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ADL
AIC
ANCOVA
BIC
BMI

Cl

CT
DBP
DIC
Diff
EGCG
ER
FAS
FPG
HbAlc
HDL-C
HPLC
HR
LDL-C
LOCF
LSM
MCI
MCMC
MDA-LDL
MMSE-J
MRI
NPI-Q
OR
PPS
QOL
SBP

activity of daily living

Akaike information criterion

analysis of covariance

Bayesian information criterion

body mass index

confidence interval

computed tomography

diastolic blood pressure

deviance information criterion
difference

epigallocatechin gallate

estimated risk

full analysis set

fasting plasma glucose

hemoglobin Alc

high-density lipoprotein cholesterol

high performance liquid chromatography
hazard ratio

low-density lipoprotein cholesterol

last observation carried forward

least square mean

mild cognitive impairment

Markov chain Monte Carlo
malondialdehyde-modified LDL
Mini-Mental State Examination Japanese version
magnetic resonance imaging
Neuropsychiatric Inventory Questionnaire
odds ratio

per protocol set

quality of life

systolic blood pressure



SD standard deviation

SE standard error

TC total cholesterol

TG triglyceride

UMIN University hospital Medical Information Network
UMIN-CTR UMIN Clinical Trials Registry

WHO World Health Organization
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REE~OZMAFRETH D LTSN 235 & LT, #ELHREHPLaIZEE 3K
WRET —F~ XA b2 — (BHRIRERT) (TN TT U F LG 217272, 7
YE LB OREZEI T ey 7 T o AMuiEE L, 22 —ZIC D RAE S TR
L E V., BEER, FROM (7 7 R) ZBRHLKR T & Uiz, SERE. AKEE (RFFREE)
~OFEF ORI 1L & LT,

PRASFEICEI DAL SN 13, SR ECR (BRI RFLA BE, ik - S S d -~
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Table 1. Green tea ingredients.

Catechins mg/100 mL

Total catechins 37.2
(-)-Gallocatechin 14.1
(-)-Epigallocatechin 6.6
(+)-Catechin 2.5
(-)-Epicatechin 1.5
(-)-Epigallocatechin gallate 5.2
(-)-Gallocatechin gallate 5.3
(-)-Epicatechin gallate 0.7
(-)-Catechin gallate 1.4
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1-2-4 FHflEHA

FEFMBEEIX. AL/ 7a~ T T 7 4 —KICL DA 7 o FHUREBGER & L.
BINEINA TN PFREDIER 2R 2 72822 LIZEREEICB W TE/R+T 2 & &
Lz M. AL/ 70~ 7T 7 ¢ —EICHWDBPERVEOFREHRRU L E RIS
THEMMPNEM LT, £z, 4 7N FHEBEFIOFMGICH WS A L 7 a~< T
T4 —EOREFA 7 A BT A ZT% LT 64.4% (95% 15 #H X [H
(confidence interval, Cl); 59.0, 70.1), A > 7 /L= % BRIy 4 L 212%F LT 52.2% (95%CI;
450,59.3) L#WEINTVD (67),

BIREHTEIL, 1) A 7V o FERRZEHI RO 2) 1 7 xRkl (BURB %
B OREIRZW 2t e L, TnEhzilicih o) FToOMME Lz, A7z
BRIRZ I liL, Boivin b OIRB T H2RDEEZ T b0 L L, ZMEDFTLAT L&
O HR X 0 Ml oA 2 FEm L7 (68).

A TN YEIRZWEE: 378 EU LORNRH Y . %, OLEDIFA, B, THRE
D A4FERD 5 E 2 S EOSERE AT 5 4

1-2-5  HEFHFROMEAT

JEFIEUXILE S, BIROIZE D 2007 4, 2013 FlcHE S N-RBOMREEL b & IT
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D Al — RET V% 7z B 54T (Cox mF) Z O TiTwv, ¥ — Kb (hazard
ratio, HR) & 95% Cl %R &7z (73), Cox [ElJfic BT D258 % KT TR 1T, ZEr Y
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USA) % Fv 7=,
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H 6 KR, ~V X ES (Y UAVKED) (14) K ORI 2 MELE S (CFRk 20
IR E SR 415 ) (75) ICHID FEHhE L7z, M. RO FEMIZH Tz > T
ClinicalTrials.gov |2 ¥ (7 % Ef PR 30 B 55 §if &% & 2 17 - 7= (ClinicalTrials.gov Identifier:
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1-3-1 REROMEE

ABR O (Flow diagram) % Figure 1 (257 L7=, BR~ DB NN & FEO) T 7= #if] I
BN ERZFTET 2 6 MR (i VRS2 H 1 V8 = S A, o DR N2 B0 TR S5 AR
e o] U S BT 36 v S o, ] VR SR 1 S AR, R R N L AR S R, e IR ST
AT H R S5 R AR) ICHERET D 1.2 AR DAL 2,838 4T 157 4 3B~ DS E ML L |
AN OHEE NS A T+ —b Rarvy R Lz, RS INTR D s M FE A o
FER, 57T L 2B N EEERT - L, RN EEICHE Y T2 DIX 04 Th o7z, 757 4 &k
BEE T2 I3KBEC T v & BCEIT T T2, SEACREIC 387 478, JKBEIC 370 4 NEIfT vz, &I
(B RBRBIMA E COMMIZ 10 4 (BARE3 4, KEET 4) NREMIENC X 3Bk 5 B
W LT, 747 2 03iBR % 5% LT, PPS OSRMFZIHTZT 5 W 75%LL LD SN O
EIBIT. SARET 73.7%, KBET67.2% Th 72, . R . 5 28V IR 5 HE
REEFROBAEFTRD NN T,

757 assigined for eligibility

0 excluded

757 randomized

387 assigned to green tea 370 assigned to water

3 discontinued 7 discontinued
3 withdrew 7 withdrew

384 included in analysis 363 included in analysis
384 in FAS analysis 363 in FAS analysis
283 in PPS analysis 244 in PPS analysis

Figure 1. Study flow diagram. FAS, full analysis set; PPS, per protocol set.|
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FAS K INPPS IZE £ N5 ZMFE OB m G A Table2 \Z78 L7, SN OF#nlE 15
M 1T Th Y | FHFEIT 16.1 5% (BRHE 16.1 5%, /KEE 16.2m) ThoTe, BLoS
INEEIL., AT W T BN 224 4 (58.3%). i 160 4 (41.7%). KEHIZEBWTH M
199 4 (54.8%). &1 164 4 (45.2%) TH > 7=,

FAS IZBWT, A 7NV WU T F o OBEMITHARICBVT 139 4 (36.2%), /K
BRI WT 126 4 (34.7%) MMM THo TWe, Fz, FAOAEE (200mL/H LLEDOFEER)
IERRASEEIC U T 270 44 (70.3%). KEEICIUVNT 261 44 (71.9%) TR bz, ShiGED
FEXE (CSCALER, BN ICBWTO A, FEM T 7.0%DZEDFED LN, MOEEIT DOV
TIEWBER TR ERETRD SN -T2, FAS, PPS TR E < BARBTHE X2 <, PPS
IZBNWT, A 7N P U 7 F o OERITEARICIHB VT 109 4 (38.5%), KEEIZIHBW
T 884 (36.1%) 2MTH- Tz, F7o, FAOMAEIEQR00 mL/H LLEOEE) (XhkARE
IZFT 208 44 (73.5%). KEEICIHVT 178 44 (73.0%) THRH bz, ERIEEHOFEEIC >
WCIEBER CUEEB, EEN) T 5.9%DENED it
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Table 2. Clinical characteristics of participants.

FAS

Green tea

Water

Age, mean (SD) [range]
Sex, n (%)
Men
Women
BMI, mean (SD) [range]
Vaccination for influenza, n (%)

Non-pharmaceutical measure, n (%)

n =384
16.1 (0.7) [15-17]

224 (58.3)
160 (41.7)
20.5 (2.7) [15.4-36.7]
139 (36.2)

n =363
16.2 (0.7) [15-17]

199 (54.8)
164 (45.2)
20.6 (2.4) [15.1-34.9]
126 (34.7)

Hand washing? 312 (81.3) 303 (83.5)

Facemasks? 52 (13.5) 52 (14.3)
Type of club, n (%)

Sports 253 (65.9) 214 (58.9)

Culture 131 (34.1) 149 (41.1)
Public transportation, n (%) 181 (47.1) 157 (43.3)
Green tea drinking habit®, n (%) 270 (70.3) 261 (71.9)
PPS Green tea Water

n =283 n =244

Age, mean (SD) [range]
Sex, n (%)
Men
Women
BMI, mean (SD) [range]
Vaccination for influenza, n (%)

Non-pharmaceutical measure, n (%)

Hand washing?

Facemasks?
Type of club, n (%)

Sports

Culture
Public transportation, n (%)
Green tea drinking habit®, n (%)

16.1 (0.7) [15-17]

163 (57.6)
120 (42.4)
20.5 (2.7) [15.4-36.7]
109 (38.5)

243 (85.9)
41 (14.5)

179 (63.3)
104 (36.7)
134 (47.3)
208 (73.5)

16.1 (0.7) [15-17]

130 (53.3)

114 (46.7)

20.6 (2.4) [16.0-34.9]
88 (36.1)

217 (89.0)
30 (12.3)

140 (57.4)
104 (42.6)
115 (47.1)
178 (73.0)

34 days/week or more, > 200 mL/day. BMI, body mass index; FAS, full analysis set; PPS, per-
protocol set; SD, standard deviation.
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1-3-3 A 7N o YHURGEG] - BRIREZW6 o bLik

KR, BFRITRIREROA 7 V= oA (BURBGHER, BEERZWEE) (2o T
Table 312 "L, U A7 OHEEE TN 95% Cl % Table 4 IR L7-, FEFMEH CTH DA
VIV YHIRBEERIZ, FAS ICBWT 444 (5.9%) Thotz, KHEDOA 7z
PURB R, G KON Wilson 2 2712263 < 95% CI ik, FERE 194 (4.9% (3.0, 7.6)).
KHE 25 4 (6.9% (4.5,10.0)) BHUREBEBMETH O, A 7NV U FOREZZWr S vz, PPS
IZBW T, FRAHE 184 (6.4%(3.5,9.2)), /KHEE 184 (7.4% (4.1,10.7)) DIHURGMAEITdH
STee A ¥ 7 U HHURBEMEFIL, FAS, PPS O W HICEB W T bk A REIC BV TR WE
GamLTc, —J7. Fisher OIEMEMREREDORER, WITNbAEREITHD LRI T
(FAS, P = 0.28; PPS, P = 0.33),

A TN VRN, FAS ICB W TREZSEE 46 4 (12.0% (8.9, 15.7)). /K#f 53
% (14.6% (11.1, 18.7)) T&H V. PPS ITB W THEAHE 34 4 (12.0% (8.5, 16.4)), /KEE 40 4
(16.4% (12.0, 21.7)) TohoT-, A » 7N PREIRZBENL, FURBMEG] & FAEIC FAS,
PPS DWW HIZE N T H I BHEIZ I W TR WEIS % 7 L 72, Fisher O IERERE AR E DRl 5.
WPTN S A BEREITRD SN o7= (FAS, P=0.73; PPS, P = 0.17),

Table 3. Influenza infection rates.

FAS Laboratory-confirmed FAS Clinically-confirmed
influenza influenza
- + - +
Green tea, n (%) 365 (95.1) 19 (4.9) Greentea, n (%) 338(88.0) 46 (12.0)
Water, n (%) 338(93.1)  25(6.9) Water, n (%) 310 (85.4) 53 (14.6)
PPS Laboratory-confirmed PPS Clinically-confirmed
influenza influenza
- + - +
Greentea, n (%) 265 (93.6) 18 (6.4) Greentea, n (%) 249 (88.0) 34 (12.0)
Water, n (%) 226 (92.6) 18 (7.4) Water, n (%) 204 (83.6) 40 (16.4)

FAS, full analysis set; PPS, per-protocol set.
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Table 4. Estimated risk of influenza infection and difference between groups.

FAS Laboratory-confirmed Clinically-confirmed
influenza influenza
ER 95% ClI ER 95% ClI
Water 0.069 (0.045, 0.100) 0.146 (0.111, 0.187)
Green tea 0.050 (0.030, 0.076) 0.120 (0.089, 0.157)
Risk difference 0.019 (-0.015, 0.056) 0.026 (-0.024, 0.077)
PPS Laboratory-confirmed Clinically-confirmed
influenza influenza
ER 95% ClI ER 95% ClI
Water 0.074 (0.041, 0.107) 0.164 (0.120, 0.217)
Green tea 0.064 (0.035, 0.092) 0.120 (0.085, 0.164)
Risk difference  0.010 (-0.033, 0.054) 0.044 (-0.017, 0.106)

ER, estimated risk; FAS, full analysis set; PPS, per-protocol set.

1-3-4 ZEB VAT ¢ v 7 BURHGHTIC X MoK D%

ZEBRMNTE LT A 7T R (BURBSYEG], FEIRZ2WE]) OF 52 068 224
WL NIETMOR 72 M EHE LIZZ2Ea AT ¢ v 7RO aiTo72, 4> 7
WU 7 F U OBREOA L BEIRAEIC LY E T VICHIAL, MORFIZAT v 7T
A RIEIT L DB LT,

A 7N FHURBGMEFNC OV THEMT 24T o 7o k5 5. FAS, PPS & HICH E 2R ZITHR
D B (FAS:0.62(0.33,1.16), % 4 OR (95% Cl); P =0.13. PPS: 0.76 (0.38, 1.53),
P=0.44) (Table5), 2% KIFTMORE T & LTk, v (FAS:0.44(0.28,0.70), #f%EEH A
OR (95% CI); P < 0.001. PPS: 0.43 (0.26, 0.72), P = 0.001). %! (FAS: 0.19 (0.08, 0.43), %%
# 7 OR (95% CI); P < 0.001; PPS: 0.24 (0.10, 0.57), P = 0.001) 23 &R X 7z,

A 7N FEERZ W I DOV T b RIERICHENT 217 > 7o f5 3L. FAS, PPS & b ICH E
TRFETRRD B o 7= (FAS: 0.76 (0.49, 1.17), Fi%E %% 74 OR (95% Cl); P = 0.22. PPS: 0.65
(0.40, 1.08), P = 0.10) (Table 6), #¥#% KIFTMORK & L Tik, FASIZHBWTHHE (0.72
(0.53, 0.99), ##&H 7 OR (95% CI); P = 0.04), /1] (0.39 (0.24, 0.64), P <0.001), F¥e\ D
HI1E (2.47(1.20,5.08),P=0.01) 238N Z 41, PPS (23 TH-fiin (0.68 (0.47,0.98), P =0.04),
PRI (0.41 (0.24, 0.72), P = 0.002) 2%&IR <7z,
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Table 5. Multivariate logistic regression analysis for laboratory-confirmed influenza.

FAS Laboratory-confirmed influenza
Variable OR (95% CI) P-value
Allocation
Green tea 0.62 (0.33, 1.16) 0.13
Water 1 [Reference]
Vaccination (+ vs -) 0.94 (0.49, 1.80) 0.85
Age (1-year increase) 0.44 (0.28, 0.70) <0.001
Sex (women vs men) 0.19 (0.08, 0.43) <0.001
PPS Laboratory-confirmed influenza
Variable OR (95% CI) P-value
Allocation
Green tea 0.76 (0.38, 1.53) 0.44
Water 1 [Reference]
Vaccination (+ vs -) 0.70 (0.33, 1.49) 0.36
Age (1-year increase) 0.43 (0.26, 0.72) 0.001
Sex (women vs men) 0.24 (0.10, 0.57) 0.001

Cl, confidence interval; FAS, full analysis set; OR, odds ratio; PPS, per-protocol set.

Table 6. Multivariate logistic regression analysis for clinically-confirmed influenza.

FAS Clinically-confirmed influenza
Variable OR (95% CI) P-value
Allocation
Green tea 0.76 (0.49t0 1.17) 0.22
Water 1 [Reference]
Vaccination (+ vs -) 0.93 (0.59, 1.46) 0.74
Age (1-year increase) 0.72 (0.53, 0.99) 0.04
Sex (women vs men) 0.39 (0.24, 0.64) <0.001
Hand washing (+ vs -) 2.47 (1.20, 5.08) 0.01
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Table 6. Cont.

PPS Clinically-confirmed influenza
Variable OR (95% ClI) P-value
Allocation
Green tea 0.65 (0.40, 1.08) 0.10
Water 1 [Reference]
Vaccination (+ vs -) 0.72 (0.43, 1.26) 0.26
Age (1-year increase) 0.68 (0.47, 0.98) 0.04
Sex (women vs men) 0.41 (0.24,0.72) 0.002

Cl, confidence interval; FAS, full analysis set; OR, odds ratio; PPS, per-protocol set.
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Figure 2. Kaplan-Meier curves for influenza infection. Laboratory-confirmed influenza (A, FAS;
C, PPS), and clinically-confirmed influenza (B, FAS; D, PPS).
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PURBMEFNZ DU T FAS PPS #1290 H I O WO RFHIZ IV TH ERA 9 S WEE,
KO BB W T RBERB RO EEICHREA R EZITRO 5T, PPS IZB W TIX, It
A 60 HFRFRICIHW Tl ISR R 227D biviz,

Cox [EUFO#ER. PURBGMER], EERZWHI O WT 2T FAS, PPS TR 9 23
WEHIZB T DA vV U RBOMFEAID R EINTZ OO, BRERZITRD S h
o7z (Table 7, Table 8), A7 v 7'V A XL WL ER VAT 4 v 7 BURZHTIC I D ®
RENTMOE T (s, MR, BEEZEE FAS O, MERI, i, FhRWEIE) 258 L
T RAT OFE R PURBGMERNC IS 1T B N — R (95% CI; P fil) 1d, FAS (231> C 0.64(0.35,
1.16; P=0.14), PPS (Z3\ T 0.77(0.40,1.49; P =0.44) TH v . FEZWKHNIZI T H Y —
RE (95% CI; P i) 1%, FAS (235 T 0.76 (0.51, 1.14; P = 0.18). PPS (23T 0.65 (0.41,
1.04;P=0.07) THo7=,

Table 7. Cox regression analysis for laboratory-confirmed influenza.

FAS Laboratory-confirmed influenza
Variable HR (95% CI) P-value
Allocation
Green tea 0.64 (0.35, 1.16) 0.14
Water 1 [Reference]
Vaccination (+ vs -) 0.94 (0.50, 1.74) 0.83
Age (1-year increase) 0.47 (0.31, 0.73) <0.001
Sex (women vs men) 0.20 (0.09, 0.45) <0.001
PPS Laboratory-confirmed influenza
Variable HR (95% CI) P-value
Allocation
Green tea 0.77 (0.40, 1.49) 0.44
Water 1 [Reference]
Vaccination (+ vs -) 0.71 (0.35, 1.45) 0.35
Age (1-year increase) 0.46 (0.29, 0.74) 0.002
Sex (women vs men) 0.26 (0.11, 0.59) 0.001

FAS, full analysis set; HR, hazard ratio; PPS, per-protocol set.

16



Table 8. Cox regression analysis for clinically-confirmed influenza.

FAS Clinically-confirmed influenza
Variable HR (95% ClI) P-value
Allocation
Green tea 0.76 (0.51, 1.14) 0.18
Water 1 [Reference]
Vaccination (+ vs -) 0.91 (0.60, 1.38) 0.67
Age (1-year increase) 0.75 (0.56 to 1.00) 0.05
Sex (women vs men) 0.42 (0.27 to 0.66) <0.001
Hand washing (+ vs -) 2.35(1.18 t0 4.67) 0.02
PPS Clinically-confirmed influenza
Variable HR (95% ClI) P-value
Allocation
Green tea 0.65 (0.41 to 1.04) 0.07
Water 1 [Reference]
Vaccination (+ vs -) 0.73 (0.45 to 1.20) 0.22
Age (1-year increase) 0.70 (0.51 t0 0.98) 0.04
Sex (women vs men) 0.43 (0.26 t0 0.73) 0.001

FAS, full analysis set; HR, hazard ratio; PPS, per-protocol set.
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1-4 #%

ARETIL, SEFROEEE IR E U Zhuak L FENATHER 7 o & 2 bkl kf laER
IRV O DL DA 7 o FERIC OV TR 22 A A Z e Lz, K
IMNEXTE L7z 90 HIRORBROMER, FEFHMEEE Th oA v 7 v = FHURGME
BllL, FAS IZB W THREZSHET 4.9%, KEET 6.9%TH D | FEA& D 23\ X 2 i M 23 32
WLz, —J5. Fisher O EFEMERMREDORERIZIAE T, ZHEu Y AT 4 v 7 ElFs
MRk 0 8% RIETHOR 12 LEERICOVWTHLREEETRD N7,

BIRBOZEMEIEE & UCal LA > 7L R R 2 WHEI- >V TlE. FAS I2BW T
FEASHET 12.0%., KEET 14.6%TH D | IHIEI23F8 8 a7z —F5 T, Fisher O IEREfEE
WL DHEEREMT, 2Ea VAT 4 v ZEROITONT N THLHE TIER) o7, FAS
([ZLEEE U CHSFER O @& WEIT T REM TH D PPS IZBW T HHEEITRD bR ho T,
IR DB % B fE L7 Cox [ElfIZ 38T & HUR BB 5 IR 52 Wil 26 12 A 2213 72 < L PPS
IZBWTHEEETh Tz, UEXD, BRIZED I DDA 7 B PEMAR, K
IZEDIMNEHI L TEPBD LN WNWI EDRRBINT-, 1 7V o FRERIZEE
EREFTRFICERT DL, AT v T UARXEEHWEZLZER VAT 4 v 7 EIFRSHTICE
WK, PURBGMER], BRI W ic 4 U CFEln, MERIDEIR S 7z, iz >V TiEF
BT EICERITEI N Y — U BRI D L0 ) BEFRORFENEE LD LB Z b,
T, HEICOWTT, 20 AR OEHERE THEORBENEH NSO TE L, A
DFERE—FHLTWD, SEISEOMZEL DD PREBI TN D SO OFEMIZI S 2
TR (76), U7 F L OHfIL, ANV AT ~T 4 v /7 L Ea—SICL 0 HESNT
WD ZEMNLETMTHAIAATE —T (21, 22). SHREMICB W TRBICHT S HERE
RO DR Nho T, Ay X, " — REOEEXMZBET 5 & FURBER O E
NEED NRETHDLZENEE LD LEZLNT, /-, ESEYIENTEATIL.
2011/12 4E 3 — X B W T ERTH o 72 A(H3N2) 7 A L ZIZEE L T, 43 BERE D) 34%1C
EREANBDOONTZZE2RELTEBY 77, VANVAOERL R THD EHERINT,

— 5T, AMRITITRODDORRANFET D, EZDEORI L LT, E5FED
RERZET Hhiz, B%EES 15.0% & 38E L CTEFIERZ G L, BB 10 fllcE -7
—J5. PPSICEENRNBINEIL 295% Th o7z, T D72, FAS, PPS |2 @57 )3k B
(CEEE RIZ LI TREER SV, SR ORBRICB W TCHESFREEHH DL LT, LV IEREIC
PR DOIERZFHMI T2 Z ENEE LV, EFRICEELRITLEZERE LTUL, =7
TV DORBRT A VAT DD, ESFRIT, AR T 73.7%, KEET6E7.2%TH D |
BRI L CAKRBET 5% IRWERTH o To, A7 0 TV DOGAE . ZINE A H bk,
KOWFTHICEIM N ZMD T, FRBEOBETROMFERHE L, "M T A AL
N (18), TDT8, MBKREEZRHAHSZ LI TH2HELITHL OO, 77 EREED
EHANEE LS, XA T 2AZHPBRLEBROEZHD L, —HERARELIT O LERD
% (719), MAEFICBWVWTHESTFRIITITRIIEE -T2 0, ZOM, Vv X —D
BN X DBETFREOMBEENAED THD LB BN,
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fDWFIEDRIF & LTIE, 9BV DOFIERFTHND, 5B WOFIEIZETT 5%
IZHEWV, 1 A 3EERE L, LLRAEL, ITTOMREONTHEREDRED bl
BRI I NABALIE X A AT O F i 83 i D ERM 2 x4t L LIt D Th o7 (35),
g DA /7/1/I/’H'I’E$ ISEERGIHEICENR LT, FRICELLBRESL BV 2D
IR TIE R 72 TRIRBN#E L HND (Bl), £D X I REBRETFIZEWTIX 1 H 3[H
@ﬁﬁﬁﬁ_ié5ﬁwﬁﬁ@ﬁ%%bto*ﬁf\iéiﬂﬁm@%ﬂib%4y7w
T UOPICRBT DN LV, & LT, HRAIRITH 2009 fF D=2 — 3 — 7 HND
HEEFEIC BT, BB U CHALEM T 35 F0REENAE Uz (65), MBS DE
WA D DDV D A TN P TFUHEIC L KF LIt dH v . st GEFHITIE
Ufﬁﬁw®ﬁﬁ%%@éﬁ8@ﬁ%@&$ﬁﬁgf%5 EAURBEE N, BEEICEL
Ti&. EGCG ® invitro I2B T 554 > 7 A o HHER DR D HiL5 10 uM (2l L T,
SRR mwtﬁ%¢_iwﬁuL@EmmﬂﬂiMé%@@\é%@ﬁﬁ%ﬁﬁﬁ%
DYEFNC B U= RetEnN & 5 (8).

ZME D 70.0%LL EXFREOHMHAEBEEZFG L TWDHZ &b, MBEOZEITHEL KITT

—NTHd EHERINZ, Ko EzRALE, Wb 7V A MLV 7Ty
PFYBHER et L7z BR Tl 7 %8378 mg/H. 7 7 = 210 mg/day DIEE N 7
TEREH L TA 7 o PREEZ IR T 2 A 23RO 5T\ 5 (33), f Bl m
ICELE LS OB BUCR D HIRZ R IT R o T2 b DD, WEED A > 7 L o F RO ]
(CAHC TG Lo ATREE N B 5, B OEEZRET 5 7-D121%, ROBHABFBEIZZ L
ARERHIR - EAZEBIRT L2 L METHDL EBS L HNT,

LEXD ., 8K EXD 2P0 DA 7 o FPEEERIEAKICEREE L CHERERIEN
ERZBODHICEE -T2, 5%, RBRT VA L 2UGE LI KR T v & SMb bt Bt
BRAIT O 2 L TREER T DRI L D 9D\ D A o 7o o FFREEFIC OV TH S 8T
THOVLERD D,
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B2E BEIBPWVICEBAL LI FTFE : Bayes OBEAIC L A#E

-1 s

W1ETIE, WHSNIHEERO FECI VRO OE LN REMR Lz, tho
Fik L LT Bayes i & HOWTZFEROMRMAFRETH VD . BE, BRARBROMBERIZH L TH
WHINh->oH2 (80), #kiZ. #HEiH L Bayes amld. 55 DFEDOBENIZHENH
%o BEGROEE . BEHD O IEMEAITEAR LB IZHGE IR O R OGF b D e
ERODOHTHY, RGRZDOHLDONIE LWHEREZRD H Z 1T TE 7220 (81), =hie
FT < HERTIIRERD S BIES ITIERZ/L Z L2 REL TWD D, RDbIL
EEXMEPOEENEG ENDIWREMD Z LT TE R, — T, Bayes gD Fik%
LR FGA—F 0 Z2HNDZ L TRHADIE LWL H H R CTEBEOE EN 5 X
(13 FHIX [, credible interval) #3R$H 25 Z LN TE % (82), = D=, Bayes imlIakhr D1
BN ZOBEMEIL S HAAD T & HEER 2 L mIIC AR U BARN 22 /EH O R &2 35
HlHICHEAHTHD (80),

BEROFIEICIVABE TR RSN HE, RBEDLZ T 50, 7—%
Z O H ODORBEIZ X0 R KT H 2 2T OFIBHIHEN, FilicZ Ly, — 05,
Bayes i D FiE CIXEMABRIERORE LTI T 5 Z LN TE L7280, BRI R % fiF
WInZENTEDH (83),

WIETHEM L, 70 MBS RRER T, #2859 AWk 2 B e i LT
A TN RBEZMEITAEAZRLIZLO0, HEROFEEZHVEEKEEL 5%
ERELESEA. TOMBIIEE TR (46), £7-. BoNTERICEVWAEE TR
WZ EIZOWTHEBRT A v ollmns, A—7 27~V Thb I &, ZMEDAIGERE
MEATIR L 72 2 Z & T0%LL EOSIMEDFEDOHKMEEZET D52 LR EITHONT
ERL, LnLans, BREICM%DOERT TR AN KEED A 7> PR
ZTREIS) EWGERNIE LW, fiT%FRRE A > 7 v o REIHIER RO b2 )
WZDOWTIEH B Tid7Zewy,

ILOEFICESE, B 1 ECEN L SR RNATREM T v & LAl il R
BrRofE R % Bayes i D THEIC K VMR T A2 LT, BRI DBWICE DA 7P
TERIZOWT, ZHEAICERIRIN e A TEZ MRS Lo, SRR, KB O MR D22 & kR
BENKBEDOA VTNV P RBREZ TS EWORHAE LWERERD, T, F
Ao AT (— R B O Jeffreys O FRi1434) Z{KE L. Markov chain Monte Carlo ¥
(MCMC IR)Z W2 Er U AT ¢ v 7 BURSHTIC L D BT LR T2 LT,
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2-2 J7lk

2-2-1 RAERT VA OB

LB GEEIDWCE DA TN YT T F MMpesT B 12k 015
Hil, HHLIZIVHE SR BRERE2 S L2, Bayes il &S < MM TFIEEZIGH
L. MBI DDA TNV PR R A HEE LT (46).

RERIT, ZhEaxIERNEATREM 7 o & AMueie R RERBR & L CTA— 7 > T L TIT,
KFHBEIIK O DWWBEE LTz, RBEIMIZA T oA v 7 v U HFRITH Th 5 2011
12 H25 201242 Ho 90 HIE & LT, 2313, sk RE) I/ NEHXIZETET 5 6 @&
SETEAL (I VR ST NV 5 S AR, I VR ST T R i S AR, ] R ST 1 3 R AR
e [ VA STRRZEUVRE 8 S AR, W VR ST N i A AR, DR ST T R AR ICTERE T D 1,
2 FHEDERETH D, BIMEILT o F DITRRAFEE T2 IIKBEICHEIMS B4, 1 A 3 B9 2N
WEFE L7z, 55N T —ZI12% L, Bayes S Mt FELZEA L, #4559
DWOER ZHEE Lz GEIT 2-2-5 2 &),

2-2-2 RBRAFH : EEEHE A

TEFMIEEIE A L 7u~ 8T T T 4 BRI oA 7 Y HUREGT & L
BINEDA 2 7 ) L PRROFER 2 3f 2 T2 BRIC 3252 L2 RIS BV TR 5 2 & &
Lo W, A 5/ 7u~< 777 0 —EICHW D RPERWEOBUEHR UL E R ATE
TOEMPFER LIz, £z, A v 7z PHREBEF OGNS L 7 u< b7
77 4 —EDREITA T AT A L 2T LT 64.4% (95% CI; 59.0, 70.1%).
A 7N Y BAY A LR TxF LT 52.2% (95%(5#E X fli; 45.0, 59.3%) & #i SiuTu
% (67)

2-2-3 HBRIEMW - M GEH]

FRAT X SR IE, FAS, PPS I X D B I iz, MAREE I3 KBECEIM bz
DI, LLTFORMHFICHEET 2E ZRWIZERTH D, HETROMBNT I W72 R
FEMT S REM 2 EFR LT,

FAS: 1) 9MWWEEIATDRPo T

2) IDVWEBEOT —X 22D LOHKRN-TH

3) MERHIMTICFEEZMIE L, RAFFRICBIT 2T — X O A A2 G L&
PPS: 1) FASIZBIT D 1~3DKMFEONTINIHELTHH D

2) I BOOFEREED T5% A D #

3) KEECB W TRERICE D H BNV EiTo 2
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2-2-4 RERIE® - RABRAE RO

i B I NE - AZ T E T D 6 mEFR (P4 L 2-2-1 22 8) [T 5 1, 2
FAEDELED 5 B 757 A RBRICSIN LT, 387 44 MR AHEIC, 370 4 M KBEICEIM B
72o I ADBRLARIIC 10 40 (REASHE 3 44, AKBE T &) MREMIENC X 0 E L, 747 L4033
B se ik Uz, skBRIARI . FAS IR\ T 44 4 (5.9%), PPS 128\ T 36 4 (6.8%)73 A >
TN oPITHREE LT, ARGBXLTHRNT, ZEr VAT ¢ v 7 EUFGHTIC XL Y oK+
(A 7N U7 F o OHEBOAE, SIEB) O (Uit EBE)) & F0%E L7z fghr
DFEF FEARE, KBEMICH B 2 Z TR b/~ 7= (FAS, P =0.24; PPS, P = 0.66) (46),
DK OEIR T, EFHIRIL S NEEER] O 5 R O 22 K-S\ TIT L7 (46). Bayes
A IS MM TEOBEAICH 72 - Tid, AERSCE O TREME 2 AT 5720
A TINZ T T TF OO, ﬁfﬁfﬁﬁwﬁiiﬁ CUbER, EEHE) (2 &0 % L7
Wrafroz L,

2-2-5  HERHFHRIMRAT

FHEMEIZEAIE, SD X OMEDIEZ . FHEEIZFIE LR OEIE 2R Lo, EROHEEE
XS RER L 95%(E XM (credible Interval; 95% DR TRABROEENEG TN D l:Féﬁ)
E LTk (84), MBERIDA 7 U WIRERERE (BURBYEG], BEZEE) oI
WNTTIIIRANZ U7z TERER (m) O & LIZEH U7 (2, post — 1, post)e AT IE, Xo LT X2
Zm AN TRINDEEO " HERERE LIt &, BENRTA—ZInkDPn TS
b, m(i=1,2) OHEFEEEL i KO Fi(1=1,2) L LTnéE, mOEEREREERS
B(9i) 1EELTORUSHE D

1
B(a,.b,)

ai=ai+Xi, bi=ni—Xi +fi. B(ai,bi) ZX—FBAEE LTz & & mi post 1515 M 28555 B B
BOZIHMERL 72D, w2 post — T, post /LD . WEEREIOA 7V U RBROZEEZHEE L
720

95%fE H XNI FSZ AT DA b LTk, MRRELKHEDOA 7V PREA
(FUR BRG] & O IRZZ W ) (222034 U DR (GRS IE L W) 2 -3 HEETH D 0
= P (72, post > 71, post) 1E 7 DEAL AT D 53 K O BAE 3 A0 AR HEERL AT ITHE O S ARGE LT
ZEOWIFFIE L 0 B L7z (82,85), 0 @ EARM 728 I FIEIZ DWW TR, IS I L 0 g S
nTW5 (84).

Ho U7 4w 7 BURGHT, 2Ea VAT 4 v 7 BURSHT T, FiomeE LT, —
BEEERT 2341 Uniform (0, 1) (86) J& O® Jeffreys O HRi43 4 & & L (87, 88). fWIHlImte%k (B)
R, [ERET I L D HEEICIE MCMC 4 L2 (71, 89, 90),

TFNDH TILE Y IZOWTIE, deviance information criterion (DIC) % AV, #E S
FETAMTHOTIXED 2 L7z (91),

b; -1
T, post(l T, post)

gi (ﬂi,post)
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2-2-6  fELAYBCLIE - FIIESFE I

AMFFCNLF AN RN R PR AL B ST L 5K 2% 1F (No. 22-16; 2010 4% 9
H 6 BAGR), ~NVUXES (Y UAKED (74) K OEERMZEIZEE 3 2 e faét (FAak 20
A G E SR 415 5) (75) WCHIY FEha L=, M. RBoOFEMIZTH > TiX
ClinicalTrials.gov |2 ¥ (7 % K IR 3 B 55 Aif &% & 2 17 - 7= (ClinicalTrials.gov Identifier:
NCT01225770),

RERA~OSIMZ BTz - T, BEATNCAAROREE LD XFIZLD M7+ — 4
Narvtvr FaBlc, YR W THERHERBEIRIZH 2 BEFEIT RV,
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2-3 AR

2-3-1 HiE

SINFE OHFIEFHIZOWVWT Table 9 1Z/R L2, ZIMEDOERIT 15O 17TETH Y,
EHAEENE 16.1 % (FRASEE 16.1 5%, KBE 162 1) Th oz, BLOBIMNELIT. LR
(R W T EME 224 4, (58.3%), i 160 44 (41.7%). KEEIZI VT HM 199 44 (54.8%), %
PE 164 4 (45.2%) T - 77,

FAS IZBWT, A V7N WU T F U OFMITHAREICE VT 139 4 (36.2%), /K
BEIZBWT 126 4 (34.7%) MFT-o CWie, £/, MAOBAEE (200mL/H UL EDOEE)
IEREEREIC IV T 270 4 (70.3%), KEEICIRBUVNT 26140 (71.9%) TR Hiui-, FAS. PPS
FTRE S RRDER IR RRBRAIIENT DR RIZFEAT T DU ZEORR L —E L7z (46),

24



Table 9. Clinical characteristics of participants.”

FAS

Green tea gargling

Water gargling

Age, mean (SD) [range]
Sex, n (%)
Men
Women
BMI, mean (SD) [range]
Vaccination for influenza, n (%)

Non-pharmaceutical measure, n (%)

n =384
16.1 (0.7) [15-17]

224 (58.3)
160 (41.7)
20.5 (2.7) [15.4-36.7]
139 (36.2)

n =363
16.2 (0.7) [15-17]

199 (54.8)
164 (45.2)
20.6 (2.4) [15.1-34.9]
126 (34.7)

Hand washing? 312 (81.3) 303 (83.5)
Facemasks? 52 (13.5) 52 (14.3)
Type of club, n (%)
Sports 253 (65.9) / 131 (34.1) 214 (58.9)
Culture 149 (41.1)
Public transportation, n (%) 181 (47.1) 157 (43.3)
Green tea drinking habit®, n (%) 270 (70.3) 261 (71.9)
PPS Green tea gargling Water gargling
n =283 n =244

Age, mean (SD) [range]
Sex, n (%)
Men
Women
BMI, mean (SD) [range]
Vaccination for influenza, n (%)
Non-pharmaceutical measure, n (%)
Hand washing?
Facemasks?
Type of club, n (%)
Sports
Culture
Public transportation, n (%)
Green tea drinking habit®, n (%)

16.1 (0.7) [15-17]

163 (57.6)
120 (42.4)
20.5 (2.7) [15.4-36.7]
109 (38.5)

243 (85.9)
41 (14.5)

179 (63.3)
104 (36.7)
134 (47.3)
208 (73.5)

16.1 (0.7) [15-17]

130 (53.3)

114 (46.7)

20.6 (2.4) [16.0-34.9]
88 (36.1)

217 (89.0)
30 (12.3)

140 (57.4)
104 (42.6)
115 (47.1)
178 (73.0)

“The analysis was performed to confirm the accuracy of the trial data. 24 days/week or more, *>200

mL/day, BMI, body mass index; FAS, full analysis set; PPS, per-protocol set; SD, standard deviation.
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2-3-2 FHEMER & 95%1E H X H

WS U7 TR (m) O U TR LIRAER, KEEOA 7V o FREBOEK
0 95%1E FI X 1%, FAS 124312 C-0.019 (-0.054, 0.015). PPS {233\ C-0.011 (-0.055, 0.034)
THY | P(m2post™ T, post) T FEIE TH D 0 1L FAS 28T 0.87, PPS IZFHW T 0.67 TH
-7z (Table 10),

Table 10. Difference between two group proportions and 6.

Difference 959% credible interval o
FAS -0.019 (-0.054, 0.015) 0.87
PPS -0.011 (-0.055, 0.034) 0.67

FAS, full analysis set; PPS, per-protocol set.

2-3-3 WuvRAT 4y - ZE VAT v 7GRS

Ho A7 4 v 7 ERSITORRE L TRONTmEIRRS (B) &Y 95%15 H X [H
DfEi% Table 11 (278 L7z, FAS (B D WIERGREL (95%15 F X)) (X, Faiofiz —kk
A & L2 35412-0.35 (-1.00, 0.24), Jeffreys D F /454 & L7-38-412-0.34 (-0.96, 0.27) T
B ol-, PPS (2T A IMIENRIREL (95%fF H X)) (X, FRinfix —tkofi & LA Ic-
0.15(-0.84,0.58). Jeffreys D Fiisr4n & L7235 12-0.38 (-1.10,0.29) Tdh »7-, DIC Ol
265.64 725 337.43 TH V| RN RIRENE PPS & L. Jeffreys O FRT0A &2 IE LIZ5H
I b /NS WM (DIC = 265.64) %1537,

Table 11. Partial regression coefficient and deviance information criterion in the univariate
logistic regression.

Prior p* 95% credible interval DIC
FAS Uniform prior -0.35 (-1.00, 0.24) 337.43

Jeffreys' prior -0.34 (-0.96, 0.27) 337.34
PPS Uniform prior -0.15 (-0.84, 0.58) 266.70

Jeffreys' prior -0.38 (-1.10, 0.29) 265.64

*f = partial regression coefficient. DIC, deviance information criterion; FAS, full analysis set; PPS,
per-protocol set.
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SER VAT 4 v 7 FERSFORE L LTHLNEREREK (5) RO 95%fF il IX
MO fiE% Table 12 1% Lz, FAS (231 % WIEIRRE (95%I15 K H) 13, FFlisdiz —
BT & L2 45412-0.37 (-0.96, 0.30), Jeffreys D H A4 & L7-35412-0.36 (-1.03, 0.21)
Tl -1z, PPS T 5 RIENFIRE (95%(R X)) X, BRI & —Bes i & L7z3ac
-0.16 (-0.84, 0.52), Jeffreys DAl 040 & L7235112-0.42 (-1.13,0.27) Tdh > 7=, DIC DI
268.45 721> 340.51 Th V| fRHT RGN Z PPS & L. Jeffreys D FRI DA A UE LIz H &
IZHe b/ SUVME (DIC = 268.45) & 137=,

Table 12. Partial regression coefficient and deviance information criterion in multivariate
logistic regression.

Prior Variable™ B 95% credible interval DIC

FAS Uniform prior  Allocation -0.37 (-0.96, 0.30) 340.51
Vaccination 0.03 (-0.61, 0.68) -
Club -0.32 (-0.98, 0.31) -

FAS Jeffreys' prior Allocation -0.36 (-1.03, 0.21) 340.23
Vaccination 0.05 (-0.57, 0.65) -
Club -0.29 (-0.91, 0.31) -

PPS Uniform prior  Allocation -0.16 (-0.84, 0.52) 269.73
Vaccination -0.35 (-1.08, 0.44) -
Club -0.02 (-0.72, 0.68) -

PPS Jeffreys' prior Allocation -0.42 (-1.13, 0.27) 268.45
Vaccination -0.05 (-0.74, 0.57) -
Club -0.40 (-1.18, 0.30) -

“B = partial regression coefficient, ““reference category = (allocation, water gargling; vaccination,
non-vaccinated; club, sports-related club). DIC, deviance information criterion; FAS, full analysis
set; PPS, per-protocol set.
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2-4 BE

ARFETIE, 8 1 B CHEM LIS HsEILFRNATHR 7 & 2Lkt R 05 F %
Bayes il D A FIFIEIC L VMIRT 52 & T, A I DBV DA 7 v W
FRAEERIZOWT, ZEMICERG A AEEZ R L, TO/E, FASIZB W T, A
IDINIK D DWNTHEZ L TA 7 oA 1L.9%HHI L, [REHEDKEED A 7
N U WREEEE THES ] ERIL8TN TH D I BRI, £/, PPSIZBWVWTHED
EPIT—E L T, —J5, 1.9% & W 5 SHEEME K& O 95%1E I X [R DME 7~ & Z OAFE LR
EMTHD EBZ b,

HRERICOWTILEATEE — KL TEBY, 202 &b, HIE, FHF2ETHY
7T —XIZEB D LS BEERNESWVWEBSIONE, . AV IV U T
DOEEFERT, B, R SREN T | 36.1%005 385% CTH W | T3 DAF%EIC L 0 A &
NIEARZBI DA TN oYU 7 F o ERBROREM L EVVETH 72 (92), £DI
WD, JRETDHEMNGEONTEROEBKAELEMTE T 5 — L EEITEVED &
Z bz,

ATV FOREBEOEIIONWT, ML L7z ZIHMER (n) OFEE L CEB L-HEIT
RHEEE L L T-0.011 725-0.019 TH Y . BN REM % FAS, PPS & L725HE I 1.1%70
5 1.9%A 7N EMETAERRS D EHE SN, £, TRIEEEDKEEDOA v
TN YREREZ TED | RGO IE LWERIT, 67%0 5 8T% ThH 5 Z & M HEHE 0 DO
MWHRENT, He Y AT v 7 ROREZER VAT 4 v 7 BURSHTOFRER, BT 5
WMERRE (B) OMEITAEZ R L, SIS TA v 7 v W RERI IS S S\ 87K S
iz, L Lanb, 5% FEHKEIEWTNE 0 254, (EHARRENTHD Z L3RI
Entz, —F AGROIE LWFERIL 65%LL ETHEZ &b MERIXRENTHDL HDOD,
FEZE D DIV D UM LT A v 7= PR A I 5 ATREME I 65%LL 1 |
S, RBRT A L OBEE RO LY KRB ARHESGRRZITI) ZENRYTHL LS
X bivle, Eo. B, Bayes i DWW T IO BLEND b KRIU7Z2 Ll el 2170 &
DIEND LWREREZGD Z EDNETH D, FFIT . Bayes il 381 Tid., #5k Bayes (empirical
Bayes) & MR D FIEICKVBEORBRT — DO FRDAMADONNT A —FThHD
hyperparameter ZH#E 95 2 ENAETH D (93-97), T2, BEORBRT — 2056
hyperparameter Z #4252 & T . LV BE LS ERDOIELWER 0 ZRDDH LN TE,
A TN P FIHERIZOWTHEAMEZ NI 2 —B1 &7 5, KRB el il 4
HEL, 2HMOA 7V o PREBROEL 2%, i) 80%. WilF EKAE 5% & 5% E
LUTIERIBER R 21T o728 2 A, BRE LI 2O MNAMLETHDH E AL bz, &
BRI OBk % 15% & ARGE L7256, MGG 2,663 4255 & LICiBROERITA %Y T
HbHEEZ LN,

b TIEE Y OfafE L L TRD 7= DIC OfElE, FAS, PPS DWW N ORI RERIZ I
W Jeffreys OFFITOAMEHAWTZGEEICE VNS RMEZRLIZbOD, — oMz AW
T E EMEIIRELS EDL LT S% ORISR N TH 245 OFERTAR
PREL, KAETHLNUEREEKRTL2ZEBARETHD EEZ LN,
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UEXD, 8#BICEDIDNDA 7z B PRERIL 1%5 5 2%FLEE & RER T
bHHHLOD, G TEERENKEEDA 7 U PREERE FES ] OIE LWHERIT 65%
LLE, FFIZ FAS IZB W TIZ 8T% ThH o 72, IRIDIELWHERL Y | BT A 2 lE L
TR T o 2 MBS BRI AT ) 2 L 1IR U THDH LB b, /2, REIZ
B OBREOME, BERBROOGONT — % 2%, Bayes i OBAN S ZHIIC
RS 5 = & OF RER AR S 7z,
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BIE RROTORDICLDIDNCKDA TN TR 0 A Z T

31 HE

RROZO D EH WA 7NV o FPhEE LT, Wb b7 U A RELT
DIEHL (32,33) 9 BN E LTOFIA (34-37) 12OV TR BN A ST
By WhWAHYTY AL RELTOERIZOWTIL, R0 EORE R &V - T IERFEH O
il (32) oA 7N Y ORELTO L OO (33) ICOWTREBENTWS D
O, RBOFIIIEF IR SN TS (32,33), AXZFDOHKSZH NI B NOA 7T
YHFBERIZOWTIX, L THEDOER RN LICHST RS2 b D0,
INETIATON I EEOBERRBOME LT —E L TV (34-37), 5 1ETIE, AT
T OWFEDORER O MEYEFIEZ RAES V. 7 ¥ AMbs EBRIC L 0 RIc K D 9
DOWOERZBEE LT, L LR L, BT ROME IR 75%LL LRy =R %2 A3 2 fiftr
HBREMICEENDL NEOWDITEY ., A7 o PREIMEIEN 23RO 5 IZEED .
BRERZTIRH SN2 hoto, £/, BEZRIETHMORTE2BELIZLERT VAT v
J RS ORERLRRETH Y . A > 7V FOERLEFURSIER] . RIS ES < BE
Wi & LIS Ee b EITRED bnoto, —. 2 FEITEHW T Bayes i D Tk & i
LR, EARSHEEMEE LT 11%05 1.9%0HH EREMTH D H DD, Gl
R EEDSAKBEDOA 7NV o PREREL TESD ] PNIELWHEEIT FAS IZB W T 87% T
HY . FEIZED OB ODA TN PRBEZIEIT DR REMEAEW D ERRIE SN
oo Flo, SHOBRBRT VA v 2tE LI KB T 0 7 MM R 21T 2 2 &2
U THDHEBZ BN,

KR T o Z 2L IRRBR 2179 2 032 Y Th D 7, ST+ 2R RBRO
FEREHRE L, TOEREZEEMICTMT 2 A X% 217725 ZEbIEFICEETH D
(98), L2222 b, BUEETICRRLZDRHINICE D 9 DBWITHER Lic A Z ftir->rER o
WRERDPHREEL Y AT~YT 4 v 7 LEa— I Thbhi T,

INLOBEFICHESE, BOZTORDITE D INVDA 7 FFEEERIC W
T, HiME ar— FMRBREOT o7 MMulst R iR & LIc A 2 fiftir 2175 2 & T
TET RO E BE LT,
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3-2 ik

3-2-1 BT YA O

KEREFORSICEDIBNDA v TN FTRERIRICHONWT, A X 2 T- 7,
FEFHmE B IFHURGME E 3P O ERIC KV MDA 7 R E LT,
LHRTE R &2 INEES 57 — % ~X— A & LT Cochrane Library (99). PubMed/MEDLINE (100).
Web of Science (101). Ichushi-Web (102) Z fv>, T, HhitH Sz SCEko 51 SCik ) =
NS UT, CEROBEKR, BEORHMBIX, 2 Lz 2 4 OFEE 2T > 72,

A & 2R — FRBR A N T & MU B 2 AT 5 2 & & L, oL iE
ZOFE T T RBR 2 5RIN Lz, @RI NTZRABRICHOWT, fimE ar— NRBROEIX
Newcastle Ottawa scale (103, 104) (2 X V. T > & AL bbigst B ER & 1% Jadad score (105)
K OF Cochrane Collaboration’s tool for assessing risk of bias (106, 107) (Z & Y 7l L 7=,

FEROFAITIZ, Mantel-Haenszel 5% W =B EWRET VR OEBZRET L &1
H L7z, Of8 T, funnel plot X% Of Egger D EHFZHTIC L 0 RS A 7 A O 2 54 L 7=,

3-2-2  SCHERAHA D FIE K OV R UE

kR SR 121X Cochrane Library (99). PubMed/MEDLINE (1966 4ELL[:) (100). Web of
Science (1981 4=LLR%) (101), Ichushi-Web (1983 4=LLRE) (102) VY, & T — ¥ X— A DR
SRATRERF 705 2015 4F 9 H £ Tl SN 7oim K Msgxt % & LTz,

KT —H =R 2B D LR FR 1., Table 13 (2753 PubMed/MEDLINE (23 L 72 1%
KANTHE D E AT o7, CFHA ., EOFHmIX, I Lz 2 4078 (KI, HY) 28 % L
720

Table 13. Search terms in PubMed/MEDLINE.

Search (“catechin” [MeSH Terms] OR “tea” [MeSH Terms]) AND (“influenza, human”

terms: [MeSH Terms] OR ‘“‘upper respiratory tract inflammation” [All Fields]) AND
gargling [All Fields] AND (clinical trial [pt] OR “clinical trials as topic” [MeSH
Terms: noexp] OR trial [ti]) AND Clinical Trial [ptyp]

ARER O OFMIX, Aif & 24— kB & %512 Newcastle Ottawa scale (103, 104) %
v, 7 2 & Al i B aR R % k14212 Jadad score (105) }% UY Cochrane Collaboration’s tool
for assessing risk of bias (106, 107) % v 7=,

Newcastle Ottawa scale (103, 104) X Table 14 |2/~ F 3THE IZ DWW TE O TR L,
BEOHNIDIZTEWVIZEHEDFEWRBR TH DL Z LN RBIND, IET o F 2RO
|2 Newcastle Ottawa scale A1 ] L 725647 282 L, BOHMN 7 DL EOGEIZHK
BROE NI TV D &l L7z (108-110),
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Table 14. Newcastle Ottawa scale.

Grouping item Rating

Selection of cohort 0 to 4 stars
Comparability of cohort 0 to 2 stars
Assessment of outcome 0 to 3 stars

Jadad score (105) A TF Cochrane Collaboration’s tool for assessing risk of bias (106, 107) @
FEAfE B 1% Table 15, Table 16 (27~ L 7=, Jadad score (2 2WTCiL, 227 3L EORAERICS
WTENHAIN TS SO EFME L (105, 111), Cochrane Collaboration’s tool for assessing
risk of bias IZ D> W TiX, Aa7 I XsiEMiTiThbh iy, HHE Z &
IZ”Unclear”, ”Yes”, "No” DWW T Nna iR 5 2 & THRBRBERD /A T ZADFIEIT DN T
EE LT,

Table 15. Jadad score.

Item Score range
Randomization Oto2
Double blinding Oto2
Withdrawals and dropouts Otol

Table 16. Cochrane Collaboration’s tool for assessing risk of bias.

Item Category

Random sequence generation Unclear, Yes, No
Allocation concealment Unclear, Yes, No
Blind participants and personnel Unclear, Yes, No
Blind outcome assessment Unclear, Yes, No
Incomplete outcome data Unclear, Yes, No
Selective reporting Unclear, Yes, No
Other bias Unclear, Yes, No
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THAEIC L VKT —F X=XV HFONTNTED H B, ROBRIRIEAEZ i 72 3 4F 58
% Mantel-Haenszel 72 HWZEEDRET NV R OEEIRETVICLIOVRETHZ L L
L7, W, 923V OHARIIE 2004/2005 47> 5 2014/2015 0 TH 2 B & IR E L (112).
BIRAA T 2 Z T 2 7o DITE OFHICEE S < SCHROBPUFATD Vb D & Lz,

BN 1) T o2 AR E 2 TR & ok — MR TH D Z &
2) RETIZZEDHTITED D0 E 60 ARMILL EfToTWnD Z &
3) MMHEL LTT TR, K FIPWHEZHREL TS L
4) A TN P OREBITHURGE & 72 1 35UAM o EF7 TRl L T\ o 2 L
5) HEEEIITHAGEIC THMS N TV D XM TH D Z &

3-2-3 T —XDOhiH

SCHRFAASIC K 0 5 o, BINERHEZ 72 3 3BRIC DWW T 1) FHE 4 K OHRRE, 2) )
Bt AR, 3) BT A L MAFETITBEWIM, 4) 1 v 7= U FREEE L OZW
DFE, CETLHIT—F 2 LT,

3-2-4 FHMmIE H
FTENMERIXA 7NV o PREBEOFEL L~ A v 7 Y OREBITHUR B
FEHUAMMO EHEZ S LICEHMEE N TWA LD E LT,

3-2-5  HWEEFFEAIERAT

BRI O B MEDOFEM 21X, Cochran @ Q HEK Y 12 it &% /= (113-115),
Cochran @ Q MiE DA B /KUEIL 10% (P<0.10) & L. 122 50% &V K& (12>50%) 4
(BB MEDR R E W & L7z,

RALUE 20 7 BRI Mo K& 2B 53 Mantel-Haenszel 75 % O 72 [ E
HERET N R OEEHRET ML VKE Lz (116-118), B EZNEE T /LI B W TILHIR
fF & fe LHEE VS (restricted maximum-likehood estimation; RMLE) 12 X 2 #HEE 21T 7=, FE R
XU A7 & 95% Cl & LTs/rL, forestplot Zff&CiiH L7z, FETLOHTITED O
fEEE & L ClX. Akaike information criterion (AIC) K U Bayesian information criterion (BIC) %
M7z, AIC, BIC DfEIZET VA THEZ L, AIC, BIC IEITEN/ NS WET LD H T E
DRV &I S (119, 120),

HIR N A 7 2 OFFAMIE funnel plot (121) K OY Egger & O EUGEAT (122) 1IZ L W T- 7=,
Funnel plot (ZfREAIZ2FMIZ L0 A T ADFEAEFEN L, Egger S DEUFIHTIZEIT D

HEKHEIT 10% (P <0.10) & L7=,

AT FHIFEATIZ 1 R for Windows, version 3.2.0 (The R Foundation for Statistical Computing,

Vienna, Austria) % i\, fENTH S v 77— & LT metafor” 2 i H L 72 (123),
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3-2-6 fi EEAYBCLAE - FIZEFH X

AWML FMFEFE AR SINT — F RX—RTBER S NTICRERICE DS AZ T TH Y |
Fizice b BEEHRE LEBELTAZITDRY, Z0), MEFEAEZERICX
DHRARKOA 7 =L Farty FOFHBFIEIRETH 5, MRV TH
AASCBAARIC & D EFEF TR0,
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3-3 iR

3-3-1 kA

SCHRAAA e ORI LA i 7= TR D A 7 U — = 7|22\ T Figure 3 1278 L7,
Cochrane Library (99). PubMed/MEDLINE (100), Web of Science (101)., Ichushi-Web (102) X
W A&&F 17 4 (Cochrane Library 8 f4-. PubMed/MEDLINE 3 ff:, Web of Science 2 {f:. Ichushi-
Web 4 1) OSCEk3ME Hiv, BE L1 FT7 —F2 X—ZANOBEMEZ G Tr) LR EL
T S0k (L) ZBR< 5o SCHR (5 3 BR) NG ORR LR T,

Cochrane Library (n = 8)
PubMed/Medline (n = 3)
Web of Science (n = 2)
Ichushi-web (n = 4)

Searches

Excluded (n=12)
—> 11 duplicated
1 did not assess the effecacy of gargaling

Screening

v

5 eligible studies
3 randomized controlled
2 prospective cohort

Figure 3. Study flow diagram.

MEDOGR L7257 BB OWT, FEH. ARE, JIREFFEDONH A Table 17 12
LT, AFRAEIE 1997 4R B 2014 45 bR 124 4475 757 44, s O FHIEIT 16.1
D 83 I Ch o7, MBRT A LAl E ak— NlBR 2 1. T & Akt FRER
BR3tbCcHO, B MABMITINANSE 5 NH TH-o7z, FilfE ar— FNkBROBRE
BELTERAEIBCOBFBEOH L am— N Q) BERE I, 7 ¥ AMMuich R
X HEGRER O ABEISREAS iR (L 1) 72133y B RV AV RASEEE 2 1) 12k
HINPNETHS> TNz, ahR— FRERICKIT BB L L TUIKRI BDVOEEZ LS (1
) EEI DB VOEEE LT (L) adh— FRERE I, 7 X MMehigexf FEEER
DORBENL T TR L10F) 723Kk @) I2X2 92080 EIT-> T,
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Table 17. Characteristics of selected studies.

Kkk

Age (yr), mean + SD Sex (M/F) Duration Reference
(mo) Study design No.
Author ey n Tea" Control Tea" Control
Iwata Prospective
1997 297 30 =+ NA 24 + NA NA NA 5 (34)
et al. cohort
Yamada Prospective
2006 124 83 +8.2 83+7.7 24/52 16/32 3 (35)
et al. cohort
Yamada Randomized
2007 404 396+114 40.2+115 36/164 52/152 3 (36)
et al. controlled
Toyoizumi Randomized
2013 308 15.8+ 0.6 15.8+ 0.6 98/57 86/67 3 (37)
et al. controlled
Ide Randomized
- 2014 757 16.1+0.7 16.2 + 0.7 224/160 199/164 3 (46)
et al. controlled

its ingredients. ""Characteristics of full analysis set population (total population is not shown in the article).
shown in several studies. mo, months; ND, not assessed; SD, standard deviation.
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3-3-2 AR DE OFHAM

i & 22— b akBA & %7 5212 Newcastle Ottawa scale (103, 104) % vy, 7 & Akt
5 o FR AR & 4212 Jadad score (105) A O Cochrane Collaboration’s tool for assessing risk of
bias (106, 107) # HW\7=FFMi O FE R 4. Table 18 (27~ L 72,

A & AR — MMFFEICOWT, AHHD (34). [WAHS (35) ORERITWVWITND 7 2DOE
%137z (Selection, ™; Comparability, *; Outcome ™),

T B MM REBRICOW T, IH S (36), B D (37). HFHD (46) OFERIX
Jadad score |Z K A FEMI A =27 28 3 525 5 T o7z, Cochrane Collaboration’s tool for assessing
risk of bias (Z & 2 FFAl OFE R IOV TIX, [LHS (36) DRBRICIHB VT ’Low” 2 EN D
HEARRHZ L, THHATIZE W T Low” Th 5 L il &7z,

Table 18. Scientific quality of randomized controlled studies.

Study Yamada Toyoizumi Ide

et al., 2007 et al., 2013 et al., 2014
Criterion (36) (37) (46)
Jadad score
Randomization (range, 0-2) 2 2 2
Double blinding (range, 0-2) 2 0 0
Withdrawals and dropouts (range, 0-1) 1 1 1
Total score 5 3 3
Cochrane Collaboration’s tool
Random sequence generation Low Low Low
Allocation concealment Low High High
Blind participants and personnel Low High High
Blind outcome assessment Low Low Low
Incomplete outcome data Low Low Low
Selective reporting Low High High
Other bias Low Unclear Unclear

3-3-3  EEMEOFEM
Cochran @ Q MiE D& F1% Q = 3.05 (P = 0.55) KON PHEFHEDMEIL 12=0.00%TH 1 |
BEREEHEIRD T, PHEFEOMIZERE (12> 50.0%) % FE- 7z,

3-3-4  WLEMRNTIC X D A MEOFAR

Mantel-Haenszel 5% W 2B ERET VK OEEDREET VICE Y 5RO R %
f& L. forest plot & LT Figure 4 278 L7-, Mantel-Haenszel 1% F V7= [E ERRE T L
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(Figure 4A) K OVZEELHEE /1 (Figure 4B) OWFHRICHEWTH U 27 Hd 95% CI 1% 1
ZEEPT. APV TA V7L o FORENEE I S A E[mNED S
U7z (fixed effects model, 0.70 (0.54, 0.89); random effects model 0.71 (0.56, 0.91)),

ET VOB TIELE Y 1% Mantel-Haenszel 15 % H W7 [ E R RE T 2BV T AIC =6.04,
BIC=5.65ThV, BEHNEETNVIZEBWTAIC=8.74, BIC=752 Th-7-, AIC, BIC
312 Mantel-Haenszel 154 W2 EEZNRET MZE W TMIVWEEZ R LT,

A
Tea Control
Flu+ Flu- Flu+ Flu- Relative risk (95% CI)
Iwata ef al., 1997 47 87 61 64 H 0.72 (0.54,0.96)
Yamada er al., 2006 175 5 43 e——— 0.13 (0.02, 1.05)
Yamada et al., 2007 2 193 4 196 '—-—* 0.51(0.10, 2.77)
Toyoizumi et al., 2013 11 144 12 140 '—'—' 0.90 (0.41,1.97)
Ide et al., 2014 19 365 25 338 |—-—| 0.72 (0.40, 1.28)
Fixed effects model e 0.70(0.54,0.89)
| I i |
0.05 025 1.00 4.00
Relative risk (log scale)
B
Tea Control
Flu+ Flu- Flu+ Flu- Relative risk (95% CI)
Iwata et al., 1997 47 87 61 64 = ] 0.72 (0.54 , 0.96)
Yamada ef al., 2006 1 75 5 43 4—'—1 0.13(0.02, 1.05)
Yamada ef al., 2007 2 193 4 196 .—.—. 0.51(0.10, 2.77)
Toyoizumi et al, 2013 11 144 12 140 —— .90 (0.41, 1.97)
Ide et al., 2014 19 365 25 338 4 0.72(0.40, 1.28)
Random effects model 0 0.71 (0.56 , 0.91)
| | i |
0.05 025 1.00 4.00

Relative risk (log scale)

Figure 4. Forest Plots. Fixed effects model (A) and random effects model (B). ClI, confidence

interval; Flu, laboratory-confirmed influenza infection.
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3-3-5 iAo T A DR

HRR A 7 2 OFEfIE funnel plot & Y Egger © OEIFSHTIZE W IT->7-, 5 DDRER
DFEFAELS X & 7= funnel plot % Figure 51277 L7=, 5 2O BRIC K it shi-
vy NEETNCEHMET 5 Z i3 #E L <. Egger b OEIRSHTOMERIZIFEE TN
(P=0.30) LD, HR AL T ZIZHOWNTORHMIITINEETH 5,

0.540 0.270 0.000

Standard error

0.810

1.080

I I
-1.00 0.00 1.00 2.00
Log relative risk

1
-3.00 -2.00

Figure 5. Funnel Plot.
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34 EE

KETIE, BRLEORSEZ NI BNDA v 7z FFREHERICOWT, Bib &
adR— FRELK T v 7 MMubbiet B 2t Ge & LTI A X T 2175 2 L T T U R
DLz B Uiz, BIREEZ M 5 B, A5 1,800 L DS MENLHE LN/ R L
METDHIET, AREDORIDEZRMNTE I BDWOFRERA 7NV o PIER B S
Niz, LOLARRS, HF A 7 AOFEC OV TOFEIE., BREO 7 &0 6 INET
Holz, A VIV FOIEKZNRTHEE LTL, FROBEESCYAZOFEH, 5
W EDMThILTWb—J (28,52,64), HIRTIZREN+0 TRNWI L3 A X ENTEIZ X
D STV D (29-31), BRE DR &2 W 9 B, BEF OIS A 7
VY TFBHEOERZR ESEHFIELE LT, BRMICERA TS L Z LRIz,

KRB OB INE LA OERIT. 16 D 83 mk LML L . FrE DR « R %
IZIRETTHHTHL L0 EHE I NS, £72. Newcastle Ottawa scale, Jadad score & Of
Cochrane Collaboration’s tool for assessing risk of bias (Z & 2 &BR DB OFEM D5 R, 3B D
BIXHAEIN T D LB SN, A SNEEROGEE LRV D LB X T,
Mantel-Haenszel %% W2 HEHRET VK OEBENRET LONT BN TH A ER
A VIV YFPERANRRO LN ENDHERAEIC OV TORREEILZE LD TH
272, AIC, BIC IZEVHEELIZET L OH TLE VIXEENRET VBN T/NE 7l
Zsx L, Cochran ® Q MiE., PPHFHEIC X 2 BEMEOFMERER L —& L iz, HR A
7 ADFHMIZ X funnel plot & TY Egger & D [E1F 43 #7 % 7=, funnel plot |2 X A R 72
HIWTINEETH O . Egger b DOEIRDATITAEAREZ 10% L LCHEITHETRVNE N D
R ThHoTe, —FH, RBEIIRONTEY . FHMIIIRETH D &Yk Lz, —ixic, i
WA T AT ZAT 5 T2 DITIX 10U, EXLETH DL EEDbILTWD Z &b (124),
ZOFMITIZ, A% OBGENRBROZRITRRD B D,

HRASA 7 ZAOFMARETH S 2 Lz, ROV 72 ELHBRBAWTNd HA
EANTITON TS Z EiE, K ZHELREREY b OEMICEIT 28 A O T—{b
WEECTHDLZ LR L THEY, AMREORATH D, £TORBEN HAENTITHLILT
WD Z LTk B s g - BHRENICB O THREEN DAL, BELEMEZELN
c—FH T, BEAEET L0 ZHERERICE T 2 A MEEH LN TRY, Z072H, —#itk
AIREVE D @ WS &2 15 D T2 O IT A R O RGERRER &2 B 72 295 52 L BN B W TEST
THIENHEETH D, SHOBRGENRBRIC LV EEOMREZGS 2 L ik, ko
HBHERARTHD, REICKITH A XMFHTClL, BPGEAEL G- THREBEB DD 2202 &
DIEEE T 24T - TR, JEEE T 21T 9 2 & THRER OBEREMEIZ DWW T L ER D |
WA KFETRAIZOWTOFEMRRET S FRETH D (98,125), D7, MAERIFRERIC
FVEBORREEL Z LI T ADHBM L DD Z L IZEN D, o, A Z T
DFIEIZHONTH, MFORMPRFEIN TS, KRETIX, IWHIND X Z T OFIET
& % Mantel-Haenszel 5% N2 B E DT 7V K OVIIRA & | BHEEE A H W2 E &Y
RET VML VRO EEIT-72 (116, 118), L L7225, TETIEBMEME 4« OF
— % % MH\W/=FiE (individual participant data meta-analysis) (126) <° Bayes il £ 5 Tk

40



(127) B SN TERY . B3 FEOBEMIC LY | B 28 m0 T HiEHICBE S 2 15 #
ZEONDAREMEN S D, £ /2.7 — &% ~X— 2 & LT Cochrane Library. PubMed/MEDLINE,
Web of Science, Ichushi-Web @™ 4 > % 7273, fl1iZ EMBASE (128) %0 KM /27— &
R=ANFET D, MOT—FRXR—=ZHLHNWTEIVZL DEREFINET L LICLY, =
BTV ADEDOR ERMRES NS,

UEXD, BRZDOEMNCEDIBNRA 7V FFHEOOE D & L THEEKN
AR THD Z ENRBINT, 5%, B DRPERITIBN T, KB il Geakin
EITWZEOREREHATHZ T, LVEBEORNZET  AOMNLDNFARETH D,
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B4R RIRHRERUC X D8RRI T OEITHIH - AT LR

41 5

Lk e EmE L OEEITIZ L 0, A RAICEABEEN T, FRICFEBAVE O RE & 72
STW5D (129), FREMEIX. 60 LA EDOE D 5% 5 TR EET L EHEINLTEY .,
Alzheimer’s Disease International D #5512 K5 &, 2013 RSO MEEE HuT 2B W T
4,435 J5 N\, 2050 FZ1E 14 3,500 HAIZIET H DO TR HILTHIR TS (130), AFLIC
AWTIX, BEAEFENE N LLE (AEAFRICKELZ KT L 2ER - fTH0E BehEo
WEESNZ DR ONTYH, EPPEETIVIASLTEXO2REEITZENU LOREEZ AT
ZIRTE) (131) @ 655% LA E D D E%, 2010 FEHF 2 C 280 7 A (657% LA B A T % L 9.5%).,
2015 2B T 345 AN (65 kLl E A DICx L 10.2%) SHEE SN TER Y, MREZOHM
NFE&EIN TS (132),

PRENE IR IR R ZK D & IRARIRIBRIEIZFE L TV, F72, BUEIXEST
OIFlE R E L Tal) X7 7 —BHEISS N-methyl-D-aspartate (NMDA) %! 7' /L %
U RIRILEROBE N TTHO TS (129, 133, 134), RHEIEDBAZEIC W T § K #
RN TI D | BN Tid 2002 A2, KETIX 2003 FD A~ o F Txt 3 5 fiE iR
HKGRLARE B 7= 7 iR R SR TG T KRR & 2 1 T (133), £/, BERBRORER & L
TR R DRBD LN o TALE MR EEICHEN S W 2 0% ORB AT I xSk
AW 2008 4ERF AT 100 LA EIC BB Z ERH BN E A>TV D (135, 136),

ZO XD IRRBUT I TIE, PRI 2 CIRIEFM e kA G bE 5 2
ETTREELZ TRAL, EATEZMEI T2 ENEETHD (4), o, RPN GIEL ST
TLHLET, oo TWLHEDDH LR FAIERNCT DI ENARETH D, wHIEID
BLhED H 5 KT & LTI, ML E R OMIC A IFCRB AN 2B HE 52 & AR
5TV % (137-140), 7=, B A L ADNREEOEITICE W CEE 2 &E 2 5 2 L3
RIBEINTEY, BIEA N L 2D X D FBHED T HCHETIHENC OV T L RFN 24
ShTWwW5 (139, 141, 142),

FKIZEENDEFIEMER Y THDL I TR UHET 7T = OER & LTiE., HiBb/EN
SOPRIENER (42,143, 144), #hREERN M STV D (42,144-146), F£7-. AOHER
fBERIZOWTIZE MIZBWTHIRD L TWD (143, 147), B MBI 28 5E%EE & 45
DOEDVIZERT D &, —HOBEMIEICE W TAOBMAEE & RIS T LR ENE O
B L OBICADOBENRRENTNDH OO (148-152), fOHFFE TIIMHENRD D
(153, 154), ZEMFRBO SRV (155, 156) 72 & — B0 H D HEmITE o Thany, Fiz,
I ANRBRIC DWW CIEFISCEEIC B 20 8B COME (43, 44) Rt 2 -5~
UAL MZOWTOHE (45) OATHY | EFIZIRNLTWD, 2D, HFIIZERA]
REZR RS DS RR IS BE IS IE T BT S Tl

INDOFFITESE | HEICEBIATRE 2 RS AR A RE IR T IC RIZTTERIZ W
T, FEnE £ (157) 235 & L THREMICHRET LT,
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4-2 5k

4-2-1 RBRT VA O
FEAS R OIS & 2 G EBEREAR T OHEATHHIERIZ OV TR AT B 2023 =<
AT Ll ek & FE L 7o, T ANEALIERY (FERIBEZ AT — L) AT O En %
R D 65U LoFEEGEE LT, 3A F'Eﬁ\ 2 9/ B OFEHRBIAITV ., AR ORI
R L. PRl U7z, FRABEREORHmICIE. AR TOR 7 U —= T iE L LT
NHESNDEZI=A VX VAT— NREH KE k% (Mini-Mental State Examination Japanese

version, MMSE-J) Z M\ 7z (158), ffFE T, BM&EMEDOZEIZ OV TR Lz FEMIE 4-2-4
=2 H),

4-2-2  JE% K O G

R NG (FRIE#EENR— L) AT — o (HEAESEA LT ; LT, 3£
Jiti f 5% & FRHR) A%qﬂ@mtﬁ“%‘@ 9 fg WD BRIFEAE Yt 7 UBRIMEHEIZEE Y L
ERRE LT, ZINEOFET WCRWTARRZ =R K OMEOTFIZ L 01T o 70,

HARLYE: 1) 65 UL bhoE
2) FEAERORE O EAS FTRE 23
3) AEHIMIF, U LEREZH T 207V A FoRAZITORWE
(EZ IV ECA BT
4) MMSE-J D45 ,5728 28 F R OF (159)

BRAMEHE . 1) BT LAR— (B, RESOBE) 0boE
2) W /LR, IR, T - BB EAT D L0
3) WEARMAGT D
) 2ol ERSATIEOSE & LR Th 5 &L

B YEZ W2 TME T ONT, ROBFRIFHREMAZICEA L, TRIFRIT, 5
AHFHBED DT RERIZIESE | MR OEREEEDTLRAEIT -T2,

HRNEHR:  Fln. Ml EERE. BHFPE. IRAToERL, 7va— L OER
RS, KOMAEE, BEAMOEBICEE,. B AEIREE (activity of
daily living, ADL), Magnetic resonance imaging (MRI) % 7= (& computed
tomography (CT) 7 i
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4-2-3 T A

ZNAE X 2 giday Ok R (SRR, BORHEBAX) 2 1 3 3 | (R, 3
DA MER L, fEAsd2i 113.3 mglg D 15 % ¥ (EGCG 47.5 mg/g ). 21.0 mg/g @
FT =UNEEN., RS OFMIT Table 19 127R L7z, 3 22 H OEBEIIM G, fhoHEe(biE
MERT 27V A2 FOBRUFIEIE Lz, £72. SARENZERL TWey 7Y 2ok
DEBZRT 572, 7 B OWWH L (washout) B Z &% T AZBRMA L7z, B
[ 1 DS B OVt D A BB OB BUS D T i BRA M1 (S BLRE L iR 2 5% 1T 72 o 7

AKX FE SRR OB N RS & R L, BRIV ToREE 1 B ZLI1ZfT-
2o AFFLROFEZOVTOREGIFETIT) 2L L L,

Table 19. Green tea powder ingredients.

Catechins & theanine (mg/g tea powder)

Total catechins 113.3
(-)-Gallocatechin 5.8
(-)-Epigallocatechin 29.7
(+)-Catechin 2.0
(-)-Epicatechin 11.0
(-)-Epigallocatechin gallate 47.5
(-)-Gallocatechin gallate 55
(-)-Epicatechin gallate 10.0
(-)-Catechin gallate 1.8

Theanine 21.0

4-2-4  FHAfE A

FEFHGE B 1X, MMSE-] DI AR DGR 0ZEB) & Lz,

ARG B 1L, MMSE-J OFHlifaiEIZ -5 < R A A U (FL45% (orientation), %3 H]
FC1E (short-term memory), 7 & & % (attention and calculation), = &5 (language), fi i
(visual construction)) DI AR DGR OZH), FEEEE - AR TE (24 505 27
AR, BERNERREME TR 10 R D 23 A, BT - PEERRAE; 0 KD 9 A, HEEEGRANE)
IZE-S5< MMSE-) 2 =27 2k, AaE (E, miEEEME (= A7 82—/ (total
cholesterol, TC), LDL == L 27 r— L (low-density lipoprotein cholesterol, LDL-C), HDL == L
A7 1 —/L (high-density lipoprotein cholesterol, HDL-C), ~VU 27U U K (triglyceride, TG)),
MopEAE (25 RS RFIMAE (fasting plasma glucose, FPG), ~& 7 1 £ Alc (hemoglobin Alc,
HbAlc)) DZEAL, FEAKEBIROETFRE Lz, ZEMEICHOWTITAFEFROFR AR A
RFfERS L. DR CRidk a2 il o5 2 & CalMili L 7=, M. GEANBEREREAm I AV 72 MMSE-) 1
A AR F IV RS TsY, REEZNT L TAFAIRETH D, MR
FEO T EHNT IS & A E O EZER e fHEITE LPER T2,

44



4-2-5  HEEHFRISEAT

FEGIEIL, Higk 23 e LI RRHRBRTH D 2 & 2FE L, FEhrraett o #l S0
5 15§l L RE LTz,

MMSE-] #3 s D B LI A a7 K ORI E I K S5 < R A A4 U (Y&
(orientation), 75 # L & (short-term memory), £ & & 5% (attention and calculation), & &&
(language), f#ii®i (visual construction)) (kb LU, ff T, MAE 2 N ARl Tl L7z, b
X, SISO S D tMREETIL 3T X MU » 7L TH 5 Wilcoxon OFF 5 AR AR E
Z iz (160, 161), A E/AKUEIL 5% (P < 0.05) & 3% L. #atZa0fEdrici: SPSS for
Windows, version 21.0 (IBM Cop., Armonk, NY) % Hu 7z,

4-2-6  fmEAELIE - FIZEAH K

AWFFEITF RN ER I RS R PR B AL BRI L D& A5 1F (No. 23-27; 2012 4 5
A 11 HIKGR). ~V Y X EE (Y UVHET) (74) K OERRFZEICBE 3 2 mERfE 8 (CERk
20 FEJE A B RS 415 5) (75) (WCHID i L=, W, REROEREICH 72 - T,
ClinicalTrials.gov (23517 2 ERIRFBRF AT % 21T - 7= (ClinicalTrials.gov Identifier: NCT
01594086),

REEA~OBINZ BT > TE, BEANCAANETLIIREF LV XBICL DM 7+ — A
Favvy F &Gz, Yikifseid, RSSO ERE L v Bk (No. 12-311) K OVFRBREE D
A2 -, FIRMITEYIIC 2 b r—L L, BT L2 (49),
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4-3 fER

4-3-1 ABROBEE

15 £ D FERifE X AN EE DRRA~DBMEFTLEL, A 7+ — b Farvy ek
(ZTEAEME DY E ZAT o 72, LA EREIZEZY L, 4 A0nR RIS L7, REROBR A
%, 2 ADNFABEMENC LV P L, 12 48R BRE e Lz, KBRS, 1 408880k
DI D EFEEBIIZ ARE L7223, 36 H#IZ FE s (2 FF AT LakBR 4 FBH L 7o, FASHRIE
BOBFRITERT 99.7% Th o7, W, RGP, BRAHOBEUCREEO H 2 EE /e
BEFZROREITIRD NIRRT,

4-3-2 HlEHR

B AR LT- 124 (B 24, &M 10 4) O RIE#RE Table 20 (Z/x L7-, i
X706 B THY, WTHOSIE GRBAIELHH L T\ (T /YA ~—HIE
HIE 34 (25.0%), ML MEZRENE 8 44 (66.7%), L B —/MARIZRAYE 14 (8.3%)), MMSE-
JARAI TS BHAIL, 24 505 27 1 (BRERAKIEREE)2 4 (16.7%)., 10 805 23
AR, PEERAYE)64 (50.0%).0 A5 98 (EERAUE)4A4 (33.3%) THoT-,
OFFEREIT. mIE 4 44 (33.3%). FEIRIFE 2 4 (16.7%). NEE R HEIE 04 (0.0%)ThHh -7, &
FEIRRIRIT 14 (8.3%) DA 51 Tz, 12 4 1TW3ivs B W ATFEEICR W
T—H I EET &5 Thole, HOKMAEBEITHOWTIL 12 4 (100.0%) A F L THD .
¥ 680.8 mL/ H Dk A AL L Tuhiz,
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Table 20. Clinical characteristics of participants.

Clinical characteristic

n=12

Age, mean * SD (range) 87.9 £ 7.6 (70-98)
Sex, n (%)

Men 2 (16.7)

Women 10 (83.3)
Underlying disease, n (%)

Alzheimer’s disease 3(25.0)

Vascular dementia 8 (66.7)

Dementia with Lewy bodies 1(8.3)
MMSE-J score, n (%)

24-27 (MCI) 2 (16.7)

10-23 (mild to moderate) 6 (50.0)

0-9 (severe) 4 (33.3)
Complication?, n (%)

Hypertension 4 (33.3)

Diabetes 2 (16.7)

Dyslipidemia 0(0.0)
Concomitant drug?, n (%)

Antihypertensive drug 8 (66.7)

Antidiabetic drug 1(8.3)

Drug for dementia 1(8.3)
Activities of daily living, n (%)

Independence 0(0.0)

Some assistance is necessary 12 (100.0)

Usual tea consumption
Green tea, n (%) 12 (100.0)

Mean £ SD, mL/day 680.8 + 229.8
Others®, n (%) 8 (66.7)

Mean £ SD, mL/day 85.0 + 63.7
Alcohol use, n (%) 0(0.0)
Smoking, n (%) 2 (16.7)
Dietary supplements, n (%) 0(0.0)

®More than one choice was possible, ®black tea or oolong tea. MMSE-J, Mini-Mental State
Examination Japanese version; MCI, Mild cognitive impairment; SD, standard deviation.
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4-3-3 MMSE-J % =1 7 D i bb ik
RBR AT O MMSE-) 135D 24K >\W\W T, Table 21 (27~ L 7=, MMSE-] 580 A 51T
3MHMBOMAHERICL W AEICKE L (P AR 153 £ 7.7, F) + SD; M A, 17.0
+8.2;P=0.03), FEMAEHIKICE S FAL O T, BB AL URAAEICHK
L7 (Jr AT 20+ 1.8, ¥ + SD; /A% 3.2+ 1.8; P=0.01), ilLd KA A DFFHIC
ﬁ?%‘foa# RO LN T,
BUHRIIELZ AT LBME (84) 2R e LIZITICB N TYH, & 12 4 OMNTHE
R Hﬁ% MMSE-J 135 D& 5 (S AR 18.4+6.5, ¥ +SD; /it Atk 20.6+6.7; P =0.03),
FHIFUIED R AL (I ART 2.6 £1.6, %) +SD; St A% 4.0+1.2; P=0.04) OFERK
ERRO LT,
RIS EEAR FEE O I 25D < U Tl BREEGRNMSRERE T . BT - rp S R ERE
HEFRHIEDONTNOLSFICENTHHEEMIBOONTLbOD, AETIERNroT,

Table 21. Changes in MMSE-J scores.

Before After P-value

All subjects (n = 12)

Total MMSE-J score (max, 30) 153177 17.0+£8.2 0.03
Orientation (max, 10) 42+31 43+39 0.96"
Short-term memory (max, 6) 20x1.8 32x+1.8 0.01!
Attention and calculation (max, 5) 21+2.0 20+2.3 0.91v
Language (max, 8) 6.7+17 69+14 0.46%
Visual construction (max, 1) 04+05 0.7+05 0.08%

Vascular dementia (n = 8)

Total MMSE-J score (max, 30) 18.4+6.5 20.6 +6.7 0.03t
Orientation (max, 10) 51+3.3 5.8+3.8 0.11
Short-term memory (max, 6) 26+1.6 40+£1.2 0.04%
Attention and calculation (max, 5) 28+19 25+2.3 0.68%
Language (max, 8) 74+09 75+0.9 0.32%
Visual construction (max, 1) 05+0.5 0.8+0.5 0.16%

Each stages of cognitive dysfunction

Total MMSE-J score (max, 30)

MCI (n=2) 26.5+0.7 29.0+1.4 0.34
Mild to moderate (n = 6) 17.3+3.7 18.8+4.3 0.19
Severe (n = 4) 6.8+1.7 8.3+34 0.32!

Values, Mean + SD. 'paired t-test, “Wilcoxon signed-rank test. MMSE-J, Mini-Mental State
Examination Japanese version; MCI, Mild cognitive impairment.
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4-3-4  FRATAE ORI LR

M ANFITE OB DO ZALIZHOWT, Table 22 (2R L7, IMFE., MBHEIZZELIZERD
NP MIEREMD > H TGN A BEIIE T L= (O ART 123.8+80.2, /it A% 103.3+57.3;
P =0.04),

Table 22. Changes in laboratory test values.

Before After P-value
All subjects (n = 12)
Blood pressure
SBP (mmHg) 119.3+18.8 126.3+18.6 0.32!
DBP (mmHg) 65.3+12.7 70.2+11.9 0.19!
Serum lipid levels
TC (mg/dL) 189.8 + 33.4 188.8 £ 28.1 0.84!
HDL-C (mg/dL) 47.0+18.3 47.6 £16.5 0.78
LDL-C (mg/dL) 111.6 £ 23.8 111.8 + 26.9 0.97
TG (mg/dL) 123.8+80.2 103.3+57.3 0.04%
Blood glucose levels
FPG (mg/dL) 1243 £51.7 1242 + 375 0.86%
HbAlc (%) 53+0.6 52+0.6 0.14%

Values, MeanzSD. ‘paired t-test, "Wilcoxon signed-rank test. SBP, Systolic blood pressure; DBP,
Diastolic blood pressure; TC, total cholesterol; HDL-C, high density lipoprotein cholesterol; LDL-
C, low density lipoprotein cholesterol; TG, Triglyceride; FPG, fasting plasma glucose; HbAlc:
hemoglobin Alc.
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4-4 EE

ARETIE, AEOICEERATE 2 & OBE D RBAERIK T ICKIETIERIC W T, &l
FHEMZ N GUTEROITHRET Lz, RIEASEEK T2 AT 280235 L L, 44038 5%
BN, 124058 LT-, MADFEER, MMSE-) (2 XV il S 258 4HEREIX. BRI
S L7z, 2glday OFFAHR (DT %8 226.6mg, 77 =2 420mg &4) I38EHE LT
DR FITHRAEL T2 0 AMEREDERETH D Z LD, HEMICERATRE 2 BORSS
DSFRABEEEAS T ot LTSI R ER 2 R0 Z E SR &, £/, AKOEBEICH
HOHLEELAFFEGZIIROONT, AFRICHIT 2 EBMEITILEMEOBLE O b M8
DRNHDEEZ LI,

IR T OEATIHNC KT LT, oA O bRl S TWh 2 Hiig{b/EH
SROMBIEERANTE LTHELSLTWEIHDEEZHND (42,143, 144), LU b,
KEDOVERHEER TIIEEE A F L AICOWT Ol 21T TE LT, 5%, REkRE L1t
IZER LA B L A Z KT D HEZHEE L, T2 0BRSS D, BEA N LA FEZEIZo0N
TRl 24T > T Wb o0, MEREMIC OV TIERHME L, TGOS ENGRD b
7o FEBEFICICEHB W TS 7 X VO TG WP ECHRMEEEA A M 6T Y (162,
163), TGIEDOEIZEH G L= AlReMEN H 5, ik B AL O S X ERME (L MER BT xT L
TPBAMICE < 72, BIRAIZFRABEREIR T OMEITIHNCZ 5 % ATREMEII G E TE 22
HOD, BIERE L TCHOBEIZ DWW TIEIA L TR (142, 164), =L AT 11— /LfH
D=y 1 — U2 KD ERAUEDFBIZ-oWT % Cochrane Review (2 L 0 & E B 722 B3R
INTWD (165), I, ARWFFICH T D TCHOUGENEFFHANOLE(LE LTELT
WD RIZOWTHHE LR TEAR bWy, TC, HDL-C, LDL-C DfEIZZALA /& 7s
W2 Enb b, BIMTCTOMRIIREECH D LB x bivlz, RABEEIS T oI TIHIIC B 5
THAREEOHHZMOMFLE LTIE, T FVEHAGDAR) 7= ) —LOT7EF )Ll
VAT T —PIEEM (166-169) <2 A h L RS OKSRETLHERIHIEM (170, 171) 1<
Mz, T7=rotn b= EEPERE (172-174), R/ AEEMEMRE (174). GABA
TEEMEARRE (175) ISR 3 IR RIERI AT b 5,

AN~ DFEZE RS DIBATICOWTIE, T o E TORBNIThbh TWD (176, 177),
Sprague-Dawley 7 > ~{Z EGCG 500 mg/kg Z#% 14 5- L 723556, 60 0% I ~D AT
NBDHNDHEDD, FDOBITHRIT 0.5%REE LIEF IV (176), /=, BT F .
T BT X% 20 mglkg FEIRR G- L1256, ELEN 7%, 10% DN ~DBATHFED b
NTW5 (177), b MZHWTIE functional MRI Z AV THEAS RS % & Do BICRHE Bk o ik
DIRIENTHAR LN TE Y, BRI OB EUC X 0 (RSB R TR O FETERTEE (parieto-
frontal) DEEGMEICEMLNRO LN TNDE H DD, Y%k CldAEOBICHE L T 70
g UL BICHY T 2 mRE ORI 2 5 B 2 EH LTl 0 . — IR BT O
RN ~D BT DIEATROEFUITLE D IS RE D ZALIZ DWW TIEH 522 T2RU (178),

TS ORI BEIS FIT k3 2 EATIHIER 2580 b iz —F T, AFRIZITH SO
RAMBFET D, EDMEORRLE LTUL, RBRT VA onEFonsd, ek, IS
TR OFIZLERBRTH D Z 00, RTOSMETRAKLZEBRL T\ 5, B

50



JEEZBTHHDICBIT DT T ERDRICONTIEHSICHLLTRONEOD (179), fEH
ZDOHLDONEEE KT LAl fetE 2 Ebr9 2% 2 L1 TE 2\, £/, MMSE-) OFE )R
IZOWNWTHBE LR UL B2, L L7, Tombaugh & OAAEIZ LD &, 65 %
D 89 EDF ERHRE LT, 0, 3, 6 0HEERT MMSE Z#0 iK LIT> 723568 O R0
AL 3 N AR T4 0.69 s, 6 AR T 035 M THLZ ERENTEY,
O LDOEE T DR NEDLEEZ SN (180), DM, B BRI DR O HES
N7 oA OEBINCKT HEE (181) NEEI N, MERA A ICELE LA DK
MEEIE LD 27200, BN 1T 680.8 mL/H OFEA 2 HAK L TE Y, MMSE-J
DIF T OMIRAEEI B L KFE LGN H 5, RBAERREICOWTIE, 14D
ZIMEDRA L T2 b 00 AR OG- EOZET L/ REER~D BT D7
WHDEEZ BT,

k&, BEEICEIUTRE 2 & O A SRR T OEITIHIICAHTH L Z &
DRI, —FH, BT VA 20D E LERODDOIFEDORANGEL. 5%,
RHAE DD RHAI 72 T o Z MU FREABR 21T 9 2 & T, ZOEHIZ YW TREET % 24
ERb D, £, B MIBTAERBF 2 LT 53K, AT DOy OIRNERE
IZOWTORFRRD BN D,
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BOSE RIARHREIUC X BRI T OETHH : 7 & MMEiod R

5-1 F&5

WAETIE, BEANCIERATRE AR BICH Y T DS R B RS L DR RE IR T o
EATIHERIC OV TIHRE 23X, BB 2217 Lo, AR T287 5
W 2 x5 & LT nifg e kB O fE B, RIS RE & 33~ 2 f54%E T & 5 MMSE-J D45 sl
FAEICEELLE (49), Ll b, AiRHERER TIET 7 BRI ROEEN KR E S
iz (179,182), F£7-. 3MAME WO AWML, JWRBOHEIT0MKAT I 2 3 AE IR K
DRRT VA 2R T 2 LRI T 0TI I SCEEH 23 2 Wik & LT
W EE X B (159, 183, 184), INZ T, 4 B CILRAIEEEIK T OETIHIERIC
FHHETHEEZOLN, B MIBT 6L @®E S TWDHEEIEMA (143) 12DV CTEEMm
AT TRV, FTo, S bAEN & ABEREIR T OHEITIZ O W TR e — B L 72 #E
WM LN TR BT (185), MAHIERUC X A HiER{LIEM & RaRE D £ 1L & DRIz >
WCRHMEL, BB T2 EIFEETH D,

RIS T O R 59, FELET 2/TELLEER b K OB CIIfEE s ey . B3 -
B @ quality of life (QOL) ZIK F &+ 2% (186), —Ji. £ DIBEITIERICHE =Pk

LI PN AT E - THE D | WEDIRICOWVWT—E Lfmi3m o tnian
(187), BT X UHEGDLRAY 7 =/ — VLA b L RIRE R OBRETUE & #iil L (170,
171), 7=, 77 =ik w b= AEEIMERER (172-174), R UAEEMMEMRER (174).
GABA {EEPEfEE (175) 1oxf L CRRETAIZEI < Z &6 AR OBIUIITE) L BRE R 12 %)
LCHLEMTHDAREMERH D,

IO FITESE | HEMICEIATEE 7 bR 2 R A RE IR F I KX ER I 2
T, N ANBAR G AFTE 23t & Uiz VER O T > &7 MMEE BREERIZ & 0 RGEE
ATz, BRLA b L RAFRESCATE « DBUEIR O LB DWW C O TREAM L 72,
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5-2 ik

5-2-1 BT VA O
FEASPR OB X 2 B A RN T O AT EHIHERIZ DWW THREERIIZI b =<
T U MM FREREBR A i U7o, i ARG (R AR — A) IS AP
OMENEFRAD 0B EOFEEXGRLE LT, 1220AM., 29/B DA KREIZTT TR
KOBIREIT -T2, MARIL O A% 3 0 A BICREFEREZFFM L, B Tl L7,
REEREDORIMIC I, FRAEREK TOA 7 Y —= v 7iEE L LTI &N D MMSE-)
Rz (168), fFE T, MAEMOELIZ OV THREM Tl L7z,

5-2-2  Jiigk o KI5 E

R NG (FRIE#EENR— L) AT — o (HEAESEA LT ; LT, 3£
fifaak & FEH) ICAFTPO&EEE D OB, ROEBREEL - LA EEICZ Y Lt
DERGE Lz, BINEOEET, MR TR Y —EREUMONTIZE 0T
776

EAREYE: 1) 50 UL oo
2) FEAERORE O EAS FTRE 23
3) BRI, MU ERAF T 607V A NoRAEZITORWE
(EZ IV ECA BT
4) MMSE-J @ 2 =1 7 78 28 K0 # (159)

BAMEYE 1) AT LAR— (BB, RBEOWE) 0boH
2) ME/ALIRE, PRSI T - BREEAT D H0
3) EIEARAMELTHH
4) oM, ERINAEOMRE L LTREKTH S &H L%

B YEZ W2 TME T ONT, ROBFRIFHREMAZICEA L, TRIFRIT, 5
AHFRBED DN TIERICEESE | MR OERIEFEENTLAZIT oI,

HoalE:  Film, PRI EBEERE PHEE, IRATPOERMR, 72— ofIR
MRIEENE ., R OMMEE, EERMOEIGEE, ADL. MRI 721X CT AT L

5-2-3 T X LEI KON A

RERA~DOSMMRFRETH D L SN/ E LML L LT, B RS REEAIHEF K
MIEET —F XA b Z— FEEFAT) 2BWTT ¥ LE e To7z, 7
YE LR OFIETREN T 0y 7 T F MMEikE L, arEa—2 20 EESETEU
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LA E ., FEhEhaax O GEROREEIZHEW S E IS AER) #RRlbR & Lz,
PRARE, 7T BAREE (HEEE) ~oBIfolFRIT L & L,

FRASBECEIM DB IL, A E, 778 RBHCEI T bn=snE 7o
EAREA, 1 A 3 [ (FEERE) Bl UE (R, 77 B RIS g R ),
BRUL, Ehafigk DN #EA S v 7 B3R L BEGIHERICOWT 1 HEICHAEZICRA L,
SRR O fR A K UM D ZE BB DB TS W TR, B A I BB L. Wi RE CHIFR %
BT ol

FEAHRTPIC1E 1101 mglg D4 T % L (EGCG 44.0 mglg) 2 & £4v. KO RSy D
AL Table23 I[ZR L7z, 7" BARKIT, Err— AR OEENSRES L, VT F 8,
TT=EEENT WTNOS B RRHRFLLT Th o 72,

Table 23. Green tea and placebo powder ingredients.

Green tea powder (mg/g tea powder)
Total catechins 110.1
(-)-Gallocatechin 5.4
(-)-Epigallocatechin 36.0
(+)-Catechin 1.0
(-)-Epicatechin 11.0
(-)-Epigallocatechin gallate 44.0
(-)-Gallocatechin gallate 4.0
(-)-Epicatechin gallate 8.7
(-)-Catechin gallate ND
Theanine 20.8
Placebo powder (9/g placebo powder)
Cellulose powder 0.8
Gardenia/caramel pigment 0.2
Catechins ND
Theanine ND

ND, not detected.

5-2-4 FAfiE H

FEFEME X, A 12 DA KO MMSE-) A 27 O FEBEE (S0 AR 25 OEB)ORE
72 (FEASHE, 77 B ARBERIO ) & LT,
B R EFMEE B 1%, last observation carried forward (LOCF) f i CD MMSE-J A =2 7 O H AR
(T AR MO OEBORERZE, 3 22D MMSE-] A2 27 OFEE (I AR 75 DA H)
DORERIZE, Neuropsychiatric Inventory Questionnaire (NPI-Q) (2 & ¥ T4 & A 2 1780 DELE IR
D7k (188), AME (MLE, MmIEAEEE (TC,LDL-C, HDL-C, TG, MDA-LDL), A - &R
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AHPIE R AE (FPG, HbALc)) OAE), MR ELITT 7 B REKERO@EFRE Lz, B2
PECOWTIIAFEHFROFEAIRD LR L, O TRz iEsd 25 2 & TRIMm L 7=,

5-2-5 FEEHFHIFRNT

FEBIEUIIH B2 XV 2014 FFICHE S 72 A0tk sl &k Ve T3 % MMSE % v
T WERRBR DFE R A & LI F L7 (49, 183, 184, 189), A 12 7> H #% DR © MMSE-
DFFRDFEZ 1.7 5, SD & 14 JERE L. M) 80%., MifflAEKUE 5% & ik iE L7,
fER., BHLRADOSMPLETH L L RES vz, RBAEREIKTAH T2 50wk Lo
FhaGpe bl b, BEEL 5% EHE L, KB 16 4. WEEAFE 32 4L Loz
FIZEvRABRAEITHIZ L E LT,

BANEDIENTIZ B 72 > TiE. FAS KT PPS & R D SAFICHEVRE LTz, VDT
IXFAS ZXRIZATH 2 L & L, AFFROBERMIZOWTIHAEZIT 572, FAS U PPS
FE ONTZZMED 5B, L FORMICHE YT 2H 2RV ER & Lz,

FAS: 1) BEHEELIZ T T ERHEOERZ 2L TR o720 D

2) BHUHMGBEOT — 2 225 LMK holoF

3) REAHIMFICFEAZRME L, AFRICBIT 2T — X OFHAEEST LA
PPS: 1) B E T T 7 2 RO ER DO ESF R 900% A D FH

ZINET 5. ST OB OFLADOERIZE L T, FHEMEILFEAE, SD K UME
DIEZ | FHEUEIIFER LR OEIG 2R LTz,

TEFMEE TH DA 12 A %O MMSE-) A 27 ORLEE (S AR 75 DZEBHO
FEMZE (AR, 79 B ARBEROE) oW TIE, FHE DI LTy
(analysis of covariance, ANCOVA) (190) ZEH L, &M E L CEFMICEEZ KIZT &
MDHE SN THWDHRTFTHLEmMEBZET DL & Lz (142), DT, IEREILSH
YHT (repeated measures ANCOVA) (191) 12k V. St ART. 3 HEBOMEEZ ZE LT,
Repeated measures ANCOVA (2B W\ T, Fla LA H & L7z, ANCOVA K TF repeated
measures ANCOVA Dt 81X, &/ 3 FHIME (least square mean, LSM; 7&7E0D “ i
INE TR B EYIE) L RRFE (standarderror, SE) & L Cor L7z, 72, 2 BB O EIZHOWTIEE
@D LSM & 95% Cl 7~ L 7=,

BIKFHME B T 5 LOCF Wi fi T MMSE-J A 27 O FLFEE (M ART) 7B OEEH D
HEHIZZ, 32 A D MMSE-) A a7 OIEEE (M AR 75 OEEORERMZE, NPI-Q 12 LD
PN S AL HATENLEYER 02 L (188), MAfE (M, miGHEEME (TC, LDL-C,HDL-C, TG,
MDA-LDL), 1A (FPG, HbAlc)) DA B O H#IZiE ANCOVA ZJH L, SRR E 721
77 2 AR IO BT R I LRI A IS ISR L,

A EIKYEIX R 5% (P <0.05) &&iE L, #Eal#rIMETIZIX SAS version 9.4 for Windows
(SAS Institute Inc., Cary, NC, USA) % Hu 7=,
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5-2-6  f PRAVELIE - FAEAH

AWFFEITF RN FR I RN R PR B AL BRI L D& 252 1F (No. 25-10; 2013 4 6
H 25 HIKR), ~WVy U RES (Y UNKET) (74) K OERRFEICEE T 5 mEiisst (CFEak
20 FEJRAETGTBAE SR 415 ) (75) (WZHID i L7z, . RO ERIZH Iz - T, K
FIRBEERREHR R ~ U —2 (University hospital Medical Information Network, UMIN) [ £
BB Fk T 27 & (UMIN Clinical Trials Registry, UMIN-CTR) (23317 2 i bR 3R Bk 25 i & d
1T 7= (UMIN 5 ID: UMIN000011668),

REEA~DOBINZ BT > TE, BEANCAANELIIREF LV LRI DM T+ — A
Karvr F &Gz, Yikifgeid, SRS 0ERE X Bk (No. 13-322) RO EREED
etz 7=, FISMEITEYic 2 he—r L, FT L7z (50),
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5-3 fER

5-3-1 ABROBEE

ABR O (fFlow diagram) % Figure 6 (Zox L7-, EMifisk D AJE#E D 5 5, 35 408
RBA~OZMEFLEL, ANFTIIREELV A 7 — L Farver hERG L, &
BRI AR 2 BASMEREAT ORGSR, 2 A DBRAMEEICEEY L, 3B AR - LT,

334 (B 44, k29 4, FH4EE £SD, 84.8+9.3 %) R AREE 2137 7 B AREE
2T U F BZEI T T2, SASERC 1T 408, 77 B ARBEC 16 4 W EIN Dz, ARBRIIR
264 (WAHESS, 77 A 34) BEEME (44) KOWERE 24) ICXvEBR»5
% U=, 27 4 RBRZ58% L, FAS IZIX 3B 40N E £ N7, FAER. 77 B REOEE
DMSFER (Y + SD) 1%, FAS 28T 89.6 + 23.4% (FkA#f, 88.7 + 25.0%; 7 7 & AR,
90.7 + 22.4%) TH V. PPSI(ZHV T 99.0 + 1.9% (FEASHE, 98.5 + 2.6%; T & /RHE, 99.5 +
0.8%) Th-o7-, M., HERHIMT, BAHLOT 7 e RHOBRUCEET »EERAHF
LORETRD NN T,

35 assigined for eligibility

2 excluded

33 randomized

17 assigned to green tea 16 assigned to placebo
3 discontinued 3 discontinued
3 withdrew 1 withdrew
2 transferred

17 included in analysis 16 included in analysis
17 in FAS analysis 16 in FAS analysis
13 in PPS analysis 13 in PPS analysis

Figure 6. Study flow diagram. FAS, full analysis set; PPS, per protocol set.
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5-3-2 HiF

SN O 2 AF W % Tt G4 45 (FAS, PPS) (Z Table 24, Table 25 (277 L7z, &0
FH O ER £SD X, FAS IZHBW T 84.8+9.3 % (RAHE 81.8+11.1 75, 77 & /AEE 87.9
+5.6 %), PPS 23U T 84.4+9.6 5% (FRAHE 80.9+11.8 7%, 77 &AMt 87.8+£5.4 ) Th
S72, PRI, FASIZBWTREAREISEME 3 4 (17.6%), &M 14 4 (82.4%). 7' 7 BREE
X B 14 (6.3%). M 15 44 (93.7%) TH Y PPSIZEB W THRARITENE 34 (23.1%).
M 10 44 (76.9%), 7 7B ABETHME 04 (0.0%), M 134 (100.0%) TH -7z,

W OSIME L REIEZ REH L Tz (FAS: 7Y oA ~—RIZRHIE 17 4
(51.5%), ML MERENNE 1544 (45.5%), L B —/MATIZRAE 14 (3.0%). PPS: T /LY /A <
—RIEBAE 12 44 (46.2%), MEVERRAIE 14 4 (53.8%)), AEM CREAVEIEOMR 0 1378
Lo Tz (FAS: T uY g ~—BIFRHE, 9 4 (52.9%) vs. 8 4 (50.0%); A& PEF8 %0
fiE, 74 (41.2%) vs. 8 4 (50.0%); L & —/IMARIGRENAE, 1 4 (5.9%) vs. 0 4 (0.0%). PPS: 7
IV oNA = —RIERFNE, 6 4 (46.2%) vs. 6 4 (46.2%); ML VEERFNE, 7 4 (53.8%) vs. 7 4
(53.8%)), HHFIEE LT, mIEZH T 5 SMENWEILICHK S S0 > 7= (FAS: FEAHE 13
4 (76.5%), 77 LAREE94 (56.3%).PPS: fASHELL4 (84.6%), 77 B AREE64 (46.2%)),

FHVETR IR IEIL FAS I W TR T 24 (11.8%), 77 BB T 34 (18.8%) (T,
PPSICBWTHARET 24 (15.4%). 77 B ARMETI4 (17%AT ENTWE, £7-. ##
HROBMEE (200 mL/ B BLEOER) (34, 7 78R BHEONT AL R TOSINE N
HLTWe, BEAEBET -HCoBHIns2ME1KH% <. W TR X580
By o 7= (FAS: FRASHE 11 4 (64.7%) vs. 12 4 (75.0%). PPS: #k4<RE 9 4 (69.2%) vs.
10 4 (76.9%)),
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Table 24. Clinical characteristics of participants in FAS.

Clinical characteristics Green tea Placebo
n=17 n=16
Age, mean + SD 81.8+11.1 87.9+5.6
Sex, n (%)
Men 3 (17.6) 1(6.3)
Women 14 (82.4) 15 (93.7)
Underlying diseases, n (%)
Alzheimer's disease 9 (52.9) 8 (50.0)
Vascular dementia 7(41.2) 8 (50.0)
Dementia with Lewy bodies 1(5.9) 0 (0.0)
MMSE-J score, mean + SD 159+6.3 15.7+4.4
Complications?, n (%)
Hypertension 13 (76.5) 9 (56.3)
Dyslipidemia 3(17.6) 7(43.8)
Diabetes 5(29.4) 4 (25.0)
Concomitant drugs?, n (%)
Antihypertensive drugs 13 (76.5) 12 (75.0)
Antidyslipidemic drugs 2 (11.8) 5(31.3)
Antidiabetic drugs 4 (23.5) 4 (25.0)
Drugs for dementia 2 (11.8) 3(18.8)
Activities of daily living, n (%)
Independent 5(29.4) 4 (25.0)
Some assistance necessary 11 (64.7) 12 (75.0)
Full assistance necessary 1(5.9) 0 (0.0)
Daily tea consumption 17 (100.0) 16 (100.0)
Green tea, n (%) 17 (100.0) 16 (100.0)
Other®, n (%) 7 (41.2) 5(31.3)
Alcohol use, n (%) 1(5.9) 0 (0.0)
Smoking, n (%) 2 (11.8) 1(6.3)
Dietary supplement consumption, n (%) 0 (0.0) 0 (0.0)

aMore than one choice was possible, black tea or oolong tea. FAS, full analysis set; MMSE-J, Mini
Mental State Examination, Japanese version; SD, standard deviation.
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Table 25. Clinical characteristics of participants in PPS.

Clinical characteristics Green tea Placebo
n=13 n=13
Age, mean + SD 80.9+11.8 87.8+54
Sex, n (%)
Men 3(23.1) 0 (0.0)
Women 10 (76.9) 13 (100.0)
Underlying diseases, n (%)
Alzheimer's disease 6 (46.2) 6 (46.2)
Vascular dementia 7 (53.8) 7 (53.8)
Dementia with Lewy bodies 0(0.0) 0 (0.0
MMSE-J score, mean + SD 152+6.4 16.7+4.2
Complications?, n (%)
Hypertension 11 (84.6) 6 (46.2)
Dyslipidemia 3(23.1) 7 (53.9)
Diabetes 5 (38.5) 2 (15.4)
Concomitant drugs?, n (%)
Antihypertensive drugs 10 (76.9) 10 (76.9)
Antidyslipidemic drugs 2 (15.4) 5(38.5)
Antidiabetic drugs 4 (30.8) 2 (15.4)
Drugs for dementia 2 (15.4) 1(7.7)
Activities of daily living, n (%)
Independent 4 (30.8) 3(23.1)
Some assistance necessary 9 (69.2) 10 (76.9)
Full assistance necessary 0 (0.0) 0(0.0)
Daily tea consumption 13 (100.0) 13 (100.0)
Green tea, n (%) 13 (100.0) 13 (100.0)
Other®, n (%) 4 (30.8) 4 (30.8)
Alcohol use, n (%) 0 (0.0) 0 (0.0)
Smoking, n (%) 2 (15.4) 1(7.7)
Dietary supplement consumption, n (%) 0 (0.0) 0 (0.0)

aMore than one choice was possible, Pblack tea or oolong tea. MMSE-J, Mini Mental State
Examination, Japanese version; PPS, per protocol set; SD, standard deviation.
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5-3-3 MMSE-J % =t 7 D RER EL i

MMSE-J] 227 ? 12 7> A D2 Eh % Table 26 (2 fk A5 HE, 77 AR B O ik % Table
271 TR LTe, 77 B ARBEL R LT, AR IRBALE 12 72 H %I 5D MMSE-J 2 =27 D
HEREENTIZRD S ed- 7= (FAS: -0.61 (-2.97, 1.74), LSM difference (95% CI); P = 0.59.
PPS: -0.58 (-3.08, 1.92), P = 0.64), LOCF K siZ8\\ " CTH, MMSE-J A a7 OF B 72 A8
B Lo 7= (FAS: -0.59 (-2.62, 1.45), LSM difference (95% CI); P = 0.56. PPS: -0.67 (-
3.10, 1.76), P = 0.57) (Table 27),

Repeated measures ANCOVA (23T, FAS, PPS HIZH ERZITBO LR 7z
(FAS: -0.33 £ 0.94, LSM difference £ SE; P = 0.73. PPS: -0.67 = 1.00, P = 0.51) (Table 27),
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Table 26. MMSE-J score changes.

FAS

Total MMSE-J, mean £ SD Baseline 3 months 6 months 9 months 12 months LOCF
Green tea 159+6.3 159+6.4 174 +6.3 16.0+6.5 165+7.2 16.1+6.4
Placebo 15.7+4.4 16.1+55 16.8+5.2 18.8+4.8 17.7+5.2 16.4£5.3

PPS

Total MMSE-J, mean + SD Baseline 3 months 6 months 9 months 12 months LOCF
Green tea 152+6.4 15.2+6.3 172+6.4 152 +6.3 15.7+7.0 155+6.7
Placebo 16.7+4.2 17.1+5.2 175+ 4.6 19.7+3.9 17.7+5.2 17.7+£5.2

FAS, full analysis set; LOCF, last observation carried forward; MMSE-J, Mini Mental State Examination Japanese version; PPS, per protocol set; SD,

standard deviation.
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Table 27. ANCOVA and repeated measures ANCOVA for MMSE-J score changes.

12 months LOCF

ANCOVA Placebo Green tea P-value Placebo Green tea P-value
FAS n=16 n=17 n=16 n=17
Total MMSE-J Score, LSM + SE 1.04 £0.80 0.42+0.77 0.59 0.71+£0.71 0.13+0.66 0.56
LSM diff (95% CI) -0.61 (-2.97, 1.74) -0.59 (-2.62, 1.45)
PPS n=13 n=13 n=13 n=13
Total MMSE-J Score, LSM + SE 1.04 +0.83 0.46 £ 0.83 0.64 1.03+0.82 0.36 £0.79 0.57
LSM diff (95% ClI) -0.58 (-3.08, 1.92) -0.67 (-3.10, 1.76)
Repeated measures ANCOVA LSM = SE LSM diff £ SE  P-value
FAS

Green tea 0.75+0.68 -0.33£0.94 0.73

Placebo 0.42 £0.63
PPS

Green tea 1.16 £0.70 -0.67 £1.00 0.51

Placebo 0.49 £ 0.67

ANCOVA, analysis of covariance; Cl, confidence interval; diff, difference; FAS, full analysis set; LOCF, last observation carried forward; LSM, least

square mean; MMSE-J, Mini Mental State Examination, Japanese version; PPS, per protocol set; SE, standard error.
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5-3-4 FRAAE. NPI-Q DORER L

KA, NPI-Q OZE)ZSU T, Table 28 (FAS), Table 29 (PPS) |27k L. ANCOVA,
repeated measures ANCOVA D 5% Table 30 (FAS), Table 31 (PPS)IZ/~ L 7=,

FEABICB VT, LA L AL LTHWSILD MDA-LDL OfED EHN, AE
2 STz, Z OFERIEL FAS, PPS O W T L D FEAT R REER T H 8D L7z (FAS: -22.93
(-44.13, -1.73), LSM difference (95% Cl); P = 0.04. PPS: -24.50 (-46.84, -2.16), P = 0.03), NPI-Q
28D RE SN DATELOEER K M OREMIZ OV T, WM THEERZITRD b
o tn, £, FRIRAIIRNT OSSR, 1TELOEYER L O OB IC oW T, A AR
DEFHNCERO H 5 EIBLE SN o T,
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Table 28. Changes in NPI1-Q scores and laboratory tests results in FAS.

FAS Baseline 3 months 6 months 9 months 12 months
NPI-Q
Total symptom score, mean £ SD
Placebo 1.7+23 20+28 2.4+3.0 19+20 2.6 £3.2
Green tea 3.1+44 2.7+3.1 2.7+3.6 20+24 1.6+2.0
Total distress score, mean + SD
Placebo 1.7+23 1.3+25 2.2+35 2037 2.1+£3.0
Green tea 3.2+45 19+26 25145 21+35 1.3+1.6
Blood pressure
SBP (mmHg), mean £ SD
Placebo 1225+17.8 1253+14.1 1205+17.3 116.2+14.6 122.0+16.3
Greentea  125.6+15.7 1254+17.0 129.1+23.7 125.0+135 121.3+12.2
DBP (mmHg), mean £ SD
Placebo 69.3 £10.3 723+ 117 65.9 £ 11.3 65.1 + 13.6 66.8 £ 10.9
Greentea  73.4+10.7 72.8+12.6 755+ 14.0 68.3+10.4 70.7 £ 8.0
Serum lipid levels
TC (mg/dL), mean + SD
Placebo 185.7 £20.3 188.7 £20.7 189.6 +£24.3 187.9+25.1 184.7+27.8
Greentea  180.4+36.3 182.1+353 178.8+32.6 176.0+34.9 169.4+259
HDL-C (mg/dL), mean £ SD
Placebo 46.4 +9.2 47.7 £ 8.0 50.6 £ 9.7 48.1+8.4 47.0+8.9
Green tea 474 +£11.0 48.6 £ 11.3 50.1+11.0 50.9 £ 10.5 47.8+9.5
LDL-C (mg/dL), mean + SD
Placebo 114.8+195 114.1+18.8 113.6+21.3 1144+215 111.1%24.0
Greentea  110.2+30.4 107.4+28.8 1054+295 1009+294 950+221
TG (mg/dL), mean £ SD
Placebo 127.8 £52.7 1154 +349 106.3+34.2 103.7+39.4 115.7x42.6
Green tea 122.6 £48.9 117.0x45.1 106.7+£31.7 927375 117.1 £53.2
MDA-LDL (U/L), mean £ SD
Placebo 84.3+14.7 86.8 + 16.6 100.1+25.2 90.0+18.1 100.9 + 20.0
Greentea  88.3+35.1 89.9 £ 29.8 94.5 + 26.7 88.9+37.5 89.9+19.9
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Table 28. Cont.

Blood glucose levels
FPG (mg/dL), mean = SD
Placebo 1154 +37.3 118.1+35.3 1054+269 1157+33.7 1120321
Green tea 116.8 £ 34.0 110.8+30.8 120.0+385 119.9%26.7 126.9+41.2
Hbaic (%), mean = SD
Placebo 5.6+0.6 5.6+0.7 56+0.6 5605 56+0.5
Greentea 5.5%0.4 56+0.5 56+0.5 5605 56+0.6
DBP, diastolic blood pressure; FAS, full analysis set; FPG, fasting plasma glucose; Hbaac,
hemoglobin, Alc; HDL-C, high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein
cholesterol; LSM, least square mean; MDM-LDL, malondialdehyde-modified low-density
lipoprotein; NPI-Q, Neuropsychiatric Inventory Questionnaire; SBP, systolic blood pressure; SD,

standard deviation; TC, total cholesterol; TG, triglycerides.
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Table 29. Changes in NP1-Q scores and laboratory tests results in PPS.

PPS Baseline 3 months 6 months 9 months 12 months
NPI-Q: Total symptom score, mean + SD
Placebo 21+24 24+3.0 23+3.1 19+21 26+33
Green tea 16+20 20+£2.2 22+26 15+1.9 15+20
NPI-Q: Total distress score, mean = SD
Placebo 2024 15+28 24+35 2.1+£38 22+3.1
Green tea 1.8+26 18+24 1.8+3.0 16+29 12+16
Blood pressure
SBP (mmHg), mean £ SD
Placebo 121.8+16.3 124.0+15.0 120.0+17.9 117.3+146 122.0%16.3
Green tea 1276 £17.4 122.7+16.3 127.3+26.1 1221+124 1206=%124
DBP (mmHg), mean £ SD
Placebo 67.1+£8.1 70.1+120 66.3 £ 11.7 65.6 £ 14.0 66.8 + 10.9
Green tea 75.1+11.7 71.8+13.0 78.0%14.2 69.8+ 10.2 70.9+£8.2
Serum lipid levels
TC (mg/dL), mean + SD
Placebo 186.5+225 191.8+219 1915+242 189.2+255 184.7+27.8
Greentea  173.6+36.1 1745+34.0 1725+329 1729+264 168.1+26.4
HDL-C (mg/dL), mean £ SD
Placebo 46.6 + 8.2 48.4+59 49.8+9.7 476 +8.5 47.0+8.9
Green tea 46.8 £ 11.0 47.0+£10.9 48.8 £ 10.5 495+ 10.0 475199
LDL-C (mg/dL), mean + SD
Placebo 116.8+20.8 117.0+19.4 116.2+19.9 116.2+21.2 111.1+24.0
Greentea  105.6+31.0 1025+28.0 1005+29.2 99.8+31.3 94.3+22.38
TG (mg/dL), mean £ SD
Placebo 1255+53.0 1179+34.6 108.2+348 106.6+39.4 115.7+426
Green tea 110.8+41.6 1148+47.7 111.7+33.0 93.8+39.2 117.5+£55.3
MDA-LDL (U/L), mean + SD
Placebo 81.2+ 146 86.7 +17.9 103.2+23.3 91.3+18.2 100.9 + 20.0
Green tea 90.2 £38.5 89.0 + 30.8 91.1+26.8 91.0+34.0 90.0 £ 20.7
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Table 29. Cont.

Blood glucose levels
FPG (mg/dL), mean = SD
Placebo 113.7+40.2 117.1+34.1 106.8+275 1158+35.0 112.0+32.1
Green tea 121.3+37.2 1155+325 123.8+40.6 117.8+27.9 126.2+42.7
Hbaic (%), mean = SD
Placebo 55+0.6 55+0.7 56+0.6 56+0.5 56+0.5
Greentea 55+05 56+0.5 56+0.6 56+0.6 56+0.6
DBP, diastolic blood pressure; FPG, fasting plasma glucose; Hb aic, hemoglobin, Alc; HDL-C, high-
density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; LSM, least square
mean; MDM-LDL, malondialdehyde-modified low-density lipoprotein; NPI1-Q, Neuropsychiatric
Inventory Questionnaire; PPS, per protocol set; SBP, systolic blood pressure; SD, standard deviation;

TC, total cholesterol; TG, triglycerides.
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Table 30. ANCOVA and repeated measures ANCOVA for secondary outcomes of FAS.

FAS Placebo Green tea P-value
n=16 n=17
Total MMSE Score, LSM + SE 1.04 +0.80 0.42 £0.77 0.59
LSM diff (95% CI) -0.61 (-2.97, 1.74)
NPI-Q: Total symptom score, LSM + SE  0.56 + 0.74 0.23+0.74 0.76
LSM diff (95% CI) -0.34 (-2.52, 1.85)
NPI-Q: Total distress score, LSM + SE -0.02 £ 0.64 -0.27 £ 0.64 0.79
LSM diff (95% CI) -0.25 (-2.17, 1.67)
Blood pressure
SBP (mmHg), LSM + SE -1.94 +4.88 -4.06 + 4.69 0.76
LSM diff (95% ClI) -2.12 (-16.46, 12.22)
DBP (mmHg), LSM * SE -1.15+3.71 -2.93 £ 3.57 0.74
LSM diff (95% CI) -1.79 (-12.69, 9.12)
Serum lipid levels
TC (mg/dL), LSM + SE 0.41+£5.72 -10.23 + 5.50 0.20
LSM diff (95% ClI) -10.64 (-27.46, 6.18)
HDL-C (mg/dL), LSM + SE 0.69+1.75 0.57 + 1.68 0.96
LSM diff (95% CI) -0.12 (-5.26, 5.02)
LDL-C (mg/dL), LSM + SE -4.26 + 4.92 -14.90 + 4.73 014
LSM diff (95% ClI) -10.63 (-25.09, 3.83)
TG (mg/dL), LSM + SE -8.80 + 11.59 -1.32 £ 11.15 0.65
LSM diff (95% ClI) 7.48 (-26.60, 41.57)
MDA-LDL (U/L), LSM * SE 2152+7.21 -1.41 £6.93 0.04
LSM diff (95% ClI) -22.93 (-44.13, -1.73)
Blood glucose levels
FPG (mg/dL), LSM * SE 0.75 + 10.46 4.38 + 10.06 081
LSM diff (95% ClI) 3.63 (-27.13, 34.38)
HbAlc (%), LSM £ SE 0.16 £ 0.08 0.01 +0.07 0.16

LSM diff (95% Cl)

-0.16 (-0.38, 0.07)

ANCOVA, analysis of covariance; Cl, confidence interval; DBP, diastolic blood pressure; diff,
difference; FAS, full analysis set; FPG, fasting plasma glucose; HbAlc, hemoglobin Alc; HDL-C,
high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; LSM, least square
mean; MDM-LDL, malondialdehyde-modified low-density lipoprotein; NPI1-Q, Neuropsychiatric
Inventory Questionnaire; SBP, systolic blood pressure; SE, standard error; TC, total cholesterol; TG,
triglycerides.
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Table 31. ANCOVA and repeated measures ANCOVA for secondary outcomes of PPS.

PPS Placebo Green tea P-value
n=13 n=13
Total MMSE Score, LSM + SE 1.04 £0.83 0.46 +0.83 0.64
LSM diff (95% CI) -0.58 (-3.08, 1.92)
NPI-Q: Total symptom score, LSM +SE  0.46 + 0.79 0.00 +0.79 0.69
LSM diff (95% CI) -0.46 (-2.84, 1.92)
NPI-Q: Total distress score, LSM + SE  -0.09 + 0.68 -0.52 + 0.68 0.67
LSM diff (95% CI) -0.43 (-2.49, 1.64)
Blood pressure
SBP (mmHg), LSM + SE -2.07 £ 5.02 -4.70 + 5.02 0.72
LSM diff (95% ClI) -2.63 (-17.82, 12.56)
DBP (mmHg), LSM + SE -1.18 + 3.82 -3.28 + 3.82 0.71
LSM diff (95% CI) -2.11 (-13.67, 9.45)
Serum lipid levels
TC (mg/dL), LSM + SE 0.07 £ 5.63 -7.37 £5.63 0.38
LSM diff (95% CI) -7.44 (-24.49, 9.61)
HDL-C (mg/dL), LSM + SE 0.77+£1.79 0.38+1.79 0.89
LSM diff (95% CI) -0.38 (-5.82, 5.05)
LDL-C (mg/dL), LSM * SE -4.62 +4.82 -12.38 + 4.82 0.28
LSM diff (95% ClI) -7.75 (-22.34, 6.84)
TG (mg/dL), LSM + SE -10.50 £ 10.55  7.27 +£10.55 0.26
LSM diff (95% CI) 17.78 (-14.17, 49.73)
MDA-LDL (U/L), LSM * SE 2198 +7.38 -2.52+7.38 0.03
LSM diff (95% ClI) -24.50 (-46.84, -2.16)
Blood glucose levels
FPG (mg/dL), LSM * SE 1.66 + 10.57 1.49 + 10.57 0.99
LSM diff (95% ClI) -0.17 (-32.19, 31.85)
HbAlc (%), LSM £ SE 0.16 £ 0.08 0.04 £ 0.08 0.27

LSM diff (95% Cl)

-0.13 (-0.36, 0.10)

ANCOVA, analysis of covariance; Cl, confidence interval; DBP, diastolic blood pressure; diff,
difference; FAS, full analysis set; FPG, fasting plasma glucose; HbAlc, hemoglobin Alc; HDL-C,
high-density lipoprotein cholesterol; LDL-C, low-density lipoprotein cholesterol; LSM, least square
mean; MDM-LDL, malondialdehyde-modified low-density lipoprotein; NPI1-Q, Neuropsychiatric
Inventory Questionnaire; SBP, systolic blood pressure; SE, standard error; TC, total cholesterol; TG,
triglycerides.
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