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Table 1. Test food composition
(Compounded amount: mg/capsule)

MHE food Placebo food

Saflower oil 169 159
MHE (Satonaceil) 100 -
Dextrin - 100
Gelatin 113 113
Glycerine 45 45
Beeswax 14 14
Glycerine fatty acid ester 14 15
Caramel color 7 10
Soybean lecithin 3 3
Edible fat and oil - 6
Total 465 465

MHE (mixed herb extract).

Table 2. Test food nutritional constituents
(Administration amount per day: per capsule)

MHE food  Placebo food
Energy (kcal) 2.78 2.78
Protein (2) 0.11 0.10
Lipid (2) 0.20 0.20
Carbohydrate (g) 0.12 0.15
Sodium (mg) 0.36 0.03

MHE (mixed herb extract).
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Enrollment 1

Assessed for eligibility (n = 80)

Excluded (n=40)

» o Not meeting inclusion criteria (n = 38)
+ Declined to participate (n = 2)

Randomized (n = 40)

v L Allocation l v

Allocated to MHE group (n = 20)
+ Received allocated intervention (n= 20)
+ Did not receive allocated intervention (n = 0)

v L Follow-Up ) v

Allocated to placebo group (n = 20)
+ Received allocated intervention (n = 20)
+ Did not receive allocated intervention (n = 0)

Lost to follow-up (n = 0)
Discontinued intervention (n = 0)

v | Analysis } v

Lost to follow-up (n = 0)

Discontinued intervention (n = 4)

Analysed (n=19)
+ Excluded from analysis (n=1)

Analysed (n=16)
+ Excluded from analysis (n = 0)

Fig. 1. Tracking flow diagram for trial subjects.
MHE (mixed herb extract).

Table 3. Baseline demographic and clinical characteristics

Unit All subjects
Target size 35
Age years of age 506 £ 6.5
Height cm 157.6 += 5.1
Weight kg 537 + 9.6
Body fat % 294 = 6.7
BMI kg/m? 21.6 *= 3.3
Skin AGEs deposit level 2.22 %= 0.29

Measured value: mean + standard deviation. p-value: intergroup comparison of the MHE group and the Placebo group by two-sample t-test. MHE (mixed
herb extract), BMI (body mass index), AGEs (advanced glycation end products).

(5)

MHE group Placebo group p-value

19 16 (t-test)

50.1 + 6.2 51.3 £ 7.0 0.577
157.5 = 54 157.7 = 4.8 0.893
547 + 9.7 52.5 = 9.5 0.491
29.7 * 6.9 29.1 = 6.5 0.815
220 = 3.5 21.0 £ 3.0 0.371
2.19 £ 0.22 2.26 += 0.35 0.460
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Table 4. Primary outcomes

Parameter Unit Rerfaeégclce
Skin AGEs deposit level AF -
Internal body AGEs level AF -
. : Skin wrinkles B
Imaging analysis by VISTA (right cheek)
Glucose metabolism HOMA-IR 1.6 or below
AST (GOT) U/L 10-40
Liver function
ALT (GPT) U/L 5-45

Glycative Stress Research

X772 RIS L TR TOEEBEIAASNLE (p =
0.075). F7:. HOMA-IRDSWHEIZB W THEIIEL o
7eH, B TOFEEIRED SN2 /2 (MHE#p =
0.039, 77t R#Ep<0.001. #Mp=0.162), & D1,
FEGFFMEE S ERET#B L OERICBYTEE R
T o7z,

BEALIEHIZB W, KRB AGEsitA & CHTHRED
SEMELL e o 7-MHEBE T2 & 75 RS LDV T
TN—T o RE LT, TOHT TN — T TORREAGEs

Group ow 6W 12W
MHE 2.19 £0.05 2.09 £0.06 2.17 £0.06 7
Placebo  2.26 £ 0.09 221 +0.10 2.27 £0.09
MHE 0.506 £ 0.014 0.517 £ 0.010 0.557 £ 0.022 §+¥
Placebo 0.505 £0.014 0.523 £0.017 ¥ 0.489 £ 0.020

MHE 0.390 £ 0.051 0.307 £0.045# 0.309 £0.054 #

Placebo 0.412 £0.069 0.424 £0.063 0.428 £0.048
MHE 0.973 £0.116 1.059 £0.104 1.161 £ 0.111 #
Placebo 0.719 £ 0.073 0.834 = 0.070 1.034 = 0.067 ##
MHE 18.7 £ 1.1 203+ 1.3 20.2 £ 1.0
Placebo  18.8 £0.9 19.5 £ 1.1 19.9 £ 1.0
MHE 153 £2.0 17.8 £2.1 17.1 £ 2.0
Placebo  13.1 £0.7 14.3 £0.8 14.8 £ 1.0

Subjects: n = 19 (MHE group), n = 16 (Placebo group).  Placebo group of AGEs-related value in 8W is 15 subjects because one subject was missing their
value(s). T+ MHE group of AGEs-related value in 12W is 18 subjects because one subject was missing their value(s). Measurement value: mean + standard
error of the mean. * p < 0.05, ** p < 0.01: Comparison with the Placebo group (two-sample t-test). # p < 0.05, ## p < 0.01: Comparison with before
administration (Dunnett's test). MHE (mixed herb extract), AGEs (advanced glycation end products), AF (autofluorescence), HOMA-IR (homeostasis
model assessment for insulin resistance), AST (GOT): aspartate aminotransferase (glutamic oxaloacetic transaminase), ALT (GPT): alanine

aminotransferase (glutamic-pyruvic transaminase).

Table 5. Blood AGEs-related testing

Parameter Unit

Pentosidine ng/mL

CML pg/mL

AGEs in blood 3-Deoxyglucosone (3DG) pg/mL
Glyoxal (GO) ng/mL

Methylglyoxal (MGO) ng/mL

Group ow 12W

MHE 8.15 £ 0.46 7.30 £ 0.49 ##
Placebo 8.27 = 0.60 7.38 £ 0.32
MHE 0.79 * 0.04 0.70 = 0.04 ##
Placebo 1.05 = 0.22 0.86 £ 0.13
MHE 0.183 = 0.020 0.169 = 0.012
Placebo 0.192 = 0.031 0.184 *= 0.011
MHE 46.5 = 2.6 47.1 £ 2.2
Placebo 424 = 3.5 477 £ 2.6
MHE 28.6 £ 2.3 28.5 £ 2.7
Placebo 283 = 2.7 28.1 = 34

Subjects: n = 19 (MHE group), n = 16 (Placebo group). Measurement value: mean =+ standard error of the mean. * p < 0.05, ** p < 0.01: Comparison with
the Placebo group (two-sample t-test). # p < 0.05, ## p < 0.01: Comparison with before administration (paired t-test). MHE (mixed herb extract). AGEs

(advanced glycation end products), CML (Né-(carboxymethyl) lysine).

(6)
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0.8
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- 0.2 4
£
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0 T
MHE (n=19) Placebo (n=16)

oow B12W

Fig.2. Changes in the skin (cheek) wrinkles measured by
VISIA.
Measured value: mean + standard error of the mean. Analysis:

Dunnett's test (intragroup) and two-sample t-test (intergroup).
MHE (mixed herb extract).
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Fig.4. Changes in blood pentosidine: subgroup analysis.

Measured value: mean + standard error of the mean. Analysis:
paired t-test (intragroup) and two-sample t-test (intergroup).
MHE (mixed herb extract).

HEHEMHEB T4 L 75 RBESHOY T 7V — TR i%E
L7zo ZOfEF, MHE # 0 A CEEHT 0.81 + 0.06 ng/mL
— 1238#0.70 £ 0.07 pg/mL (p = 0.068) T T DA EfiH
7254 S N7z, 77 2 REIEIEIET 0.78 + 0.07 pug/mL
— 1238 0.78 + 0.08 pg/mL (p = 0.983) & &= 2%ZAb
RO LN o7 (Fig.5).

GOV 5 AL #E P % B TR & g L7277 2 R
14 %W/ -MHE# 19% & 77 RKEE15540% 7 7 v —
TrRHEL. TORE. 77 REETEINAET40.1 £ 2.8
ng/mL — 12387%47.1 = 2.7 ng/mL (p = 0.050) T
MA A SN 7zA%, MHE # T3 EHET46.5 + 2.6 ng/mL
— 1234 47.1 £ 2.2 ng/mL (p = 0.841) & (Z1FZALIL 7%
o7z (Fig. 6).
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Fig. 3. Changes in the skin AGEs deposit measured by
AGE Reader mu: subgroup analysis.
Measured value: mean + standard error of the mean. Analysis:
Dunnett's test (intragroup) and two-sample t-test (intergroup).
MHE (mixed herb extract), AGEs (advanced glycation end
products).
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Fig.5. Changes in blood CML: subgroup analysis.

Measured value: mean =+ standard error of the mean. Analysis:
paired t-test (intragroup) and two-sample t-test (intergroup).
MHE (mixed herb extract), CML (N¢-(carboxymethyl) lysine).
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Fig.6. Changes in blood glyoxal: subgroup analysis.

Measured value: mean + standard error of the mean. Analysis:
paired t-test (intragroup) and two-sample t-test (intergroup).
MHE (mixed herb extract).
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BREE R o 7. B CIEMHEBEOZE T 5
L RBEOZLICH LT, KT EEIAALN (p =
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&R EREE 725 5 0TI R &R L7z (Table 7).
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Fig. 7. Changes in the skin (cheek) texture measured by

VISIA.

Measured value: mean + standard error of the mean. Analysis:
Dunnett’s test (intragroup) and two-sample t-test (intergroup).
MHE (mixed herb extract).
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Fig.8. Changes in the skin (cheek) brown spots measured
by VISIA.

Measured value: mean + standard error of the mean. Analysis:
Dunnett’s test (intragroup) and two-sample t-test (intergroup).
MHE (mixed herb extract).

R

B2 FEAGEs LA &A% W 4075 DL L 65 Rl o &t %
*F RICMHE% 1 H 100 mg C 128 M &3 % &, MHE
BB TRV NV YBIOCMLYEZIZIKT L2
F 720 LSRR TH 2GOIZB VT, oL %
HWTHWEEHE LT IR EIG 2RV 77
V=TI ORER, 75 RETIZGO DDA & 1E
MARRD 5725, MHEBETIIZE LI hoTze 7T 1
REETALNT2GODEMELDFEFIZ O W TIIAHTH
%75, MHE B L) GODXMAE 2 & 1 b LR R
AR ENT2e TNETIZAGESO—HTHIRI T Y
VR CMLIZHEAL RIS AR Z B CER SN D 2 LA HE
ENTVDEH, ZO—FHIETGO T kL LTnwsp Z &
Hehk o TwWaHS, L7225 T, MHERRENIZH
Ry MY R CMLICH T 2EENZEM. b LI

2



PUBEALERICE B L2 RA N — 725 20 BRI X 5 00 H o 2F:4t

Table 6. Secondary outcomes

p Ref
Parameter Unit ergggce Group ow 6W 12W
. R2 MHE 0.851 * 0.014 0.841 %= 0.012 0.849 + 0.012
Skin Placebo  0.838 £ 0.014  0.835 = 0.010 0.833 + 0.009
viscoelasticity 0.553 + 0.018  0.540 + 0.016 0.555 + 0.017
(Cheek) R7 MHE 553 £ 0. . + 0. .555 = 0.
Placebo 0.538 + 0.016 0.535 + 0.015 0.541 + 0.014
L MHE 65.3 + 0.4 65.7 + 0.4 ## 66.2 + 0.4 ##
Placebo 65.6 = 0.8 66.0 = 0.8 66.4 + 0.7 ##
ok MHE 10.53 + 0.32 10.44 = 0.26 10.56 * 0.35
Placebo 9.58 = 0.52 9.69 * 0.48 9.96 * 0.42
Color MHE 17.9 £ 0.3 172 + 0.4 16.8 % 0.4 ##
difference b* o o T
(Cheek) Placebo 19.0 = 0.6 181 £ 0.5 # 18.1 = 0.6 #
) MHE 1.11 = 0.02 1.05 + 0.03 ## 1.01 + 0.03 ##
Melanin Index
Placebo 1.18 + 0.05 1.13 + 0.05 ## 111 = 0.05 ##
+ 1 6 *+ 1. 9+ 1.
Hb SO, Index " MHE 572 + 1.2 59.6 + 1.2 ## 61.9 = 1.3 ##
Placebo 1 592 + 2.1 61.2 = 1.8 # 63.6 £ 1.9 ##
L MHE 68.9 + 0.4 68.9 + 0.4 69.3 * 0.4 ##
Placebo 67.8 = 0.7 677 = 0.7 68.3 + 0.7 ##
o MHE 5.82 = 0.29 542 = 0.25#%% 547 + 0.23 #
Placebo 6.14 + 0.36 6.29 + 0.39 6.22 + 0.34
Color . MHE 164 £ 0.5 164 £ 0.4 17.0 % 0.4 ##
difference b 169 + 0.6 173 + 0.6 177 £ 0.6 ##
(Upper arm) Placebo 9 = 0. 3 £ 0. 7 £ 0.
. MHE 0.82 + 0.03 0.81 = 0.03 0.83 + 0.03
Melanin index
Placebo 0.90 £ 0.06 0.92 %= 0.06 092 £ 0.06
) 9 =+ 1. 6 = 1. 2.8 * 1.
Hb SO, index % MHE 589 = 1.6 60.6 = 1.7 62.8 = 1.5#
Placebo 1 572 £ 22 587 £ 2.2 632 + 2.5 #
MHE 0.606 * 0.014  0.606 = 0.013 0.595 + 0.013 *
Brown Spots
Placebo 0.618 * 0.015 0.622 + 0.014 0.625 + 0.012
Pores MHE 0.196 + 0.035  0.214 = 0.038 0.228 + 0.042 #
Placebo 0.164 + 0.024  0.166 = 0.024 0.172 + 0.023
. MHE 0.028 + 0.009  0.027 * 0.009 0.027 + 0.008
Porphyrin
] Placebo 0.037 = 0.009  0.034 + 0.008 0.031 £ 0.006
Imaging
. MHE 127.1 = 13.1 109.5 + 10.2 ## 111.8 = 12.0 #
analysis Red
by VISIA Placebo 127.1 = 9.9 1223 + 11.6 113.6 = 8.8 #
Spots MHE 0.307 + 0.019 0.301 = 0.021 0.309 + 0.025
Placebo 0.361 * 0.029  0.360 = 0.030 0.355 * 0.032
MHE 0.112 = 0.013 0.095 * 0.011 ##* 0.096 = 0.015 ##
Texture
Placebo 0.113 = 0.011 0.111 + 0.012 0.113 = 0.010
MHE 0.259 + 0.013  0.260 * 0.013 0.274 * 0.012 ##
UV Spots
Placebo 0.278 = 0.019  0.279 % 0.021 0.291 * 0.019 #
1.6 + 1. 2+ 1. 1.0 £ 1.
Glucose mg/dL 70 - 109 MHE 81.6 3 83 6 81.0 3
Placebo 81.5 = 1.6 81.2 £ 1.5 81.8 = 1.6
Gl 65 + 0. 62 £ 0. 63 % 0.
ucose HbAIc [NGSP] % 66 MHE 565 = 0.07 5.6 0.07 5.63 = 0.07
metabolism Placebo 5.59 + 0.07 5.56 = 0.07 561 = 0.07
. MHE 479 + 0.54 5.13 + 0.48 575 + 0.51 #
Insulin pU/mL  1.7-10.4
Placebo 3.53 + 0.33 414 + 0.31 5.11 = 0.32 ##
Liver functi GTP MHE 19.5 = 3.9 19.9 + 4.5 18.6 * 4.1
1VEr Tunction -
v UL 30orbelow ) ebo 145 £ 1.6 139 = 1.4 141 £ 17

Subjects: n = 19 (MHE group), n = 16 (Placebo group). 7 Placebo group of Hb SO2 Index is 15 subjects because one subject's value was subject to an error
value elimination. Measurement value: mean =+ standard error of the mean. * p < 0.05, ** p < 0.01: Comparison with the Placebo group (two-sample
t-test). # p <0.05, ## p <0.01: Comparison with before administration (Dunnett's test). MHE (mixed herb extract), Hb (hemoglobin), UV (ultraviolet),
NGSP (National Glycohemoglobin Standardization Program), y-GTP (y-glutamyltransferase).
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Table 7. Physical testing and clinical chemistry testing

Parameter
Weight
Body BMI
composition
Body fat
Systoli
Blood ystolie
pressure . )
Diastolic
Pulse rate

Liver function

Inflammation

Protein

Nitrogenous
component

Lipid
metabolism

Total bilirubin
Direct bilirubin
Indirect bilirubin
ALP

LDH
High-sensitivity CRP
Total protein
Albumin

A/G ratio

Creatinine

Urea nitrogen

Uric acid
Triglyceride

Free fatty acid

Total cholesterol
LDL cholesterol
HDL cholesterol
Non-HDL cholesterol

Atherogenic index

Unit

kg

kg/m?

%

mmHg

mmHg

bpm

mg/dL

mg/dL

mg/dL

U/L

U/L

mg/dL

g/dL

g/dL

mg/dL

mg/dL

mg/dL

mg/dL

mEq/L

mg/dL

mg/dL

mg/dL

mg/dL

Reference
range

0.2-1.2

0.0-0.2

0.2-1.0

100 - 325

120 - 240

6.7-8.3

3.8-52

1.1-2.0

0.47-0.79

8.0-20.0

2.5-170

30-149

0.10-0.90

120 - 219

65-139

40-95

90 - 149

4.0 or below

Group

MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo
MHE
Placebo

52.46
21.95
21.02
29.64
29.11
112.2
112.6
77.6
77.0
68.2
69.4
0.80
0.82
0.11
0.11
0.70
0.71
189.5
199.8
176.5
190.8
0.039
0.057
7.34
7.24
4.51
4.51
1.62
1.67
0.659
0.642
11.98
12.10
4.44
3.96
78.8
71.5
1.008
1.057
224.8
223.0
136.2
137.9
72.8
70.8
152.0
152.2
2.153
2.201

(1A%
5442 £

L S N N e ¢ O - N & - N O & & S & A N - N - O & S & s - O & O & O O - S & N & N« S & o & N - O - A & N S - S N & - s O

H+

+

9.58
9.52
3.44
3.03
6.76
6.50
16.0
15.1
10.4
8.1
10.1
11.1
0.43
0.24
0.06
0.03
0.40
0.23
60.6
72.7
30.6
28.7
0.036
0.068
0.34
0.34
0.21
0.21
0.18
0.22
0.066
0.088
2.85
3.03
1.04
1.14
51.1
25.7
0.251
0.197
25.8
30.0
20.3
25.8
10.2
10.5
27.7
29.0
0.613
0.583

Glycative Stress Research

6W 12W
54.81 = 9.21 54.68 = 9.01
52.87 £ 9.41 52.92 £ 9.50 #
22.07 = 3.37 22.07 = 3.31
21.28 = 2.95 21.20 = 2.96 #
3074 = 6.83 ## 29.97 £ 6.51
30.36 £ 6.20 ## 29.77 £ 5.83
114.1 = 18.4 114.8 = 18.1
109.2 = 147 110.2 £ 12.2
78.6 = 13.9 77.1 £ 12.0
74.6 = 7.1 75.6 £ 6.4
72.8 £ O.1 ## 71.0 £ 7.7 #
70.2 = 10.2 716 £ 7.3
0.67 = 0.39 ## 0.74 £ 0.31
0.70 £ 0.30 # 0.83 = 0.25
0.11 = 0.05 0.11 = 0.05
0.11 = 0.03 0.10 £ 0.04
0.57 £ 0.38 ## 0.64 £ 0.28
0.59 £ 0.30 0.73 £ 0.23
200.5 £ 61.8 # 195.1 = 57.5
206.2 = 74.0 203.4 = 69.8
175.5 £ 30.6 174.1 = 32.1
185.1 * 25.0 # 183.8 = 242 #
0.070 = 0.078 0.049 £ 0.100
0.057 £ 0.076 0.044 £ 0.057
7.32 £ 0.40 7.22 = 0.31
7.19 £ 0.34 7.22 £ 0.30
4.34 £ 0.22 ## 4.32 £ 0.16 ##
441 £ 0.27 436 £ 0.16 ##
1.49 £ 0.19 ## 1.51 £ 0.18 ##
1.61 = 0.22 1.55 £ 0.16 ##
0.632 = 0.069# 0.644 = 0.075
0.592 = 0.084 ## 0.613 £ 0.094 #
11.46 = 2.64 12.08 = 2.80
12.31 = 3.10 12.37 = 2.68
4.48 £ 096 4.40 £ 0.99
393 £ 1.20 394 £ 1.17
85.3 = 41.2 68.4 £ 30.0
80.9 = 38.0 67.4 £ 245
1.008 = 0.279 1.031 = 0.235
1.004 = 0.232 0.956 * 0.201
2274 = 359 227.1 £ 28.3
227.0 = 36.2 227.0 = 37.6
138.1 = 31.5 1377 £ 254
138.1 £ 29.8 1379 £ 274
72.2 £ 104 757 = 10.8 #
72.8 £ 12.1 75.6 £ 143 #
155.2 £ 359 151.4 £ 294
154.3 £ 33.5 1514 = 29.6
2.217 = 0.744 2.060 = 0.567
2.176 £ 0.606 2.044 £ 0.482 ##

Subjects: n =20 (MHE group), n = 16 (Placebo group). Measurement value: mean + standard deviation. * p < 0.05, ** p < 0.01: Comparison with the
Placebo group (two-sample t-test). # p < 0.05, ## p <0.01: Comparison with before administration (Dunnett's test). MHE (mixed herb extract), BMI
(body mass index), ALP (alkaline phosphatase), LDH (lactate dehydrogenase), CRP (C-reactive protein), A/G (albumin/globulin) LDL (low-density
lipoprotein), HDL (high-density lipoprotein).
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