI%% ’SE

S& o] Mg MeviEs 2deltt.

H CHaPXIe] ME/mIel J1Ee] HEd
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UMM SN AlFESEHAY AE)Q HFFS 4Ho| YciMeE 7IsHYRY 7[sd QNN E
I2H0f 5t 7|sde E0ls EASHe] HHF0] YHXOl HF IEHUM HF 7ttt 8FQIX| £t
0245{0F STt MFT TS o= SHESHAE A 7|29 AINMEAY AlE o &
Qon, SHUSATIL ICHH, FAISH SHZ0IM £lE = 7 0|42 "HY ST QUIMESAIR" A0
REFH@EU#I% RS = QIO ot 7|E0 HOHED = MSZ0I2HH, HHE D U= 8F 52 &il=
St7ALE SSAIZ0|LE ZEAT Z0IN 2 (extrapolationys &&8 2~ UL

HFS H™67| Yot AIXZIF BES AR pilot studyS E510] MM S MESHS E AIGS
#3li5h= Z40] HEZRIOICH MF2FS MXot7| It pilot studyXlA FOJ&H M2 227t9] X015 HE S|
2O 2 M threshold = plateau E117t LMGH= 22F HQIS MEHGH= 242 T|SHOF SHCH= &O|C E5H
S HRE YT @ 48 42 g7 7|120] S0LIA HEE dEstA s d%e £+ U=
MHst +ZF0 = 430ok= 40| S0t

ESH A AN UNME 7ISHE= 4 #0tOtL 2t L0|-dE - AZH S &2 A E4k
24510} it

g S0, HAEBEZ0| Y= MH2 SAHE 420 012 =Lt SUAHE Kot SUE &QlsH| st
QIMEEA A HAKIE HABSEZ0| U= AR MYst 22, SHUAHE S+ EZ S2UAHE
SES JFFT| Qe FBYEE JIEN YT ST = AHH0F SuE 0l -~ RIS AO|Ch
HHZ AE AHEZES 0.890M 3.2g71K A&t M3l ATE EUZ, HASZ0| L= A=A 292
AE AHES HFATI 2 3 XAE E= XA A ks O|X[X| 2513 =, ASEE0|
U= AHROME 290 =2 0| HRE 4 ULt

HF 20| A¥E 20| FIHECE AL M3teA, Melsh, He SRl AARO| Qo HatE= 24417t
7|21&(Circadian rhythm) & Y7 |4(diurnal periodicity)S 124610] M| Al7|1S SXGHOFSICE. OIS S
0 SAHIES LF7|HS 112510 7| HIHE floh OFElE MQls MA2t Mol Al ABIE 2g/day
£ Y7I5I=5 ot= 4% Q.
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RatOlA 7|sH¥= AS 10, 50, 100mg/kgBW/day (¥ HS(kg)d 1¥ &FZ(mg)2
HF/st 20 50mg/kgBW/day2t 100mg/kgBW/day &IFIZ0IA 0 H|s RZ{Q1 Ayt
LIEFSCE [2tA, 50mg/kgBW/dayE QIMOIA L] HFF L2 Sthtot X} St RatOlM QM= 2| =
_ _ _ |
MEHMOH| 2HtA S 0.162 AFEoHH, 50mg/kgBW/day: 8mg/kgBW/day2 StAtE| 11 o
2l ME 60kg XE Al 480mg/day= SHHEICE 0|2 20| ASE HHFO| ATAE ’51%5}04 %
ZEZHMOR oy M= Se dHES 48 &
H>
Species Reference Toconvertdose To convert human EH
body in mg/kg to dose in mg/kg to &=
weight  dose in mgim’, AED in mg/kg either o
g dividebyK, iy Divide N
human  human 53
dose by dose by JDZ
Human 60 37 x
Mouse 0oz 3 123 0081 Bl
Hamster 0.08 5 74 0135 t
Rat IR L] i] 6.2 0162 -
Femet 030 7 53 D189
Guinea pig 040 8 46 0218
Rabbat 18 12 31 D324
Dog 10 20 1.8 0541
Monkeys (rhesus) 3 12 31 0324
Marmiset 0.35 6 6.2 0.162
Souirrel mankey (LN] 7 5.3 0183
Babaon 12 20 18 0541
Micro pig 12 7 14 0730
Mini pig 40 35 1.1 0948
*Data adapted and modified from FDA draft guidelines.™ FDA: Food
and Drug Administration, AED: Animal equivalent dose
(EX: Guidance for Industry — Estimating the Maximum Safe Starting Dose in Initial Clinical Trials for
Therapeutics in Adult Healthy Volunteers. U.S. FDA.; Nair AB, Jacob S. A simple practice guide for
dose conversion between animals and human. J Basic Clin Pharm. 2016 Mar;7(2):27-31.)

QA AN AR 22 HFE2 UEE AHSTE Soll 2EE0 Mot 831 AHF8E Vst 8=
H7[oh= 20| B,

fjo

Ine 930 Subjects drank the beverages twice per day for a
wial daily dose of Omg/d GSE (Placebo) or 300 me/d GSE
Beverages were provided by Coca-Cola Company, on behalf of
Polyphenolics The use of 300mg/d dose is based on our
previcus finding that inclusion of the same dose significantdy
reduced BP in the membolic syndrome padents and
pre-hypertension individuals™ 7, Beverages were prepared in
theee barches on three differenr occasions based on the
dispensing plan of randomisadeon over the study period and

(EX: Park E et al. Effects of grape seed extract beverage on blood pressure and metabolic indices
in individuals with pre—hypertension: a randomised, double-blinded, two-arm, parallel, placebo—
controlled trial. Br J Nutr. 2016 Jan 28;115(2):226-38. doi: 10.1017/S0007114515004328. Epub
2015 Nov 16.)
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NE7IZHEF717H L SEFII1E 4E5| feiMe diE 7Isd @zt SRIstaAt st 71549
S48 Oofoliof ottt &, 7IsdE=z7t A8 + ULE J|sgE=0 &&= 7[20] S=aH0F
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IMHZAAAN 7|5dS E7ot7| ol 2= HO[QOIAHZE KAl Hal7t LEHE £ UES

1 2{S0{0F SfTt.
g S0, Z=HO| 7|5 JiM &1, Low Gl(glycemic index) food7t A% LU0 O|X|l= F&S
C

Si0I617| QoA HF7IZHS THEI2 S 4 QUL BB 7542 SOIGH| Qs 232t HEIa0f ot
AL QU T2JHI0|QEAN O3t & 7|50l sl AEKS-AHZO0| SHALS A DIXl= ZFHo
BE O 50| 2|, EE 2R0) TR} HAPIUS IR B2 02 WHE 4% Sl=d), T ofF

SUEO| 2l Low Gl food7t &Y ZEM AMX|Y Helof| D|X|= Fgks S+Hoh

ot U712 Y SHFTIE HAHE0 AN &1+ X|&7HsH(sustainability)dt S8 Iefot= AT

0= S01, Low Gl foodi= EQIGHTIR GH= 71540 M2t H21717H & SRZ7|7} 22k 4 Uck
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QUEL SFXIZH LT F7I2E A7t K&EE 89 S0 45 E= 8% 2R Y=EXOE HI0|20H
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A claim on maintenance of normal platelet aggregation has been evaluated by the Panel with a
favourable opinion (WSTC (EFSA, 2009a)), on the basis of: (i) a consistent effect of the
supplementation with WSTC on platelet aggregation which is sustained up to 28 days in subjects that
are representative of the target population for which the claim is intended and (ii) the biological
plausibility of this effect is supported by the presence of 37 identified compounds in aqueous tomato
extracts showing different degrees of inhibition of platelet aggregation in vitro and by the effects of
tomato extract on markers of platelet function in the animal study.

(EFSA Journal 2018;16(1):5136)
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HFSICH ANZSE TR 20| 43 FE0| TR LK, SAFAIB0| o5t PSS GI=X| 53 EHl6H= i
HOICF. AIZAIEO| 0/Z B0l 2, FUME0| SHYE0] U0 AO[HZAS S5 Holo) BF o
SRS B SHo| OfRICE 0 B, QI BRIS F517| 9I5101 17 AR EOIA T TSl b
AORFIZAIZ 501 TTt| AO494 ZEE Tofats 20| TR 0|t 5
QIHHBAIEO| Z2, SHI 0122 NS HAOR 61| TI20| ROl ZWE 7]t i 0f212 o
% O[L2t MBS AlZ A Sa HE0| Fiet LIEILIX Q=S SOF BiITE TiRtN ZA2TISAIS .
QIRIFBAIZINA AOIHEAS S5 AIR7I7t SO ARISO| Al0[3 2SS TR, AoIRIsHS =
S5 715y SUL QAR T2 AE 52 H26H HES Mstets 24 Halst iRENE 27| 93 S
Zm0at & 4 QICt bi
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IOr5t7] QIBHME AOLSFTADL TRSICH ABAES St 7154 20| 43 0[2/0) AIBHARIL
UAFO! AOLF THYOIM ST QU= UO| HT0| PSS OF £ U= 2FO0[24B, AFAZTI)
STE WIISP| OfASZIC,
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[ 3] Background diet@t AIAL0]| CHSH 2t2] O

Background diet
Mt els - TS 34 Y371 7ks « &8 =(compliance)2| X
(Free living) + UBHNQl SHANM 3= AT « AAL Hst0] 2IzEt
SME ZH5| Mgt  Jl54E #X5| FHo| o2
* HayREe] MOl H0| =5
225 Mgt o H| & Crekot %&! SRS o AAFEASI0| QIZE
(Partially controlled) | « CHAIKISO|A| 27t0] SEM0| 7Hs
25| Hst MBS | = US * G35 U= S40| LK 22
(Metabolically - J1SHS EX517| MEtst - THIE
controlled) . 01240 20| Q5
* ChAtXtel 30| Hagt
AlAtof| CHet 22| 0152 (Regimen of diet consumption)
2a|5kx| S * THetXtel Mol g0 &3 * AMZ[H0| o F
(No supervision) s AL O] &2 (dietary
compliance)E &QI5t7| It
MBI 0177} L st
+ Jl15gE N5 EH5| o2
gt * 7|58E ool 7+E =l « 21=0| ol Hegt
(Full direct U= LHA o DAL 2l 40] HOE
supervision)
AAE 28ote WHeZE AMME A& ol 22822 E= 2Ho| Metol= Y-O| AL
ot O|fet LSS HALS 2= ofo ZIdE +~ U1 Z= Glo| THE s UCE AAL HIetelo]
ATE Tl M= AXE AAE MEIGH AAS St 0|01 CHoll SI2At= Z=0tK| =Lt 0 CIXIRIS
YBNO = TI5EE S8ob7| gt A0[Ct. 2Lt A[gh Gl0| Rllet 3 ARAES 7IsEE BRG]
Plet WHS0| HR0IC. OF eViK|E HYAE ALz A0|QEo| #3LE AT E1I6I=S Sh=
Z0|C. 0= AAIE XS] Mletoh= =Lt HIE0| HIw A X4 SO XA = 2 EO0[ HCt

0] 29 20| M2t hYA0|IH MSdk= LA R SLA0| U5 Mleholor otH, +8& 7|2 YAt
=S HRE Y+ AU 0 YO HE2 HiE1 210 EO0| L5 XA 2EE HO
FH Ft= FoIo 2L AFAME L Vs dnte| HAE 26 (0 71y E2 TIARIO|G

O SL—
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Ao|x|2 Z2121-0[S 40| XIE 3 UM B2 3 21 17, 271E, EROR2 TYE OFY ANS
HIS.
Pérez-Jiménez J 2|. Bioavailability of phenolic antioxidants associated with dietary
FS o] fiber: plasma antioxidant capacity after acute and long-term intake in humans. Plant

Foods Hum Nutr 64(2):102-107, 2009
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- 1744 493,
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20X HRel 45 AE & 20|22 HO| R AF2 Mot 20| HO0| L SR AMES,
=t T3 S0}, THoF, 3 X3 55 G50 E=5 AE 2.
Devaraj S 2|. Dose-Response Study on the Effects of Purified Lycopene
HuES Supplementation on Biomarkers of Oxidative Stress. J Am Coll Nutr 27(2):267-273,

2008
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et

TZEAJ0[7} BLITL AB0| ARSI & F, SA7I7H AP} B 455, DAE N, 2} R

SX7I10] B 4% 3 S & 4310 AO[FTAT} AL, 2417t SIS 1001 BigoR I

AOIEAME | AAGIHT, AR DF U AKIOS B SA0| & (IS HAIGIO] SlAGH=E =22 o
I, A AR T ALASH AO|TAIA| AIOJMRIBISEAIS Sof 147 8t I Lol M3 -

>

S22 FAL

[=}

flavonids, Carotenoids &<

AOJX|A! VI SO oY, A HF= LEYLZ Moo, AolgH2 BYAIXE
. FARIE=S X

2725 2Es] 9 D2EI|A HF = SOXIO| 2l DNAZYE & gt M| Hiaf: 0F

T =18 WA QAAE. 2= FEFel3IX] 42(5):442-452, 2009

A7 =X 0|AZ2k=9| ehitel 2t

3O X7 (2SO 242t o
UM, Ml 7EK] MRS TS

A& X10|7F H(#S 1kge Control:0.15; Low-Iso:1.01;High Is0:2.01mg). 4%(7|2+2 &t
M & 1352 FIGH=S QAL Ml 7HR| MMHE 25 HFSH== oI, MIME Had
M{OFCt 3327+2] wash-out 717HS FUS.

Tl

M| 7¥X| Soy protein powders & SIS HF/oteS
FA SIS H|2BlL HES 7|02 0|AZ2H29| 51240

=

02

oo

AOIZAPYY | AlO[EFZARS StLte| MM G317 120 614 327 BB S 7ISot=S

AIO|XIR! HHNC =z AREA AAE St SHE, OHOMM, SLM, AIFX|, &, F5F, HIEHDI
T

. Fritz KL 2|. The in vivo antioxidant activity of soybean isoflavones in human

= subjects. Nutrition Research 23.479-487, 2003




[2] XIXIES

MR 71sd 259 2
SE7LE 24A17t 3l4EC
g 45t

7|5 SHE

54 DIMIAIE ARIIE
= AO[HFZALE oI 1

TELZ FAIEES StAL, H

X170l 2

K5}
10O =

EHH ZAZ(placebo) HEATRUAME= 3

tota HE R XR

a%0=

AIE Esﬁl% I

G BH | 0|AZRR, UORISUMY BE AV HE AUSE U 7| SN0 DRl Y

ST ORIl | S, 0fFi7 k0l A3t HIEAE (placebo) LHE A2

Al ?7':'5‘91 ES '%(placebo) 81 3639 O|aS2k=+d0t2|sdlt BEIE0 1252t
o 2¥ 1 T =

BAFAIZE AL 24X2E 318 o2

EEIV i S
- HaEe 7I=3

DIRISS BA MAS SIRRIRE, OlAZ2EE H5/S 512 36mg OILIZ SXloh| 2IdH
Aj0|x|Z) Sl2 28 1371, BEWI 122 01 HHoHK TS A0RIHS 8. 2ot 2z
SIS lo) LU0 BXIR, MBR S KR LS Tt
maes B 9L W2 5 OIS01A O[4BT 2/} B EINC BELH} BE A sE ¥
L

g7 800 DIxIE Fgt et=EefelEIX] 43(2):106-206, 2010
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o7 2%

YAHLT 7| A GF7F XL JHE0] DIX|= et

o

A C|XfQI 2ER| 0|5 =710 Qs LA E(placebo) CHAE ¢+
NEZ 239, IEZ 20302 L0, ABHTMATIE 7|4 50mg+HAER
A&t 150mg) EE& ZAE(placebo, HIAERI 200mg)S 2Z&4 AIF0)| 22 St SHA|
837t H7IE2 &t
AIO| A HA IS 24A[7F A Qs EALEAL, 83 YE M B 23], = 135
oSS TISFHEE &,
20| X[&] C1720]| 0otz SO WA Al 2 AL M3 02 R
2o 1201 9| IS O S0IA M7 F 27| A S HF7F MXISf 7h40) OIX /= 2af
St gf%g#gfzfz/x/ 43(4):333-423, 2010
Al 2X Licorice Flavonoid Qil (LFO)0| A|X|&, LHAEX[EN| O|X[= St
A O XL FEQ|, 0|5 =70 I8t CHEAE (placebo) THE AR
AXISE | D292 LIF K 83 SO LFO = XAIE(placebo)g AAL ® =1}
Al SHH HFE. 2o B XA E(placebo) 7HE MBSERUL, MY 59 42

LFO 1712t tHEAE (placebo) 270, £28F 152 42 LFO 2712 thEAE(placebo)
171, 18 182 82 LFO IWE HF[6t=S &

[ols
Ho

FAL AR, 5 4% 5, 8% S0 W M 32710 AO[NZ| S HES B,

=21

A
ou

'

A1 010 H=7t RE

OZASOIL NS GRS AL AlE LA Us

AlO|X|=! - =
e A2 AIZIOIA] RISIATZ.

Tominaga Y 9. Licorice flavonoid oil reduces total bodly fat and visceral fat in
S| overweight subjects: A randomized double-blind, placebo-comtrolled studly.

Obesity Research & Clinical Practice 3:169-178, 2009
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S = OMOFMZt ™R, Ast AEHA KB, S22 20| 0|X = Yt

¢t C|Xtl AR WX AI™

At CHAIKFS O OFORMZL BHR-El T, CHE AlEQ! UT|Z(wheat bran)0| SR E HEO|
= O wash-out 7|7+2 23,

242} 352 HIBEIYS

Ajo|ZE A

7—day AOIEF7IE2 2t 379 S A7IZH S OFX|2E 01 AR,

AlO| K= =7 -
HowA oS o
Jenkins D 2/ Health aspects of partially defatted flaxseed, including effect on
ks serum lipids, oxidative measures, and ex vivo androgen and progestin activity: a
controlled crossover trial. Am J Clin Nutr 69(3):395-402, 1999
AT =4 PhytosterolS Zafet O7+2l0] &2 AHZE S0 0K = S&
A Cixtol AL, 0I5 =710l oot CHAAIZ Tha ol
AE712t SOt RAFXI0|7| 2424 Ot 40g(control)Zt 8.6g2] A=A 7|12 Phytosterol
Al (46% (w/w) B-sitosterol, 26% campesterol, 20% stigmasterol)0| &S= D7+
40gS HF[ot=S & (219 SMOICH 4 21, 014 282).
AlO| =AM | SUSH RHO| A0S FUV| THZ0 ZAIGHA| 3.
S BE YRS ME7I7H S0 2 Y S22 X4 A0IS Tl oK 270l
aHFI0] M.
Weststrate JA £|. Safety Evaluation of Phytosterol Esters. Part 4. Faecal
Concentrations of Bile Acids and Neutral Sterols in Healthy Normoljpidaemic
ENFS Volunteers Consuming a Controlled Diet either with or without a Phytosterol
Ester-enriched Margarine. Food and Chemical Toxicology 37(11):1063-1071,
1999
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o =x DEAHED SMHX|YLM, OO R(Flaxseed oil)E M2 7Isd 2Y FctO7t
- MRS LDL YAt 3710 D|Rl= B3
=)
=
AR ORIl | P WA =
[4)]
Ix
e CIRISS 242t 2020710] & o] Ma|t 5 HES SABHES 4 A0S 83zt 3
2ad = 717t AfO[0] 4% E019] wash-out 7I17tS EUS. S
0l
H1
AOIZARYE | SUSH X0 A0IS | THE0 ZAIGHK S, =
J
AO|= LT SUA HEZ0 S| Epsta HUEXIAE HIES 456:15:4022 HF5H =
A10|X|A] St MOIXIES] 22 ANFA0]9] HL 75%E FctO, HEA0]9] 2 22 ERE ng
= HFot=E & 40|z HLiCt HADHSte| AN YA HOIA ALTIO0N 25 oY %
S =0 SIS X|=oldf| HF oIS . |ﬁ
St-Onge MP 2/ Consumption of a Functional Oil Rich in Phytosterols and
S| Medium—Chain Triglyceride Oil Improves Plasma Lipid Profiles in Men. J Nutr
133:1815-1820, 2003

o7 =y SHAEM, TEAHE, n-3 X[YL0] 281 FetO2tes 71582 EHXESEY
- M o5 HIt
A Cyxtel FAR| HY =T wRAT
AlB1ErH A0 CHRAOIE 242t 27 SO HFoHL A0] ZH0]l 4-857t S2t2| wash-out
IEaE RIS K
AO[ZAMH | Yot ZHO| MOIE FUV| THZ0 ZALSHK| 42,
4% MO0[= North American solid foodsE H2t5| £46t0{ MEot=t, 30Tt
AIO|XA! OS2t 2 MEES e 712 S Q70| 53 Y SYst FES 711 02 71X AES
e HZH=H| B35S 45%, THEHEl 15%, K| 40%2 TAEAUOH, XIE & 75%7t
AA0|9] 4R FctO= THEA0|Q] B2 beef tallow= 2.
Bourgue C 2| Consumption of an Oil Composed of Medium Chain
i Triacylglycerols, Phytosterols, and N-3 Fatty Acids Improves Cardiovascular Risk
Profile in Overweight Women. Metabolism 52(6):771-777, 2003
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3] S ADIS

A7 2F | U230 HEEER0| WKL M 21t

G ROl | B2 IR0 Oft CiEAS (placebo)hE ST

N | AFU HETQ1Y), HI2(14WOR Lo £58 22 HEHE(placebo)S

=SS | gz g

Ao|EAprey | SPHEIFIEAL B5 FI S £ U HISK0R 0[S21) MELIES 20MZt S¥oR
= TARS. FEYS HEP SHOIES A | AZDY So| HEXIR 0|8,

Noja | AEREE B AAS SNBSS S0, O QYR SN INHS X2Hel 282

= | A

— RUE 9 DBAYAZHE SOOI S HYUL BE} 52 280 M2 HEX/E,
ET | ge 2 9EHE NEY #18 SIS ABYEISIN] 22(4):517-525, 2009

AP BN | UMEESO| XY Y 5H &

AT IRl | R, ErUi=If20f Of3t AR (placebo) CHE TAMIE

DIMAISS 15 219) T2Vt & 242} 105 7 UHZEAIE (placebo) B2 UMEESS
NEHE : s, Ol 3t 188

HFE 105720 A = 13 S22| wash-out 7[2tE 71T =,
WRA|7 THEAZ (placebo)t YMFEES HF/OIES 2.

0

CHARIS O Chat AlOHSZITAE HER ZISGIR UL,

HoixE AT [2HEQt Quercetin| BRE AE HBH.
28 0/317I . QHIEEES ME7} ZH TS AEBEE (AR FHALZ X610

O/X|= &2} s=EAZ S n15t5]X] 39(12):1783-1789, 2010
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=]

=ARES/L-H O EF29| QRIS S 5 B} =
=

- [4)]

22|, O|F=7HHo| 23t tHEAIE (placebo) THE 17 o
i

ARE2 =A1FEE 360 mg+L-HI0MH 60 mg0| RE TS 1Y 23], 16332t o
HFor¥2 HE
H

CHARISO0! CHEt MO EAE HE R TISYGHK| US. >
oo

J

A7 |2kSt 7HH|R10] BfeEl 241 3= H[Sh N
=

=

Park SK 2| A combination of green tea extract and |-theanine improves memory [[&
and attention in subjects with mild cognitive impairment. a double-blind placebo— I
controlled studly. J Med Food. 14(4):334-343, 2011 =

(]

2

2A2|, 0|5=7 ol 25t thEA S (placebo) CHAE A7+

oo

AXE0ZH 2332 5t20] 1000 mgl= &&E7| 30~602 0| HF5t=S
| =HUX]|, L= EZ T, = THOHHAAL HAL

OIT7|ZHE0t FHTRI0] BRE S ;

gjo

/Y432 95 A

ron

Um MY £/ Rice bran extract supplement improves sleep efficiency and sleep
onset in adults with sleep disturbance: A randomized, double—blind, placebo—
controlled, polysomnographic study. Sci Rep. 9(1):12339. 2019
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nE=

tiZ=AZ(placebo) HHEXHT

AT =X QU|71-3 X|L0] Z20i| 0|xl= &5 Bt

A CIXpRl FAR, 015 =710l 2|5t CHEAE (placebo) CHZE S

AJEEn CHARIS O 713X [EAtE 14570 B3 Al 2=0]| DX = Fgks ZARRE (410 mg
DHA+540 mg EPA)

MOIEAY | MOIYHEN

A0|X[H A7 |ZHS O fatty fish 5 HMSH (O, 2SN, FX|, H0H, 0, Hoi2))
Dalle S 2. Omega-3 Supplementation Improves Isometric Strength But Not

HNEs Muscle Anabolic and Catabolic Signaling in Response to Resistance Exercise in
Healthy Older Adults. J Gerontol A Biol Sci Med Sci. 76(3):406-414. 2021
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PART 6

Al




[=]
HEE DIl HUS TY| SIS0l NSE Do YSE RE0ZR e N2 Do)
yEg S2op| B 1202 B2 MU | W BYHO| YelS YEGP A0} 50 B2
C

DT AE0| & HIYE|T HO|S HO|X| QT2 FE310{0F BiCY,

r

B4t BYHY SHS LiELIE HER 03 FI6ID 09 4T Tefeks 20| SARAC
SHOICL 0 242 FYoP7| 9/5/0) BEORE Mt 242 SAZORIT 3T BE SHZAS
SHZORLE AXHD 0I5 55/0) 249 TS T[Sy HCt,
EIp[eSE=ps
HEHHS AN @ BA0| CfEt FHOIL £50| 21 1S Wl HYOR SAHK
SIS 16 HeIT R MR EiTh HeItES tz JIEe S0l Rxos
OITA} 7|26HIAt SHe 7H0| BICE CHRIZHES AR USBIIA ok TH, 5 7129 Sholuy
0| BITHEl= 710/t BE SHE| 7HE2H2 HRTHI0] AAOI2HS 71 5104 02 0FRICt
PEF<EE=

® Xj0| %%

NEZL EROIN #4Z7I5MBL TI582 RO X0} Y=XIS B st YYOR &

NBZOINS 7154 Tok40| TR, 18 HEROIMS| 7154 Tl BaZ0fR & o

X018 ot HF7HEn gV e 2 a2

Hy:py = g VS. Hytpy # pu,
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5] HFHol 2=

— =
ASTHT HEVIES M & NS ANYHS SO10l £ 7Y B SIS Mest it mE
ZHS HRTHI0| AHOJRHE TPYi0lA O|R0XIDR 1 PTHIS FAOR BHS oY BCt
5, ‘WIS JABLY, B2 RIS J|2SIK| RBIE B SILIE MBI Sl 20IC
APTHIE MY Bte B il RIS 7125 B BH BEHS MSSIE 019t
IHIEES sl SN0| HPIHIE J12iein ARAIo M2 0| WIS S wOPY| Hgtojog

= =
X7 g2 Ame HFIHEES 71267 |0 520K Xot22 Xg2 HF7/HES 7126K| ZotX|2t

2t A =

=

F2 O ¥2 NMa(EH)E 2=otH HR/HES 712 = U X0J2t= 20| &

THEZTA B 4 U= MK ORE Hyt 3 O H,S 7126P1 Sis 2t H,7h HRY0E
= FQO0[Ct A we] @28 M 1Z 93, £ ¥ 95 X 25
5 QfE MRE WMHOS 0I5(0] 71ZY SHM0|L FHS M2L SH42 HiFE

H2AB ORE DE JHHANUME RUAMEORIE SPIS FO| M 15 2R7t QUSRS YK gES
RHSICH X 25 QB ANNSAIHS AZOP| M LWK4S 55101 ZHopi| itk

KOI== (p-value)

SO[EHE(p-value)2 TIF7HI01 B ko] X0|7} QICF7H AR A 1f HIjo| X0V} BEE 350|0,
HE 220| HEf2 BHECH, p=0.045),
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HAlots dits RF Wil EREHAEE BEEQANZE MA|/AL, FHEE= g0t M7t
(95% confidence interval £)0]| M|A|=|0{0F SHC,

@ HO|HS| AN BF

PohME HT7E MAE WEH ot 50t F7|(effect size)E RYFCZ
Ol @t #29| 37|15 500 ofH, AN RE2 0 7HX| B0 T2t Hetd 4
u;

S5}
UCk= HS R2aHof St
=)
=
- — _ x
SHRM Al 251 1124 =[0{0f St= 0] BtSH0| B0} BESHAT G4 Ha0l 42 =
BHERE O|20E A2 XME2| eVt HE FEf2 B 2 (bell-shape)0|H Bds SHE X2 EL"}
ARl BRE LsiCt _
ST HRREE 0| = 42 YrEX 7Yoo HEE 2% 24 (parametric analysis)
WS ALEE 4= O, BtSHATI HHEEE 02X Y= Z2 X2o 210 3= 240|Lt
)

YO 2 M| A=E Helot a2t AR EHE

0.
il
njo

HX| IHH MR 7PH0| HQGHK| 22 H|Z4M EXM(non—-parametric analysis) 2O 2
TAGIT SAEAE MEIQ] MESX GAl= Ot2Het 2Lt

SEHSHE SEHTHE B4X SHEMUE HIR+H SH2AUHH

P (28 ) O|EE t—test Wilcoxon rgnk sum test
Mann-Whitney U test

AL HEHGOA 8F) AR Kruskal-Wallis test
HE Y Ha Chi-square test
A& o5 3HEN, SHEH Spearman'’s correlation
s ALY + HEY SEAMEXM
HEH(2HF) ALY + HEY EXAY 3HEM
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IVt XM 2= Swo| A0t ol SAX RH0| iCtH YHMOZ 1 Aik= Jis8S
%%a |Off S20kA| RLHT ZH=3ITh THRt, SAX R2H0| gl= 2P H=0=z Vsds U8
Al
T L= HA

QICHolHetE 1 Chg AIFEE et 7|= AREN= 280| 7tsE A0|22 FAGA = QF =Lt

ESH BME st SAYHE QAUAMNMEAIGL AA0f XHetet S AFESI00F Sttt 0IE &
Mz OAle] D2 HIWHME & 24 JHsst BE mo1| CHStO] Student’s t-testS dh= 20| Or'—l
SA0f| H| w5k 24E2M(ANOVA) S29f HHE AFESH0{0F Stt. 8t 17 §K(fixed
effect)@t 2o|E K random effect)E 11 {(mixed—effects model)S AF2510]

i
rol
o g
o

[ —
it 0
H
oQh

CINMSAIFOA 2SR
AZR|2 MYSle WHOR HE X
imputation)0|Lt SAXN REZ 7|#HS

GEE (Generalized Estimating Equations) & 52

slot= “*“*OE X 2|5t0{0F ofCt ESt
te (CHS) O] &¥(Multiple
odel Repeated Measure) EE=

<
)

o <
’z‘
4 8 o

§ o|-

o
ol
rE
P
N
ox
=1
Hr
H
i

o= HlWoH=H|0| £0= 4822 2 HHS
7

il
[=] ) o =
MELE 7FEot0iM Aldlsts 48202 AYSAEE2 HEd 2
o

3/ X! t 2HH

ofLte] RHHUM F 7HX| LHE Zol0M A=E 2 49 + SEX ZET0| Ofd HX|0H
H=0| ECf. 0] HR0= A0l Thoto] 242f & =21 StofA Q] Hi 49| X0IE 15t0 O] Xt0[7¢
O2IX[0H| tHet BYS ofA| |t O|mie] AYSAZ2 Hsat &t

__d
SE(d)

~

n—1

M| =t Olel 27t H|ulOf| M0|= AF L= 2t 72| Wr0| Z2X| LHEXIE Aot ECt,
O|me] AHYSAHE =21t &L
MSB
F=rsp ™ Fr-vn-k
GIAI1) 20|12 AB,C,DO| M2t XIZ0| CHE7|?
OlA12) EAM 0| W2t L T&(smoker, ex—smoker, never smoked)d| k2t MF0| CH27}?
OflA[3) LIO|(20CH, 30CH, 40CH)0f M2t HE SHAHE X[0l| K07t U=7?
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(5] FHOIHIZZE

o] HEds LOtEY| et Y22 F Halt M= S 02t 71
S dESAE2E AlZei

HE AMH/AZet 20| & H EXot 22 0]
oz S42 |R/F 20| F 7HX| B oLt LIEfd = U=
705 AN = T2 HEjo| HESHZS ALRSICH X122 HEHRF 110

O — oo o
7I-|:_|-.
ME o o
o
w i b o (b—el-1p
2 c d X bte X
AbTHEAY
OL—1L=—"1
HHEAHO|E F Hap xQyZ o] M S S0 ot 2ARHOIC). Pearson A2tA=2| 4%
O3 40| TS UONT| Bt AR ~17f 1AI0I2] ZS ZH=Ch —10 ISR & o
HIAE SO MBS 24D Ol Bt $i4o] 20| B7kE0 M2t T2 #i40| 20| ZABIS OlDjic,
10 71712 Lo MUUAE =00 ofd! Ol §F H4~2f 240| S7Fi0f M2t CHE Ha0 Zi= S|
S7tetE 2Ot 00 7M/HRH S Has AEA Yt iEE 2l0I8tCh © p-value{0.052! Z<0|Tt
MEE A7 RS o A4S0 STt
GIAIT) A MIZ 2| 2
Ol A12) S22 HITFYE=oF A0t ZS2AI7HS| A

0] QU HISHIA))E ABHA()SO MR HYSHs SAHOR HYMAT} SHLIOI 22
y=atox SEfO] B4AOR LY ZHOICk b= x7t B E19| B7F2 1 yo| HEfRFS LENS 210z

A0IC}. x7ty
uig Uil & x d
AP AR HISHAoL MEvR7Io| ATDISE AT 30| £t

>
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i
e
Ed
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2
i
ic
i
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TEMSHS SPRHT BARNS BHES HEZ SASMOIN BRI MY} U B
e,

Pal
HU
E
my
rlo
Ea
or

INZRE G2 AF0 2X EEHe2 £F0I0 0T A=E 9f0[ettt.
42 o 210l X017} QLUEXIS BIISHL, AIZHOl| W2tMARE ZH0l) X[0|7}
Of X'g0fl Wet o 240l 240t X017} U=AIE G/tot7| et A0,

el 22122 7ixs6kl w& + B 2122 ZIFaiN 2HES

rec rc

[T P
My oz oA

Rl

Hu

2

)

El

HI

1%

o

il

o
S
=

i)
Ral

Jorr J o
=

> o
N >
o
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HIO|H2t AFHMXIE AL EE BEX|7F &8 9] ZE(missing completely
at random(MCAR), 2% | 0| Sl= 4REM W7 AMZEE HIEAXNI
iR 25t 7180l A ot ofL2t, 9] Z=(missing at random(MAR), ZZX|2| ZHA0]
EF B0t 20| QoL AFX|(Y LA Sh= Ata)eh= #30] gle 42010, MCARELH & 2%t
7Rl A0 B S0l CHEH0 X1 FHXIE PS + UL, imputationt 22 AEXIE

AMelot7| gt &7+ UEo| BLoHA| ALt
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[Ref: Livingston et al. JAMA Guide to Statistics and Methods, 1st Edition. McGraw Hil Education. Kindle Edition. 2019.;
European Medicines Agency. Guideline on missing data in confirmatory clinical trials. 2 July, 2010]
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QIHIEEAIR XIZ2| &H Al SHE Al
1]

NS HEAL0| oM = QIAMEEAI™ AZMO| M-7[E2 M 27|F0] Hets| HOlL|0{0F ottt 2=
NHAXZE SAR] HIFE0 €= g10] 2t&dt= 40| O[4XOIX(EE HMZ2= IEX| St Hek(bias)2
F Aot M1E 2F7 AXl= A AAMSh=s 20| M2t 2MU4(analysis sets)g AT
BT o= E X|ZRA(ITT; intention—to-treat)0fl 24t A|SICHAXZI H &AM 2=2(PP; per-
protocol) A|ZCHAXIO| QUCEH

-
A

HI

* [TT(intention—to—treat principle): QUMZIZAIS HAXIZ MHEE|0] A=A 2 2A] HHES 2
22 B0 270t EAot= Al (MA HE AF0(L; 2I9f AFS2 YU T2k 7} OfL2f A+t
Z7|0f| 0= 20fl BINEIRA=710]| 2t 20| 2HE= A)

PP(per—protocol principle): 2AMXMSAIA M| 7|&d EXE 25 DFX|L AZMO| T2t =36
CHAIZES 2401 Z&folk= HAL

A G0N FA7 HEE AMPUEANES 240 25 ZZAAHOF ot ZE F
NHUHEAES ANEEAH0| S=E M7 2HoHH FHsH0F ottt= ITTO] HAI2 daXo= Fdop/|
0= HO| A

e #gE

0l9 tHeto 2 QfE=XN| X 3t3|9|(International Conference for Harmonization, ICH)MA= Full
analysis set(FAS)Z H[Qt5H7| = STt FASO[Z ITT7F 4T PG| FALHIY & SXE SHH T BiX| o411

S2HE NdN=E2 Melotd 2ot As Eeltt Eot HEst Ug/|E L0 Eet 0| M2

OIF0X|= Z22 Edet MV IES fliet A2= Boill BE HYAES M &+ Utts = T2
XIOIFHOICH FASOIAM AldCiefX f—% Moz == 2= 1) Q8 U7IES UESIK| R8t 82, 2)
QUXEEAI M HF/oH0F of= MBARAF L= HEAF)S o B UFIoH 42 32, 3) FARIHY
O[=0f et HE F7H=|X| 240t 01[£1°r Atz 8otk 2ot 32| M 71X O|FOICH O] A 7HX| 0|7 =
ANSHYAES full analysis settM Helots ER0= &Y 11 Mol BtddS HEot0{0F ettt 01%f
20| SAZAME QI8 2MUNTRZE ITT, PP, FASE MEIE 4 UOLE SHEAM0| A8t 24 THA =0
CHol BAIoHOF SHH, PPt FASS| A% HMIQlE T Ciet 2F0| =71=0{0F oitt. Lot B 2
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2] Z=XI(missing data) X2|

S 2o7|= Ho|
ENCI e iiq.ﬁf@lOF ottt defi Z2FX|7t
2 A A =IO HAIoHO{0F

= %*EPé ACEZ 0|5 FE5

ZFAIE Melots LELzE AUMMEAHUA HAHT g1 SAZHE 0186t FdotAHH 25=

CHA|(mputation)at= CHS2| EiEH0] QUCH.

@ 25| 2EE JHAMZE 0|88 EAMH(complete case analysis)

CAEXE EFS UCZ hAIoH 25k BiHO0ICH HEXOZ LOCF(last observation carried
forward) 20| U2, 0= Z} 7HA| LIS ZSXIE DRX(2 HEZCE thAS= HHO|C LOCF=
QL 27 Y| ME M= W M1E RFE Z0I0! BV (& SHACt (Siddiqui
et al. MMRM VS. LOCF: A comprehensive comparison based on simulation study and 25
NDA datasets. Journal of Biopharmaceutical Statistics, 19: 227-246, 2009)

® & 27 W(likelihood-based analysis)

CEASS e REE H T RE2RH ARE FHXIE H= WHOICH E 20 M=y ES
ALEsH 240| R Z2H YHO|H, MESZER 7HX1 s ARE NME 0180t 24 4 U
O] M ZER|7+ 2 Q0| ZEOQ| AL 0t 0|2} /0| ZEQ AT FX S| CHot0] Btajxol
FHXIE g2 2 A1, HH(imputation)t Z2 ZSXIE HM2[ot| I8t F7} 90| LRG| 42
RHO| Lt
(3] 01&XI(outlier) ME|
OIMXI7t Q= B2 24 A0 2 Fek2 01E £ JACDZ 0[0f it MESst AEZL HRSIL}. O[AX|0)|
Oish Hol= SAMC! HA 2 OfLf2 U&A TEOIAM L =2=|010F 5tOH 0[] Tish 7|1& 3 XM2|ee Lt
QUMM S A A SN0 MA|=[0{0F StCt, OI’éﬁtl | Lot EMEXE =71 ME0INS Az ZE 1+
SOl MEGHH daE o+ A2, AP0 QUMM ZA A ZAMO0| O|&X[0f Cigt XM2| HXIE F1A|sl5HK|
P12 ZAR0= MAgE 0188t BA1 Ol4X|Q] Fetg XM2|(MAH L= La)sh Z|AsH SHLt 049 2MS
AIA[GH0{0F St Z1 Z1te| X0|E HESIHOF St
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=]

EITH& 01 WEkH=~[confounding factors) el 1124

QUMM ZIko| sAe BB 57| SHME 7|ME| DS 015N EAGHE 2eo|
TQSICH 7|KK| ZHO[RE ASAKI AIZAZO|L} CHEAIES S3/517| Hojl SAF SEIIHHE OfF0)
EHDIIL BEE HARA, F BIUA0) RS S2OR J|HEis B4 LB 0243 7[KE|
THy
O -

= o
2 SR 0 CIYaIni QINKBAIZ SR0| Tt Coyst 7|Xix| Bt

SEAEL 22 MHEA M (free-living)ot= AlES
, 2t S0l X{0|7F S 4= U0 2] WEHNT| LS

T2} StHEHE 7HRl Zte] X0|E ==& &~ g7| W0
St 7|XX|0f CHet 0247t HReh A0|Ct,

71X SHZ0| SQ¢t 0|F= Heol AlRAEI HXAE 85I MO0 FE7HEH-S HIuWoHA| 24,
Qe 7|NX| SHEE B0 AEAFY 71589 X012 20§ HaoH 22 7t5-d0] 01X

AL KRl EAUNMEE 7|XMXIE 22{5H| floiMe S5 FAIH Y (stratified randomization)s
25t 4 QIOH, A7 & 0|20 SHEA AN 7KK BHES BHot7| QeiMe FHIHHAT}

= [y )
CLER0l ZRE SEMEM(analysis of covariance), 87147t 018 B0l FR0= 2XAH
3| HEM (logistic regression), 12|11 FHIHLTE EX A SM7IX|Q| A|ZtDF ZH2 MZA|ZHOI

B0z FA 2724 (cox-regression) 52 YHS AHEE 4 UL

Ol=et SAEN YE2 °|X1P%*%)\I°4° A2l I Al=IM0l| &AM[o] 7|EE0{0F ot QMXEA S = +HE
AN=E 08010 A0 7I=E SAEAN YOl Tek A=S 246H0F SIT.
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HI 014 H120| hay 2ol

[ e

Y

LHHSEAHNM= AFHZ S5 =2 25l 0[LEHS0| LELIA| HEXE e ZUEHZGHK0F Sttt
g BtE flaiM= WHO 710|=2t10f M2t Ol tsE XEH2= 2QI6t0{0F ot AlgME H3
=

M g3 00| rd g 2EE YLKES Hat QIeX(0f et Q1= RS A0|T OS] et

SUHEZ AMMEAY A=A S0l 715 A0l 2ot HAIGHH, 7[2X2= ANMMEAHM AEL
/158 d=e 1 2HHE0] 00 2= E Zi0) Stoto] HAIBITt
Ol eSS 2 AMMSAIE AR HO| BEERX] 22 SE0I GF71ZH S0 M20] LEH Sde=

A

o
S)2 OIS ZAL Al HIYRLO] 7ISE/010F 51 Ol4HHS F=0ll et W7h= A URT HIP|
Filot 2 30| W2k HAZ= BIfettt.

QHMBAIE 717t B LIEILKS Cifet BHSS NEMZI| QTR 0y 75 oheo m2t 2ok
ZQ5 AjOHS AIBMIRI} 177(2 SOPO| T2} IRBO| HLISHOF BICH. OJAHS Tt Alol= STHa!
OAHIS Oliet 87 OISO BF, Y SO| AR HER 210 X7} UK SO Tytek=
70| ZL5(C}

OAEIS2 T4} 0]2) ROIRI0f QK| 047) TR0 7% 7h 20| HBtoHx| g2 4 Uk 22102
0] OFHY B2 EMKOILY, O[213t O|RE QK XIRO| DAL OIFHY AIZ W5t SH=
apolCt

DI} B} AFGR| QLLIB OIFHY MSE £2 4 AULT. O[S S HRSIGH= Wilo) Chet BEalok=
=202 WHOS E&fet Chiat 7[R0l Jiet 2 7HX] AFHO| QILT. 0]2i3t AR OfABIS tf

S22 015D O BESHE FEIR 048IS0| ol A5, LIS, JMASE 4 UES BESH 8012
oISt KR A SR B2 7 ROIA 2851 Tk
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OF I} XIE BHOIS QSN CISS 2SS HAIR TRt ULt

Ch2t T AHIHRI HAL =2 UMNSAIR S 54 SOi| Mot F7totAL et 4= U

[GIIAL]

- [22RE] M2, o, Ho S

- &Sk HAL: CBC(WBC, RBC, Hb, Het, PLT, MCV, MCH, MCHC),
Differential count (Neutrophil, Lymphocyte, Monocyte, Eosinophil, Basophil) &
- SHSISEM HAL 0 AST, ALT, BUN, creatinine, glucose, total protein, albumin, total cholesterol,
LDL, HDL, triglyceride, GGT, ALP, CPK, LDH &
- = A} pH, Nitrite, specific gravity, Protein, Glucose, Ketone, Bilirubin, Blood, Urobilinogen,
Color &
OFx WIS 9IH 9o ERIF, M
9| E40|Lt &BotlAL oh= 7|sde| F0 M
HE S0, 44d7| oY ¢1d 430 MEE=

AL HAEZIC|S(estradiol), HEXA=ZE 22
hormone-binding globulin, SHBG)2| B3t}

of

AJat 240] &
s Wkgse - $7+5é'¢ a8

o
HU

s =/t W2 7IsH Feks D1E 7tsd0] A=
(FSH), 2HMAGSER(LH), 452

== =QI5t0{0F SIT.

ot RY2 O AE20) 2iZet 20|22 QAEZ2 A RASH XS
AAE Soll 83 MEFQ RYU=(mammographic density)g &f0lgf & U
2 OIL{2| T2 |2t XS = A0 StE2 QR0 tigh 22 ZHOM T BiZE|5HX]
= QUT}. 0|5 E2017| Rl A52d Wa Al RE XM HASE &Alot] 20| =2 g2l EHE Hiefst
740| 2!
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08 B=:

CIHIESAIE

H 2UHIEZAIE A= M (Protocol)

1] HZM Q0%

ot
i

LHE OllAl

A== X B0IX/2} S5t QIFFEAIS FISS 7 /A5t
Aliolzxt OIRIEIGAIE] SIS ZIAHBH}
WELTHN OIFIRIBAIE] QXS TSI}

CIAIEIEA IS S&ATALS 72

SIFIEIBAIE EETIE ZIBICt

OIHIEISAIZ0] SIS ZIEHBT} 745 TIAHEHH

Alz71zt OITIRIZAIE0] MATH= 7|7HS 7|

Atk OLFITIZAIB! CHAIRION ChGH0] 2124517 |AHBHE
A=y OIIKISAIE 25IS Z|A3It

CIxtel CIRISISAIE! CIAKISA)E ZI2t57 21 Ett
NEAE CIFISISAIE MEAES TIAEHH

CHZ=ALE CIRNEEAIE LIEHES 7|t

CEEE CIHIEISAIE A/ EAZY SIS 21251 JIMEH
NEyd QIISISAEI0] EIZH B0 ChS10] 2I2f517 ZIREHTt
CH-eS Rt OLTIIRAIE! CHATISE 7 TSI

wYIE OIFISISAIE] CHAR} M IZ0 ChSH0] 7IAHEHCE
Hez1E CIHEBAIE CHARFH22IZ0] CH5101 7IMEHCt

JIs8 Gt

DUHSBAIE] 154 B8 T

oY Yot

OIHEIBAIE CHIY BIHAE Z|HBH
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4.2 AHXEAY AEEIE HZ7ISAES /28 H 2HEd

IHMHEAL MEEE HE7ISHEL] YLEE o tHotAl 7|0, 2t MA dgat ZE &
=}

PHPAWZ RO T2 1R TE 7|5 YE0f oA 7]2/BHC.

5. QIHIMEAIA 7|2t
HAXE A SAZ/HEANES Hilote 7|2tC2, QHMHEAIES
ZIgiZ|Zto]l CHaLO] 712/ StCt.
6. CHEXIL] MAHI|E, H7|1E ¥ SH iR 5
6.1 CHAMRE
6.1.1 MH7|=
CIMHEAIG0 EH + U= HYAE M
6.1.2 H27|=
OIMNEAIS0] &g = Sl= IAAIE L4517 ¢
6.2 SHESH YAt = L HH2A

—

6.2.1 &Rt
2Fet YAt + & Drop-outs Lefot LHYAL +5 7|2/t

6.2.2 2824

CHY At LSS PIot0] AKE St 71E, 7HE & AILHA0f LSt LiE=

7. AHHEAA SHE
7.1 AXMMEA S EA

QIFITIZAIBIS] M0 BOH0] 2125t MBS IS

7.2.2 83712t
AlAE/HEAZL| HF71ZtS 712 Bt

7.2.3 AR

ARAIZ/HEAZO] 12 M U HF7IZts SF ot AR H5H0] 72

148 ‘ LT |ISAE JHEXIE ISt ISR &H JI0I= [2IRI01 OHHA]

%
9'£
N
1o
O
N
M
mijn
Mo
N

71g

A
= d
g2 2 i) 12 HFIEH L HFILE0) el FAHEOE Z|Bict,

ISH

5t

o FE=8, M, 12 SFE, S2efE ¥ HELE Soff tfallAl 7/t

AIZA B Z2AE

Cf.

t

ljo
ook
ro



7.3 FERHHE

Yz BoIEof CHoto

12, CHALRH S25t2b

0|

g0

0] BxISIHHOZ

IHMAHEA

o
P

ict.

—

o]

o1 212

o]

7ol CH

.

[

of

5l{OF

o

27 22

Jic]
=3

/IIEAZS 0f

IT
=7

o1 AjgtA)

o]

1l

5

7.4 0I5=7t89| /Al
U= |

o]

12

Intervention

Ct.

Screening

0

Period

(GIlA1)

4
Visit

Week

Window period
MNESOIM

mr

il

KA
mr

o
oK
r

oo

O
E

<r

22 7)1
22 I

1

S
o

1

S
o

s 3ot

154 B}

o

«

71548
g7t

=]
Wo
ol
K

{HHS

F




OIMHEA M LIS El= A & ZAF SR CHoA ZHfotAl Z Bt

8.3.1 1kt &2

g2 10 ZHEl= AlZIE Aot 2 10JA HAIElE HAt =255 HE= A0 Lt2tA

O
=
]

ZHefotH BBt

8.3.2 2x YUZ

AE 27 THEl= AIZ7IE SAI5HL, HE 20|A HAEl= HAt SEES HYE= A0 Lt2th

—

2H2fop| MBI

8.3.3 3xt WE

= 30] L= AlZIE Aot SE 30A HAIElE A 2SS HEl= A0 L2t

ZH2topA| MBI}

8.3.4 4x YUE

dE 30| THEl= AI7IE SAI5HL, SE 30 HAlEl= HAt 255 HYE= A0 Dt2tA

2ttt BBt

8.3.5 F7I UE (HA|)
OIZEIX] &2 HEZ0] O|R0E + ASS FAIBI.

9. AHHEAIAM MBEI= HZ7ISAES AMEY FAAE
I MEEI= TV ISHEL FHE E= A& FoAtelf tHolof 7]g/gtrf.

10. A[RSX| & HEIIE, Al=M 20| tist Xz
10.1 ABEX 2 g2 7|E
OIAIKIZAIZI0] g S0 CHAXIE AIZ SXI & SEIAIZ + Y Z20f Chot0] 7|3t

10.2 QIMESAIZIAZA Sltof cht %2
OIRIEISAIEIAZIAC] Sl AGHOH CHE RZISHE0) CHSHO] 7|25t

11.1 SAEA Y CHEA AIZMO 7IE SAUH T2t 20t 24 2 205 HAGH0F Bt

QIMHEAIE S| 21t 249] 7[ZHE & B4 AMEEl= A &E0f CHotof 7|23t

11.2 2L SASHY 7| =A==
CHYALS] QT EAHBIH Atz R 212 EH0) 25101 7|2 SAHISE o= dEE 25t 7|28t
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o -

EYNE, YYYE|ZAY W3}, HZISAE NF & LU O[S S B8 St e
CH510] ZH2F5tH) 713t -
3
12. 0|43 S TSt QFMY WIHY, WIP|E U Hdy ki
1L
12.1 QY 2Ha1 80{0] Ko 5
=
OO ZEE S0IS0] hEH HZS J|QIBIL (0/44ES, SIHEH 014 2tS) 2
il
[];K_J
12.2 W7t I
OfRtSS BIKSHs HE0) ChSt0f 7| 2IBH i
M0
x

12.3 PIE

12.3.1 R/EF 2 542 S5= E7t
X

0182l AH/E12t

12.4 NFASae| Q1A

O[YEtSEt Al Z1t0] P12ty FEE LIEth= 2FE 7|2/t

OlEtsE H o= &0l Lot 7] 2iBt.
Sl 01489 B2 aliSEl= L5219 80 LHoto 7|28,

SLit 014ES0] 2 oIS ZR0M 2F B FloKof of= ZAIAFS & O|20f Li5t0] 7| 2/BH.

13. SN, HA 77O, QIMXSAIY 3 X T2 U X|2
13.1 SOIAM MHE Gl ZO|A| QUAl

CIMHEAIY ESAt LI SOIME B 10 CHot0] Z=2fobH| 7|2/ Bt

13.2 20| CHet w2
CHEAL 280 23t 72f ZME AIZIA LHOf| FHFSH=S 723,
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14, Xt QM HS0f 25 CH=H
14.1 AXNHEAY HAI7 |2
QIMHEAIZH0] HA L= 7|2H0] ZtF0{0Fet At LHSH0] Z=fotH| 7| 2IBHCt,

14.2 ANHEA A 2L

OIMEGAIES BIZIE Z2 HE I oK) ZHtatH 7 BHct.

®
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g
P
%

14.3 AHMMSAIEA M| 5K
AR 2 HEA} IMBHEAIGAZAME = X[oOf BtCt= LS ZHEfotA| 712t

14.4 QXM EAH S

CHYAIOA SCIME = EAIO| LHot0] ZtEfobA| 7] 2igtCf.

SIZ|X}0] Slofl QIMEHEAIY Ky &tetof tiet HZ0] HAIE = QL= LHES 7122t
14.7 ANHEAY HAI7| 22 ZHHY

CIMAHEAS EAI712] BLIEE 20 Lot 7] 2/BHC.
14.8 AL HIE RA|

CH&EALS] 7|=0] B2 Z 2HE|0{0F BiCh= LIES 7IBIC.

AIEAE 22| S0l LHot0] ZHEFHA| 7] 2iBt).

15. 7|E} ARIHSAIHS Q5L AStHOZ MA|5H| 2lot0] HQst At
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MBS HAP ® °
XrA MM Z EA(NK cell activity) HAL ) L) )
Cytokines® () ()
g3 & WEgt 5 [ ] [ ] [ ]
Y7122 4By [ ] [ [ ]
Al0|7|8X| HH& [ ] [ ] [
Ao dF = AP [ ] [ [ ]
MHESEAL O [ ] [
HY B X|E FIHEME A HE =T [ ]
SIHHEAMHEEHE HS [ ]
HWHEHE 2, =85 FL ojdtS &l [ [ ]
1) QP ZAL APCHMRLS HYE, Y 58 ZAtsith
2) Y (EY, U, MRS FFC
3) AAAF: NI AR £F), ME, HEXIFEBMI, kg/m?)
4) TEHAAQS AL e
m HASHX ZHAL: RBC, Hemoglobin, Hematocrit, Platelets counts, Neutrophil, Lymphocyte, Monocyte, Eosinophil, Basophil
m HUMBISIR AL ALP gamma-GT, AST, ALT, total bilirubin, total protein, albumin, BUN, creatinine, total cholesterol, triglyceride,
HDL-cholesterol, LDL-cholesterol, glucose, CRP, HbA1c
m A8 AL specific gravity, pH, WBC, nitrite, protein, glucose, ketone body, urobilinogen, bilirubin, occult blood
m Of R0 35 JEfoilM 2t HALS TEsio)
5) YMERSHAL THY o Gof Bl AAIBHCE
6) IL-2, IL-6, IL-12, INF-y, TNF-at
7) 3 WET 2 WBC
8) &7|=8Yg E&: 22N Y7I=EZY EE(WURSS-21)2 S¢ll BIHict
9) MAPZIZX| Zdd: 1kt 2% 3%H HE M 1YEY) SO YFHE BE B4, SESFE JIFECL
10) AHEEZAHE MAMHESAHE Global Physical Activity Questionnaire(GPAQ)O]l 2|StC,
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Screening
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Screening
Study No.]:

Study Title]:
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my O ofle

» QIHHEAI AZE QI8 71 BIA +AE|0j0f S, S AXtE SN =t SLSHo{oF L Ch
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e O gx 0O oxt
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0 oty unit/week

» 1 unit = 10g = 125 mL
W WF(5%), AQI(13%), HBH(13%), 2F(17%), EF43%), UZ2l/E5F/AF(6%)
W AFTh 50 mL, WFTH 250 mLE AL
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Screening ID
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HALHS [Study No.J:

Screening ID

Screening HTHZ [Study Title]: m
MHA S O OIAA] (AR ]
M cm
HE L L]
H IS EM) ] e

2y O O HAl [AHR: ]
FE7| g mmHg
oty €t mmHg
W= (EHR) 2l
X2 °C
HEE A OOMA AR ]
0O %Edy =9
A O Y2 CHE »w ALY S 7MY AIR
O MBA S (YYYY/MM/DD)
X AH/OIAFE o|O
O 28 oo AS
»w AMH on|7t ACHH, ZAF ZIt W Yol 2 7ITSHHAIR
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- Screening ID
Screenin HPHS [Study No.]: 9
9 | 1772 [study Titlel: s [ ]
=
o]
|
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ArErS HA O OAA (O ®Z, O 24, O 7IEY 4'[[
0 %21 5 e
AAr O Weds o2 » ZALS 7IsHAIL =
O MAA 9w (YYYY/MM/DD) ﬂ%
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O Negative k
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O WZA 25 (YYYY/MM/DD)
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WBC x 103/uL
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s . S [Study No.J: Screening ID
CTeeMiNg | e12312 [study Tittel sT [ []
T At S AL OO=A AR ]
0 $eon 59
Ay 0 923 02 32, oY B30 Hn20| YRE 7ITfsHAlL.
O MEA 2R (YYYY/MM/DD)
HIR 4
o= £Hel AAHK] INEERN| g YA 90| g2

g | @z
gosty A
RBC x 100%/uL O O O
Hemoglobin g/dL O O ]
Hematocrit % O O ]
Platelet counts x 103 /uL O O O
Neutrophil % O O O
Lymphocyte % O O O
Monocyte % ) O ]
Eosinophil % O O ]
Basophil % O O O
Bostst HA
ALP u/iL O O O
gamma-GT uiL O O ]
AST UL O O ]
ALT UL O O d
Total bilirubin mg/dL O O O
Total protein g/dL O [m] O
Albumin g/dL O O [}
BUN mg/dL ] O O
Creatinine mg/dL O O O
Total cholesterol mg/dL O O O
Triglyceride mg/dL O m} [m}
HDL-C mg/dL O [m] ]
LDL-C mg/dL O O ]
Glucose mg/dL O O O
C-Reactive Protein ng/L [} m} O
HbA1c % O O O
= HA
Specific gravity - O O ]
pH - O O O
WBC Negative O O O
Nitrite Negative O O ]
Protein Negative O O ]
Glucose Negative O O O
Ketone body Negative O O ]
Urobilinogen TR O O O
Bilirubin Negative O O O
Occult blood Negative O O O
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= Screening ID
. HHS [Study No.J: 9
Screening .
HIH S [Study Title]: m
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Visit 1 HTHS [Study No.J: Subject ID
ARTE [Study Title]: R Djj
RAMSMIZE E4(NK cell activity) ZAH O O/AA] (AFS: ]
O ¥eYl 59
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IL-6 pg/mL
IL-12 pg/mL
IFN-y pg/mL
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O MBA 2™ (YYYY/MM/DD)
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WBC x 103/uL
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Visit 3 5
Week 8 [56 + 5 day] =
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Visit 3 i
HFHS [Study No.]: Subject ID
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