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Table 1. Periorbital wrinkle grades assessed by specialized doctors.

Periorbital
wrinkle grades

Visual

Photographic
images

Applied
Non-applied
Applied
Non-applied

Time Comparison

Before 4W
2.27+0.12 2.20 £0.12
227+0.12 2.21 £0.12
2.27+0.12 2.18 = 0.12
2.27+0.12 2.19 = 0.12

P value 8W P value
0.005 2.10 £0.12 <0.001
0.029 2.10 £0.12 <0.001
0.001 2.08 £0.12 <0.001
0.003 2.06 £0.12 <0.001

Comparison
between groups

p value (4W) p value (8W)

0.527 1.000

0.782 0.597

Periorbital wrinkle grades are assessed by visual inspection and photographic images. Results are expressed as mean values =+ SEM, n = 34. Wilcoxon
signed-rank sum test is used for analysis of the time comparison with before usage and the comparison between applied side and non-applied side. SEM,

standard error mean.

Table 2. Replica analysis of periorbital wrinkles.

Replica
analysis

Area ratio of
wrinkles (5 mm)

Volume fraction of
wrinkles (5 mm)

Average depth of
total wrinkles
(5mm)

Average depth of
maximum wrinkles
(5mm)

Maximum depth of
maximum wrinkle
(5mm)

Number of
wrinkles (5 mm)

Area ratio of
wrinkles (10 mm)

Volume fraction of
wrinkles (10 mm)

Average depth of
total wrinkles
(10mm)

Maximum depth of
total wrinkle
(10mm)

Number of
wrinkles (10 mm)

pm?/mm?/100

pm*mm?/100

pum

pum

N/mm

pm?/mm?/100

pm*mm?/100

pum

N/mm

Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied

Non-applied

Time Comparison

Before

2.73+0.18
2.66£0.16
39.39+£2.70
38.22+2.37
14990 = 1.74
150.17 £ 1.62
152.22+£2.10
152.84+1.70
401.12+9.80

402.40 £ 13.26 399.63 + 10.06

0.55+£0.02
0.54£0.02
2.79+0.25
2.70 £0.22
41.04£3.98
39.45 +3.41
155.19£2.85
155.12£2.44

402.70 = 11.18 409.28 = 12.87

400.44 = 8.46
0.49+£0.03
0.49+£0.03

4W

3.00+0.19
2.88+0.18
43.51 £3.05
41.56 £2.74
150.57 £ 1.63
151.68 = 1.56
153.44 £1.96
154.47 £ 1.50
410.30 £ 14.13

0.58 £0.02
0.56 £0.02
3.23+£0.29
2.89 £0.25
4797 £4.85
42.51 £3.87
15592 £2.82
157.48 +2.73

399.15+791
0.53£0.03
0.49 £0.03

P value

0.015
0.088
0.019
0.097
0.661
0.255
0.461
0.302
0.315
0.718
0.027
0.374
0.001
0.226
0.002
0.202
0.682
0.056
0.277
0.817
0.011
0.981

8W

3.10 £0.19
2.98+£0.18
46.12 £3.43
43.35+2.70
152.79 £ 1.72
15177 £1.23
156.45 £2.50
156.14 = 1.47
432.84 +14.97
426.13 £15.23
0.58 £0.02
0.57+0.02
3.10+0.24
2.98 £0.23
45.83 £4.05
43.68 £3.67
156.09 £2.58
15597 £2.34
413.55 £ 14.60
382.77 £7.16
0.52 £0.02
0.51 £0.03

Comparison
between groups

pvalue pvalue
4wW) (8W)

P value
0.013
0.008
0.017
0.010
0.051
0.197
0.030
0.035
0.006
0.107
0.021
0.016
0.017
0.027
0.019
0.032
0.584
0.442
0.185
0.025
0.025
0.049

0.730 0.750

0.746 0.564
0.474 0.379
0.706 0.629
0.365 0.642
0.307 0.880
0.084 0.787
0.090 0.745
0.309 0.980
0.343 0.007

0.036 0.992

Periorbital wrinkle is analyzed at 5 mm and 10-12 mm from the corner of the eye. Results are expressed as mean values + SEM, n = 34. Paired t test is used for
analysis of the time comparison with before usage and the comparison between applied side and non-applied side. SEM, standard error mean.

(5)
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Before

4 weeks

8 weeks

Visual inspection assessment of periorbital wrinkle grades by a specialized doctor.

The mean value + SEM, n = 34. Applied side, test-product topically applied for 8 weeks. *p < 0.05, **p < 0.01,
*#*%p < 0.001 vs before usage, Wilcoxon signed-rank sum test. SEM, standard error mean.
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Visual assessment of periorbital wrinkle grades by specialized doctors using case
photographic images.
The mean value + SEM, n = 34. Applied side, test-product topically applied for 8 weeks. **p < 0.01, ***p < 0.001
vs before usage, Wilcoxon signed-rank sum test. SEM, standard error mean.
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Table 3. Skin Viscoelasticity Measurement.

Skin
elastisity

RO

R2

RS

R6

R7

Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied
Applied
Non-applied

Before
0.32 = 0.01
0.31 £ 0.01
0.79 = 0.01
0.79 £ 0.01
0.58 = 0.02
0.58 = 0.02
0.37 = 0.01
0.37 £ 0.01
0.42 = 0.01
0.42 = 0.01

Time Comparison

4W

0.34 + 0.01
0.33 % 0.01
0.78 + 0.01
0.80 * 0.01
0.51 + 0.02
0.55 + 0.01
0.34 = 0.01
0.34 * 0.01
0.39 + 0.01
0.41 % 0.01

P value
0.001
0.004
0.320
0.179
0.000
0.001
0.023
0.008
0.000
0.022

8W
0.33 = 0.01
0.32 £ 0.01
0.81 £ 0.01
0.82 = 0.01
0.56 = 0.02
0.56 = 0.01
0.35 = 0.01
0.35 £ 0.01
0.42 = 0.01
0.42 = 0.01

Comparison
between groups

P value pvalue 4W) p value (8W)

0.024

0.479
0.165
0.004

0.089
0.001
0.163

0.031
0.055
0.342

0.747
0.021
0.351

0.052
0.264

0.552

0.589

0.805

0.803

0.948

Skin elasticity is Measured by Cutometer. Results are expressed as mean values + SEM, n = 34. Paired t test is used for analysis of the time comparison with
before usage and the comparison between applied side and non-applied side. RO, Uf; R2, biological elasticity (Ual/Uf1); RS, net elasticity (Ur/Ue); R6,
viscoelasticity (Uv/Ue); R7: elastic recovery (Ur1/Uf1); SEM, standard error mean.

0.84

0.82

0.80

0.78

Skin elasticity (R2)

0.76

0.74

—ll— Applied side (n=234)
=@— Non-applied side (n = 34)

0.815 ***
0.809 **

Before

Fig. 4. Skin elasticity changes.

The mean value + SEM, n = 34. Applied side, test-product topically applied for 8 weeks. **p < 0.01, ***p < 0.001
vs before usage, # p < 0.05 vs non-applied side, paired-t test. SEM, standard error mean.
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Fig. 5. Transitional change by age of skin elasticity and impacts of glycative stress.

a) R2, b) R7. The mean value £ SEM, n = 77, healthy persons; n = 76, patients with type 2 diabetes (T2DM). Measurement of
the inside of an upper arm using Cutometer (Courage & Khazaka). R2, biological elasticity (Ual/Uf1); R7, elastic recovery (Url/

Uf1); SEM, standard error mean.
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